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A1 NITRIC OXIDE MEDIATES VAGALLY STIMULATED PANCREATIC ENZYME BUT 

NOT GASTRIC ACID OUTPUT IN DOGS  

E. Niebergall-Roth, S. Teyssen, M.V. Singer  

\i Department of Medicine IV, University Hospital of Heidelberg at Mannheim, Mannheim, 

Germany  

Methods: In 6 conscious dogs with gastric and duodenal fistulas we compared the effect of the 

nitric oxide synthase inhibitor NG-nitro-L-arginine (L-NNA; 2.5 mg/kg + 0.5 mg/kg/h iv.) on the 

pancreatic protein response and the gastric acid response to central vagal stimulation with 2-

deoxy-D-glucose (2-DG; 100 mg/kg iv.). The incremental 1-h pancreatic protein output and 

gastric acid output were calculated by subtracting 4 times the mean 15-min basal value.  

Results: L-NNA did neither alter the basal pancreatic protein output (60 ± 18 mg/15 min) nor the 

basal gastric acid output (0.2 ± 0.1 mmol/15 min). 2-DG significantly (p < 0.05) stimulated the 

pancreatic protein output and the gastric acid output above basal. L-NNA significantly decreased 

the maximal pancreatic protein output by 40% and the incremental 1-h pancreatic protein output 

by 83% but did not affect the gastric acid response to 2-DG (see table).  

Table: Pancreatic protein and gastric acid response to 2-DG Maximal Incremental 1-h Maximal 

Incremental 1-h pancreatic pancreatic gastric gastric protein output protein output acid output 

acid output (mg/15 min) (mg/h) (mg/15 min) (mg/h) Control 488 ± 100 1243 ± 315 10.4 ± 1.5 

33.4 ± 6.4 \i L\i0 -NNA 294 ± 27
*
 216 ± 130

*
 11.0 ± 1.7 30.2 ± 5.2 Results are means ± SEM (n 

= 6); 
*
 p < 0.05 vs. control.  

Conclusions: In dogs, endogenous nitric oxide is an important mediator of centrally vagally 

stimulated pancreatic enzyme output but is probably not involved in the mediation of centrally 

vagally stimulated gastric acid output. Nitric oxide does probably not control basal pancreatic 

protein and gastric acid output. }" "NITRIC OXIDE MEDIATES VAGALLY STIMULATED 

PANCREATIC ENZYME BUT NOT GASTRIC ACID OUTPUT IN DOGS"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 01/02#" " Abstract: 0 Citation: Gut 2000; 47(Suppl III): 
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Maryland, Baltimore, USA; {\up6 5} St. Vincents Public Hospital, Sydney, Australia; {\up6 6} 

Merck Research Labs, Rahway, USA  

Clinical GI Events (perforation, obstruction, bleeding, symptomatic ulcers) are an important 

safety concern with NSAID use. However, outcome data on NSAID-associated clinical GI 

events from prospective, blinded trials are extremely limited. We performed a double-blind 

outcome study of rofecoxib (a selective inhibitor of COX-2) vs. naproxen (a non-selective 

inhibitor of COX-1/COX-2) in rheumatoid arthritis (RA) patients.  

Methods: 8076 RA patients {\f1\'b3}50 years old (or {\f1\'b3}40 years old and taking steroids) 

expected to require NSAIDs for {\f1\'b3}1 yr were randomly assigned rofecoxib 50 mg qd or 

naproxen 500 mg bid. Patients were stratified for past history of ulcer or GI bleeding. Antacids 

or low-dose (over the counter) H2 receptor antagonists were allowed, but other anti-ulcer drugs, 

NSAIDs and aspirin were proscribed. Scheduled visits were at 1.5 mos, 4 mos, and then every 

4mos; phone contacts were at 2.5 mos, 6 mos, and then every 4mos. The minimum follow-up 

planned for all patients was 6 mos. GI work-up was initiated by patients physician only in 

response to clinical evidence of a GI event, as in standard clinical practice. Clinical GI events 

were adjudicated by an independent blinded committee using pre-defined criteria.  

{ Results} are presented in the table. \tx2010\tx3150\tx4455\tx5775\tx6750\tx7290\tx8150\fs4 

\ul \tab \tab Endpoint Treatment # of Patients Rates per Relative p-value Group with Events 100 

pt years Risk \tab Confirmed, Rofecoxib 56 2.08 Clinical GI Events Naproxen 121 4.49 0.46 

<0.001 Confirmed, Rofecoxib 16 0.59 Complicated GI Events Naproxen 37 1.37 0.43 0.005 All 

Gastrointestinal Rofecoxib 31 1.15 Bleeds (upper and Naproxen 82 3.04 0.38 <0.001 lower GI 

tract) \tab Efficacy measures (global assessments by both patients and investigators) and drop 

outs due to lack of efficacy were similar between the two groups.  

{ Conclusions:} Rofecoxib significantly decreases the risk of clinically important and 

complicated gastrointestinal events compared to naproxen. }" "A PROSPECTIVE DOUBLE-

BLIND GI OUTCOMES STUDY OF ROFECOXIB VERSUS NAPROXEN"  
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{ Background:} Although COX-1 is often referred to as a constitutively expressed gene, its 

induction has been demonstrated by several agonists including endotoxins. Several reports 

suggest that {\i H. pylori} induces COX-2. We have previously shown that {\i H. pylori} 

infection in the stomach is associated with enhanced generation of prostaglandins (PG) mainly 

via COX-1, not COX-2. The aim of this study was to explore the regulation of both COX-1 and 

COX-2 by {\i H. pylori}.  

{ Methods:} Three strains of {\i H. pylori} were assessed, 60190 (tox++, {\i cagA}+), M99 

(tox+, {\i cagA}+) and Tx30a (tox-, {\i cagA}-,). Human umbilical vein endothelial cells 

(HUVEC) were incubated for 5 hours with control medium, with {\i H. pylori} bacterial 

suspensions or broth culture filtrates. COX isoform expression was evaluated by measurement of 

prostaglandin product 6-keto-PGF{\dn6 1{\f1 a}} and Western blotting for COX-1 and COX-2 

protein.  

{ Results} [mean(±SEM)]: Co-incubation of HUVECs with {\i H. pylori} 60190 and M99 

strains caused a 360% (±77%) and 230% (±42%) increase in prostaglandin formation 

respectively against control levels of 100% whereas Tx30a had little effect on endothelial cell 

PG formation. The results with broth culture filtrates were similar. The selective COX-1 

inhibitor SC560 reduced PG product to 68% (±28%) for strain 60190 and 27% (±4%) for strain 

M99 compared with control levels without {\i H. pylori}. The selective COX-2 inhibitor NS398 

had a lesser effect on {\i H. pylori} induced PG product, reducing levels to 264% (±21%) and 

87% (±41%) against control levels of 100%. Aspirin virtually abolished any prostaglandin 

formation. For HUVECs co-incubated with {\i H. pylori} 60190, both COX-1 and COX-2 

protein expression were increased on Western blot.  

{ Conclusion:} The HUVEC response to {\i H. pylori} shows that a significant percentage of the 

increase in PG product seen with {\i H. pylori} is COX-1 mediated. Both COX-1 and COX-2 are 

induced and there are differences in response between {\i H. pylori} strains. This is the first 

report of in vitro COX-1 induction by {\i H. pylori} and may explain the apparent protective 

effect of {\i H. pylori} infection in NSAID users. The role of COX-1 in inflammation, here in 

relation to {\i H. pylori}, appears to have been ignored to date. We used an endothelial cell 

model as there is growing evidence that the pathogenic effects of {\i H. pylori} may in some way 

be mediated through actions on the gastric vasculature. }" "HELICOBACTER PYLORI 

INDUCES CYCLOOXYGENASE-1 AS WELL AS CYCLOOXYGENASE-2 IN 

ENDOTHELIAL CELLS"  



 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 01/04#" " Abstract: 01/04 0 Citation: Gut 2000; 47(Suppl III): 
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{ Background:} Despite previous observations on phase variation in the expression of Lewis 

(Le) antigens by Helicobacter pylori lipopolysaccharide (LPS) and changes in H. pylori cellular 

lipids induced by low pH on solid media, no data is available on the influence of acidic 

conditions on H. pylori LPS chemical structure or whether acidic conditions could induce phase 

variation in Le antigen expression.  

{ Aims:} The present study was undertaken to examine the effect of growth of H. pylori at low 

pH in liquid culture medium on the chemical structure of lipids, including LPS, and on the 

expression of Le antigens by H. pylori.  

{ Methods:} H. pylori 26695 (genome strain) was grown in brain heart infusion broth at pH 5 

and pH 7, biomass harvested, and LPSs and total cellular lipids were extracted. The preparations 

were subjected to electrophoretic, serological, and chemical analyses using anion exchange 

chromatography, thin-layer chromatography, advanced NMR spectroscopy, and gas liquid 

chromatography, electrospray ionisation and laser desorption mass spectrometries.  

 

{ Results:} As verified by electrophoretic, serological and chemical analyses, pH 7-grown 

biomass produced LPS with O-chains of polmeric Lewis x (Lex), whereas pH 5-grown LPS 

produced a more complex O-chain composed of Lex units or O-6 galatosylated N-acetyl-

lactosamine units terminated with a Lewis y unit. In contrast, the core regions and lipid A 

components of LPS as well as the cellular lipid composition at pH 5 and pH 7 did not differ 

significantly.  

{ Conclusions:} In contrast to previous observations on solid medium, the pH of liquid growth 

medium did not influence H. pylori cellular lipid composition. Importantly, the results clearly 

show that acidic conditions can induce antigenic variation in Le expression by H. pylori LPS 

which has important implications for understanding the role of Le expression in pathogenesis. }" 

"ACID-INDUCED PHASE VARIATION IN LEWIS ANTIGEN EXPRESSION BY H. 

PYLORI LIPOPOLYSACCHARIDES"  
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{ Background:} Helicobacter pylori (Hp) gastritis is a risk factor for gastric mucosa associated 

lymphoid tissue (MALT) lymphoma. Clonal B-cell populations have been detected in a variable 

proportion (0-40%) of patients with Hp-gastritis, but their clinical significance is still uncertain.  

{ Aim:} To identify the presence of clonal B-cell population in Hp-gastritis and assess 

histological factors that may affect the development of B-cell clones.  

{ Methods:} Twenty-five patients (aged 19-79 years, mean 52, 13 males) with Hp-gastritis (H-E 

and modified Giemsa) were studied. Twenty Hp-negative dyspeptic subjects served as controls. 

Routinely fixed paraffin embedded blocks of two antral and two corpus biopsies from patients 

and controls were analysed for B-cell clonality by a seminested polymerase chain reaction (PCR) 

using FRIIA and FRIIIA primers for amplification of the variable region of the immunoglobulin 

heavy chain gene (V-IgH gene). The histological findings were evaluated according to the 

Sydney classification system of gastritis and the Wotherspoon-Isaacson (W-I) scoring system for 

gastric lymphoid infiltrates.  

 

{ Results:} Amplified DNA was obtained from all samples and revealed monoclonal or 

polyclonal PCR amplification patterns. Clonal bands were observed in 10 (2/8 W-I grade 1, 2/13 

W-I grade 2, and 2/4 W-I grade 3 lesions) and polyclonal smears in 15 cases (6 W-I grade 1, 7 

W-I grade 2 and 2 W-I grade 3). Four additional W-I grade 2 samples with clonal bands were 

associated with a background polyclonal smear and were not reproducible. Clonal bands were 

not recorded in samples from Hp negative controls.  

{ Conclusion:} PCR-detectable monoclonality was found in about 25% (6/25) of our Hp-gastritis 

patients, it is independent of the W-I score and cannot be taken as evidence of an existing 

neoplastic lesion. }" "MOLECULAR ANALYSIS OF B-CELL CLONALITY IN 

HELICOBACTER PYLORI GASTRITIS"  
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{ Background:} V delta-1 (VD1) gamma/delta intraepithelial lymphocytes (IEL) are markedly 

oligoclonal and selectively populate the intestinal mucosa. The function of this unique cell 

population is unknown. Previous studies have shown that VD1 tumor infiltrating lymphocytes 

(TIL) within colon carcinomas are cytolytic for colonic tumors and other malignancies of 

epithelial origin. However, it is unknown whether VD1 TIL originate from resident VD1 IELs.  

{ Aim:} To investigate the origin of colon carcinoma VD1 TIL, by definition and comparison of 

the VD1 T cell receptor (TCR) repertoire in normal mucosa, colon neoplasia and peripheral 

blood.  

{ Methods:} Tissue samples were obtained from 3 patients with colon carcinomas and 3 patients 

with adenomatous polyps. Samples were obtained from normal colonic mucosa, neoplastic tissue 

and peripheral blood of each patient. The VD1 complementary determining region 3 (CDR3) 

domains which are cell-specific, were amplifies by RT-PCR. CDR3 display was performed by 

size separation of the PCR products using gel electrophoresis. Further analysis of dominant 

transcripts was performed by DNA sequencing. In subsequent experiments, PCR specific for the 

receptors of TIL, was used to detect their presence in intestinal tissue and peripheral blood.  

 

{ Results:} Analysis by CDR3 display revealed that the VD1 cells within neoplastic tissues were 

oligoclonal. Similarly, an oligoclonal population was found within the normal mucosa and 

peripheral blood. However, a different array of transcripts was found within normal tissue, 

neoplastic tissue and peripheral blood of each individual. In further studies, the nucleotide 

sequences of prominent transcripts of identical length was determined. The sequences encoding 

for the VD1 TCRs within neoplastic tissue, were distinct from those that were found within 

normal intestinal tissue or peripheral blood. The transcripts were unique in each individual and 

no amino acid motif was apparent. These findings suggested that the VD1 TILs either originated 

from a different anatomic compartment, or that their frequency in the normal intestine or 

peripheral blood was low and masked by other, more frequent VD1 transcripts. To differentiate 

between these possibilities, the transcripts encoding for VD1 TILs were amplified from normal 

tissue and peripheral blood RNA using transcript-specific primers. Following this amplification, 

TIL-transcripts were found both within both normal tissue and peripheral blood.  

{ Conclusions:} TIL within colon neoplasia originate from a unique and novel cell population, 

that can be found in all immune compartments. These cells differ markedly from the 



compartmentalized VD1 cells in normal intestinal mucosa and peripheral blood. Moreover, the 

findings concur with the demonstrated cytolytic activity of colon carcinoma-TIL against 

epithelial cells from divers origins. }" "A NOVEL POPULATION OF V DELTA 1 CELLS 

INFILTRATES COLON NEOPLASIA"  
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{ Purpose:} To evaluate the effect of exisulind in preventing the formation of new rectal polyps 

in familial adenomatous polyposis (FAP) patients with subtotal colectomies who had received 

either exisulind or placebo during a previous 12 month double-blind, placebo-controlled (DBPC) 

study. Exisulind is a selective apoptotic antineoplastic drug (SAAND) that induces apoptosis by 

inhibiting the enzyme, cyclic GMP-phosphodiesterase. The apoptotic effect of exisulind is 

independent of COX I or II inhibition, p53, Bcl-2, or cell cycle arrest.  

{ Methods:} All 65 patients who completed the DBPC study were offered treatment with 

exisulind for an additional 12 months in an open label study. The original treatment assignment 

remained blinded to both investigators and patients. The two study groups consisted of patients 

who crossed over from placebo to exisulind (PE group) and those who continued exisulind (EE 

group). Both groups received exisulind 150 mg qid. As in the DBPC study, all rectal polyps were 

ablated and counted at baseline and every 6 months. The number of polyps formed by each 

patient during the extension was compared to the number of polyps they formed during the 

DBPC study. All patients who entered the study were included in the analysis (intent-to-treat; 

ITT). Drop-outs were assumed to have zero change in polyp formation rate.  

 

{ Results:} The PE and EE groups were demographically similar. Analyses for both the ITT and 

patients completing the study demonstrated a significant prevention of new polyp formation in 

the PE group (p = 0.001) and EE group (p = 0.004). Adverse events were mostly mild to 

moderate and of short duration. \tx1215\tx2370\tx3585\tx5400\tx6585\tx7485\tx8150 Median 

Cumulative Number of New Polyps over 12 months in the DBPC and extension studies. \tab 

Analysis Patient DBPC 12 month extension p value* % Decrease Groups # of Polyps # of polyps 

(Wilcoxon) \tab All Patients PE (n= 30) 31 21 0.001 32 (ITT) EE (n=25) 24 11 0.004 54 



Completers PE (n= 25) 35 18 0.001 49 EE (n=22) 24 11 0.004 54 \tab *p value calculated on 

median change in new polyps between the DBPC study and the 12-month extension.  

{ Conclusion:} Exisulind significantly prevented new polyp formation in FAP patients over 12 

months (PE) and continued to further reduce polyp formation out to 24 months (EE). }" 

"EXISULIND, A PRO-APOPTOTIC DRUG, PREVENTS NEW POLYP FORMATION IN 

PATIENTS WITH FAMILIAL ADENOMATOUS POLYPOSIS"  
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Little is known about the effects on the fetus of ursodeoxycholic acid (UDCA) treatment for 

intrahepatic cholestasis of preganancy (ICP). We treated 20 ICP patients with high doses of 

UDCA (1.5-2 g/day), and evaluated the effects on conjugated bile acids (BA) in amniotic fluid 

(15/20 patients) and umbilical cord serum obtained at delivery (20/22 newborns), comparing the 

results with those of 10 untreated patients (amniotic fluid, 9/10 patients; cord serum, 9/10 

newborns). Liver function tests, serum BA and UDCA were evaluated on enrollment and then 

weekly until one week after delivery. Maternal serum conjugated cholic (CCA) and 

chenodeoxycholic (CCDCA) acids levels fell [18.5±1.9 to 10.5±1.9 \'b5mol/l, and 5.8±0.8 to 

2.97±0.7 \'b5mol/l, respectively (p<0.01)] in treated patients, and remained unaffected [20.0±3.1 

vs. 20.3±2.3, and 5.6±0.6 vs. 5.4±0.5, respectively (p=ns)] in untreated ones. Serum conjugated 

UDCA levels rose to 16.5±1.8 \'b5mol/l (p<0.001). Median values of CCA and CCDCA in 

amniotic fluid around delivery were 4.9±12.4, and 4.8±7.7 \'b5mol/l respectively in treated 

patients, as against 17.9±27.5 and 18.5±20.9 \'b5mol/l in untreated ones. In treated mothers, 

CCA and CCDCA concentrations in cord blood were 6.0±0.9 and 5.2±0.95 \'b5mol/l 

respectively, as against 21.9±5.6 and 18.9±2.1 \'b5mol/l in untreated ones. In treated patients, 

median UDCA values in amniotic fluid and cord blood were 0.8±2.4 and 0.9±0.14 \'b5mol/l, 

respectively. We conclude that high-dose UDCA treatment effectively controls ICP, is safe for 

mother and fetus, and causes little UDCA accumulation in amniotic fluid or cord blood. }" 

"URSODEOXYCHOLIC ACID ADMINISTRATION IN PATIENTS WITH CHOLESTASIS 

OF PREGNANCY: EFFECTS ON PRIMARY BILE ACIDS IN BABIES AND MOTHERS"  
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Shukti Chakravarti, Ian Lawrance, Claudio Fiocchi  
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{ Background & aim:} To elucidate the underlying pathobiologies in UC and CD, resected 

colonic tissues were gene expression profiled by DNA microarrays. Methods: Biotinylated 

cRNA prepared from whole UC, CD and control colonic tissue were hybridized to HuGene Fl 

microarrays (GeneChips, Affymetrix). Fluctuations in gene expression > 3 fold over control were 

further evaluated.  

{ Results:} UC and CD display remarkably different gene expression profiles. Differentially 

regulated genes (3 fold to 100 fold) were assigned to 8 clusters (number of genes listed underUC 

and CD in the table below). 81 (UC) and 35 (CD) genes were overexpressed, while 66 (UC) and 

29 genes (CD) were downregulated. Among the differentially regulated genes, we detected both 

novel and ``IBD-related genes (e.g. HLA, defensins, metalloproteinases, phospholipase A2 and 

collagen I). \tx960\tx4500\tx5115\tx5325\tx8150\fs4 \ul Number Functional clusters UC CD \tab 

\tab \tab \tab I HLA & immune function 24 6 II Cytokines & growth factors 13 4 III 

Inflammation mediators 12 2 IV Cancer-related 6 1 V Mucins, ECM & Remodeling enzymes 20 

12 VI Metabolic & Ion transport mediators 52 21 VII Antimicrobials 2 2 VIII Cell cycle 

regulators & transcription factors 18 15 \tab \tab \tab \tab d\fs20  

{ Conclusion:} The expression profiles outline two distinct forms of chronic intestinal 

inflammation. UC is dominated by a destructive oxidative response, with balanced extracellular 

matrix deposition and remodeling and a propensity to cancer development. CD manifests a 

uniquely strong response towards bacterial agents. We demonstrate fundamental differences in 

pathogenic mechanisms of UC vs. CD that is likely to lead to therapies better tailored to each 

disease. }" "ULCERATIVE COLITIS (UC) AND CROHNS DISEASE (CD) TISSUE GENE 

EXPRESSION PROFILING BY DNA MICROARRAYS: DIAGNOSTIC AND 

THERAPEUTIC IMPLICATIONS"  
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Geypens, Gert Van Assche, Paul Rutgeerts \i University Hospital Gasthuisberg, Leuven, 

Belgium  

{ Introduction:} Anti-TNF monoclonal antibody treatment reduces clinical signs and symptoms, 

endoscopic and histological disease activity in refractory Crohns disease (CD). Cytokines and 

other messenger molecules play a critical role in the regulation of transepithelial antigen 

transport in vitro and an abnormal intestinal permeability is implicated in the etiopathogenesis of 

CD. Therefore, we aimed to assess the in vivo influence of anti-TNF on the intestinal 

permeability in CD patients.  

{ Methods:} 23 patients (14 women) with CD underwent intestinal permeability testing two days 

before and four weeks after the first infusion of Infliximab\'ae (5mg/kg). 31 healthy non-smoker 

volunteers (18 woman) underwent the same permeability test using 50 \'b5Ci of 51Cr-EDTA in 

160 mL of Nutridrink (Nutricia, Belgium) after an overnight fast. Urine aliquots were counted 

for radioactivity by a beta scintillation counter.  

{ Results:} \tx1545\tx3210\tx4470\tx8150\fs4 \ul \tab \tab \tab \tab % dose 0 - 6 h 0 - 24 h 

recovery median median (IQR) (IQR) \tab \tab \tab Control values 1.12 (0.85-1.58) 2.28 (1.88-

2.86) Before anti-TNF 1.63 (1.06-2.07)* 3.27 (2.40-4.38)* After anti-TNF 1.04 (0.74-1.54){\up6 

‡} 2.42 (2.03-2.80){\up6 ‡} \tab \tab \tab d\fs20 The mean small bowel and whole gut 

permeability before Infliximab\'ae was significantly higher in CD patients than in control 

subjects (* p<0.05), but decreased (\'87 p<0.05) to normal values after treatment.  

{ Discussion:} Anti-TNF treatment restores the gut barrier in CD. This argues for a major role of 

cytokine regulation of the intestinal barrier function in inflammatory conditions and strongly 

weakens the concept of a primary disturbance of the intestinal barrier in the pathogenesis of CD. 

}" "ANTI-TNF TREATMENT RESTORES THE GUT BARRIER IN PATIENTS WITH 

CROHNS DISEASE"  
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A3 ANTI-SENSE ICAM-1 (ISIS-2302) FOR SUBCUTANEOUS TREATMENT OF 

CHRONIC ACTIVE CROHNS DISEASE (CACD): A PROSPECTIVE, DOUBLE-BLIND, 

MULTICENTER RANDOMIZED TRIAL  

S. Schreiber
1
, H. Malchow{\up6 2}, W. Kruis{\up6 3}, H. Lochs{\up6 4}, A. Raedler{\up6 5}, 

E. Hahn{\up6 6}, G. Steinmann{\up6 7}  
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1
 First Medicine Department, Christian Albrechts University, Kiel, Germany; {\up6 2} 

Krankenhaus, Leverkusen, Germany; {\up6 3} Evang. Krankenhaus K\'f6ln Kalk, K\'f6ln, 

Germany; {\up6 4} Fourth Medicine Department Charit\'e9 University Hospital, Berlin, 

Germany; {\up6 5} Tabea Center for Inflammatory Bowel Disease, Hamburg, Germany; {\up6 

6} Department of Medicine, University Erlangen, Erlangen/N\'fcrnberg, Germany; {\up6 7} 

Boehringer Ingelheim Pharma KG, Biberach, Germany. German ICAM-1 Study Group.  

{ Introduction:} ISIS-2302, from ISIS Inc. Carlsbad, CA) was effective in steroid refractory 

Crohns disease in a pilot trial.  

{ Aims:} To investigate the safety and to conduct a dose-ranging study of sc. treatment with 

ISIS- 2302 in chronic active Crohns disease (CACD).  

{ Methods:} 75 patients with steroid refractory (10-40mg prednisone, no immunosuppressives), 

CACD (CDAI 200-400) were treated between 3/98 and 8/99 in a multicenter trial. Dose ranging 

was conducted by different treatment duration (standard dose 0.5 mg ISIS 2302/kg per sc. 

injection for 2 days, 1 wk, 2 wks and 4 wks) and compared to placebo. An attempt was made to 

taper all patients from steroids by week 10. Primary endpoint: steroid-free remission 

(CDAI<150) at week 14.  

Results: Baseline demographics and disease characteristics were similar between treatment 

groups (mean CDAI 262-294). Only 2 of 60 (3.3%) ISIS- 2302-treated and no placebo-treated 

patient reached complete clinical remission at week14, the primary endpoint (week 26: 8/60 

(13.3%) and 1/15 (6.7%), respectively). Low dose steroid (< 10 mg/d) dependent remission was 

observed in 0, 13.3, 17.6, 0, and 0% of the 4wk/2wk/1wk/2d and placebo groups at week 14, and 

in 7.1, 40.0, 23.5, 14.3, and 13.3%, respectively, at week 26. Clinical remission (steroids < 

baseline) was attained in 7.1, 33.3, 23.5, 7.1, and 20.0% of 4wk/2wk/1wk/2d and placebo groups 

at week 14, and in 28.6, 46.7, 41.2, 14.3, and 40.0%, respectively, at week 26. A greater 

proportion of ISIS- 2302 treated than placebo treated patients achieved a steroid dose < 10 mg/d 

at weeks 14 and 26 (48.3% vs. 33.3% and 55.0% vs. 40.0 %, respectively, and a glucocorticoid 

dose of 0 mg (prednisone equivalent) at week 26 (23.3% vs. 6.7%, respectively). Frequency of 

adverse events related to Crohns disease were reported nearly twice as frequent in placebo than 

in ISIS- 2302-treated patients (40 vs. 22%). No statistically significant differences were detected 

between groups. Injection site reactions, generally mild, were observed in 23% of ISIS-2302-

treated and no placebo-treated patients.  



{ Conclusions:} The trial did not prove clinical efficacy of ISIS- 2302 based upon the primary 

endpoint, glucocorticoid free complete clinical remission at week 14. However, positive trends 

were observed in some of the secondary endpoints (e.g. glucocorticoid free complete clinical 

remission at week 26, low glucocorticoid dose complete clinical remission at weeks 14 and 26). 

ISIS- 2302 was well-tolerated subcutaneously, but did result in injection site reactions in a 

substantial proportion of patients. Further development of drugs antagonizing ICAM-1 mRNA 

may be a promising therapeutic concept in Crohns disease. }" "ANTI-SENSE ICAM-1 (ISIS-

2302) FOR SUBCUTANEOUS TREATMENT OF CHRONIC ACTIVE CROHNS DISEASE 

(CACD): A PROSPECTIVE, DOUBLE-BLIND, MULTICENTER RANDOMIZED TRIAL"  
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{ Background:} Crohns disease is most prevalent in developed countries. It is characterised by 

Th1 inflammation and dysmotility of the gut. Parasitic infections are most prevalent in 

developing countries and induce a Th2 immune response.  

{ Aim:} We hypothesise that this Th2 immune response is protective against Th1 gut 

inflammation.  

{ Methods:} We used 4 groups of rats: controls; group with Th2 immune status; group with Th1 

colitis; group with Th2 immune status and Th1 colitis. To induce a general Th2 immune 

response, rats were infected with the trematode {\i Schistosoma mansoni.} Rats are able to 

eliminate this parasite within 4 weeks without developing disease. However, the rats immune 

status is transiently polarised to Th2. One week after the infection, Th1 colitis was induced with 

an enema of 15 mg TNBS in 10% ethanol. To assess the inflammatory response, we used a 

macroscopic score (0-10), microscopy, MPO activity and cytokine detection (ELISA). To assess 

colonic motility, contractility of longitudinal and circular muscle strips was studied. Rats were 

studied at 6 timepoints over a period of 4 weeks.  

{ Results:} Infection with {\i S. mansoni} led to a transient Th2 immune response, shown by the 

increase in splenic IL4 detection (140 ± 47 pg/ml {\i vs} 42 ± 0.4 pg/ml in control). TNBS 

induced a Th1 colitis which was maximal within the first week, shown by the increased 

macroscopic score (4.0 ± 0.2 {\i vs} 0.0 ± 0.0 in control), MPO activity (8.9 ± 3.5 U/g {\i vs} 2.0 

± 0.5 U/g in control) and IL2 detection (304 ± 92 pg/ml {\i vs} 142 ± 24 pg/ml in control). Th1 

colitis was spontaneously healed after 4 weeks. However, when rats were infected with {\i S. 

mansoni,} the healing of Th1 colitis was nearly complete after 1 week, shown by the 

macroscopic score (1.0 ± 0.5), MPO activity (3.1 ± 1.3 U/g) and IL2 detection (101 ± 15 pg/ml). 

Colonic contractility was inhibited during Th1 colitis as shown by decreased maximal 

contractions to acetylcholine of both longitudinal (20.4 ± 3.0 g/mm{\up6 2} {\i vs} 37.2 ± 8.2 

g/mm{\up6 2} in control) and circular (14.1 ± 1.4 g/mm{\up6 2} {\i vs} 22.1 ± 2.2 g/mm{\up6 

2} in control) muscle strips. Infection with {\i S. mansoni,} reversed the colitis-induced 

inhibition of longitudinal muscle contractility (44.7 ± 5.6 g/mm{\up6 2}) whereas the circular 

muscle contractility remained inhibited (17.4 ± 1.4 g/mm{\up6 2}).  

{ Conclusion:} A Th2 immune status, induced by parasites, may protect against Th1 colitis like 

in Crohns disease. Contractility disturbances may outlast the inflammatory reaction. }" "TH2-

POLARISED IMMUNE STATUS PROTECTS AGAINST TH1 COLITIS IN RATS"  
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A4 NUTRITIONAL SUPPLEMENTATION AND IMMUNONEUTRALISATON OF 

INTERLEUKIN-6 NORMALISE CIRCULATING IGF-1 CONCENTRATIONS AND 

REVERSE THE GROWTH DEFICIT IN EXPERIMENTAL COLITIS Omiea Azooz \i St 

Bartholomews and the Royal London School of Medicine and Dentistry, London, United 

Kingdom  

{ Introduction:} Impaired linear growth is a major complication of paediatric inflammatory 

bowel disease. It results from undernutrition, and also a direct effect of the inflammatory 

process, both of which inhibit hepatic production of insulin-like growth factor-1 (IGF-1). 

Candidate cytokines for suppression of IGF-1 include tumour necrosis factor-{\f1 a} (TNF-{\f1 

a}), interleukins-1 and -6. The aim of this study was to determine the effect of specific anti-

cytokine therapy on IGF-1 and linear growth, alone and in combination with nutritional 

supplementation.  

{ Methods:} Prepubertal Wistar rats were divided into 4 groups: healthy controls (n = 14), colitis 

treated with IL-6 antibody (n=12), colitis treated with TNFab (n=8), and colitis treated with non-

specific sheep IgG (control/colitis, n=20). Colitis was induced at day 0 by intrarectal 

administration of 2, 4, 6-trinitrobenzenesulphonic acid in 40% ethanol. Food intake amd body 

weight was measured daily and animals sacrificed at day 5. Plasma IGF-1 was measured by RIA 

and two hepatic IGF-1 mRNA species (IGF-1A and 1B) by RT-PCR (normalised for b-actin). 

Severity of intestinal inflammation was assessed by measurement of myeloperoxidase 

concentrations (MPO). Linear growth was measured by the change in nose-to-tail base length at 

day 0 and 5. Subsequently, the effect of IL-6ab treatment in combination with nutritional 

supplements (to restore calorie intake to control values) on IGF-1 and linear growth was 

determined.  

{ Results:} Loss of appetite and weight associated with TNBS-colitis was not affected by IL-6ab 

or TNFab. Treatment with IL-6ab had no effect on severity of intestinal inflammation but had a 

notable beneficial effect on IGF-1mRNA, plasma IGF-1 concentrations and linear growth, but 

did not restore values to those of healthy controls (Table). However, a combination of IL-6ab 

and nutritional supplementation, which restored calorie intake to that of healthy controls, 

reversed the growth deficit in treated colitics; the change in length in the IL-6ab-fed/colitic group 

was similar to healthy controls. Similarly, this intervention restored plasma concentrations of 

IGF-1 to control values (756±115 ng/ml) in the treated colitic group (692±198 ng/ml). In 

contrast, TNFab treatment reduced the severity of gut inflammation but had no effect on IGF-1 

mRNA and protein expression. \tx2550\tx3675\tx4860\tx5985\tx6810\tx8150\fs4 \ul \tab 

Controls \ul Colitis \ulnone IgG IL-6ab TNFab MPO (mU/g tissue) 34±20 *459±280 *490±210 

*£154.2±91 IGF-1B mRNA 0.26±0.07 *0.13±0.05 0.22±0.06 *0.11±0.02 Plasma IGF-1 (ng/ml) 

795±142 *†514±141 ‡662±134 *475±206 Change in length (mm/5 days) 18±3.7 *5.2±2.1 

*8.6±3.4 *10.4±5.6 *P < 0.001 vs controls; £P = 0.02 vs IgG/colitis; †P = 0.02 vs IL-6ab/colitis; 

‡P = 0.03 vs controls.†P = 0.01 vs IL-6ab/colitis and ‡P = 0.04 vs TNFab/colitis.  

{ Conclusions:} The optimum treatment for linear growth retardation may be a combination of 

nutritional supplementation and IL-6ab treatment. }" "NUTRITIONAL SUPPLEMENTATION 



AND IMMUNONEUTRALISATON OF INTERLEUKIN-6 NORMALISE CIRCULATING 

IGF-1 CONCENTRATIONS AND REVERSE THE GROWTH DEFICIT IN EXPERIMENTAL 

COLITIS"  
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{ Background:} The colonic mucus layer acts as a barrier to protect the epithelium from the 

damaging toxins, proteases and free radicals within the lumen. It also acts as a lubricant to ease 

the passage of the forming stool through the colon and protect the mucosa from shear stresses. 

This study shows that two distinct forms of mucus gel exist in the colon performing these 

different functions.  

{ Methods:} Mucus thickness was measured in the rat proximal colon in vivo using intravital 

microscopy. Glycoprotein concentration of the mucus gel was estimated using the PAS assay 

after papain digestion. Carbohydrate side chain structure was assessed using a lectin binding 

assay. Mucin gene expression was determined using an ELISA technique with antibodies to the 

MUC2, MUC3 and MUC5AC gene products.  

{ Results:} Mean (SE) mucus thickness in the rat colon was 642 (55) \'b5m (n=34). After 

removal of the mucus layer by suction a layer with a mean (SE) thickness of 101 (6) \'b5m 

(n=40) remained firmly adherent to the mucosa. The firm adherent mucus layer had a 

significantly higher glycoprotein concentration than the sloppy mucus removed by suction (23.7 

mg/ml and 7.5 mg/ml respectively). Lectin binding was reduced in the firm adherent mucus 

compared to the sloppy mucus. The firm adherent mucus gave positive reactivity to the MUC2, 

MUC3 and MUC5AC antibodies. The sloppy mucus only gave a positive response to the MUC2 

antibody, which was 3-fold greater per mg of glycoprotein than the firm adherent mucus. 

{ Conclusion:}  The colonic mucus layer is composed of a firmly adherent layer resistant to 

removal by shear acting as a protective barrier. Above this is a copious secretion of a sloppy 

mucus that acts as a lubricant and the micro-habitiat for the endogenous colonic microflora. 

These two distinct layers appear to have different glycosylation and mucin gene expression 

patterns. }" "THE COLONIC MUCUS BARRIER IS COMPOSED OF TWO 

STRUCTURALLY AND FUNCTIONALLY DISTINCT LAYERS"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 15/01#" " Abstract: 15/01 0 Citation: Gut 2000; 47(Suppl III): 

A4 GENETICS OF INFLAMMATORY BOWEL DISEASE  

J. Satsangi  

\i University of Edinburgh, Edinburgh, United Kingdom The model of disease susceptibility 

which appears most pertinent to the inflammatory bowel diseases is that Crohns disease and 

ulcerative colitis are related polygenic disorders. The complementary techniques of genome-

wide scanning and candidate gene analysis have been applied in the last 5 years by investigators 

in Europe, North America and Australasia. In spite of the potential difficulties related to disease 

and ethnic heterogeneity, consistent replication of linkage has been found with distinct 

chromosomal sub-region, on chromosomes 16, 12, 6 (the major histocompatibility complex) and, 

most recently, chromosome 14. The fact that these linkages have each been replicated in a 

number of studies is remarkable not only in inflammatory bowel disease, but in any polygenic 

disease. The goal of investigators is now to narrow the regions of linkage using techniques of 

linkage analysis and association studies such that physical mapping and gene identification is 

possible. Both linkage data and allelic association studies now implicate HLA genes as important 

determinants of susceptibility and progression. Mega analysis of the allelic association studies 

suggest that the HLA region may have a stronger contribution in ulcerative colitis than Crohns 

disease. Moreover, genotype/phenotype analysis points to HLA encoded genes as determinants 

of disease extent, severity and of extra-intestinal manifestations (joint, eye and liver disease). 

Evidence that response to immunosuppressant therapy may be genetically encoded is of great 

potential interest. Already data are available which suggest that azathioprine intolerance may be 

related to polymorphism of the gene encoding thiopurine methyltransferase (TPMT). Whether 

therapeutic efficacy of this immunosuppressant, or of others (particularly anti-TNF antibodies) is 

under genetic control remains a critical issue. }" "GENETICS OF INFLAMMATORY BOWEL 

DISEASE"  
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M. Russel  

\i Department of Gastroenterology University Hospital, Maastricht, Netherlands  

In the Western world a plateau phase of the incidence of both Crohns disease (CD) and 

ulcerative colitis (UC) has been reached at a level of around 15 to 20 cases of IBD per 100,000 

inhabitants per year. In both the United States and Europe a north-south incidence gradient has 

been reported, with IBD more common in the north than in the south. The first symptoms of IBD 

usually start at a young age, no cure (with the exception of colectomy in UC) is available, and 

mortality rates are comparable to those of the non-IBD population. This makes IBD, after 

rheumatoid arthritis, the second most common inflammatory disease in the West. Increasing 

numbers of new cases are being reported from less industrialised areas, possibly reflecting a role 

of modern life factors in the pathogenesis of IBD. The most consistent results from available 

studies concerns smoking behaviour: smoking associated with the development of small bowel 

CD and non-smoking with the development of UC and possibly also with colonic CD. An 

etiologic role of viral infections during childhood is controversial and is a topic of much debate 

at the present time. Family studies, especially those using twin-registries, highlight the 

significance of genetic factors in the development of IBD, more so in CD than in UC. 

Investigations at the chromosomal level are being carried out in different centres, and so far point 

to a role for chromosomes 12 and 16 in the pathogenesis of IBD. Recent knowledge of genetic 

and phenotypic factors influencing disease outcome will be discussed. This might be important 

in the light of commencing more aggressive treatment early in the course of the disease in 

subgroups of IBD patients. }" "EPIDEMIOLOGY OF INFLAMMATORY BOWEL DISEASE: 

AN UPDATE"  
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PROSPECTIVE INTERVENTION STUDY  

Cosnes Jacques, Laurent Beaugerie, Franck Carbonnel, Jean-Pierre Gendre  
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{ Background:} Cigarette smoking is harmful in Crohns disease (CD) but the results of smoking 

cessation intervention have not been evaluated. The aim of the present prospective study was to 

assess the efficacy and potential benefits of counselling to stop smoking in CD.  

{ Methods:} From 1995 to 1998 all CD patients who smoked were advised to stop, with easy 

access to a smoking cessation program. Successful cessation was defined as 0 cigarettes per day 

for at least a year. At that time, patients who succeeded (quitters) were matched to two controls, 

one continuing smoker and one non-smoker, paired for sex, age, CD location and previous year 

disease activity. The CD course (flare-up, need for medical treatment and surgery) was compared 

between the 3 groups, using Log-rank test after actuarial survival curves had been constructed.  

{ Results:} Among 899 consecutive patients with CD, 474 were current smokers. After 

counselling, 60 patients stopped for a time but resumed smoking during the first year, 59 patients 

(12%) quitted smoking and remained abstinent for more than one year (median 30 mo., range 13-

66 mo.) and 355 did not stop. Mean body weight gain was 5.5 kg in quitters, vs. 0.8 kg and 1.0 

kg in the control groups (p<0.01). The respective 3-yr actuarial risks of flare-up and other events 

in quitters, continuing smokers and non-smokers, were: Flare-up: 35 ± 7 %, 76 ± 7 % (p<0.001), 

and 33 ± 8 %(NS). Steroid course: 21 ± 6 %, 59 ± 8 %(p<0.001), and 25 ± 7 % (NS) 

Immunosuppressive therapy (started, changed, or increased dose): 13 ± 5 %, 43 ± 8 % (p<0.001), 

and 19 ± 6 % (NS) Excisional surgery: 9 ± 5 %,18 ± 6 % (NS), and 9 ± 5 % (NS).  

{ Conclusion:} Smoking cessation has a major impact on CD activity. After one year, CD course 

in quitters becomes similar to that of non-smokers. However, CD patients are poorly receptive to 

smoking cessation advice. Every efforts should be made to increase the rate of success of 

counselling. }" "EFFECT OF SMOKING CESSATION ON THE COURSE OF CROHNS 

DISEASE: A PROSPECTIVE INTERVENTION STUDY"  
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A5  RISK OF EXTRAINTESTINAL CANCER IN ULCERATIVE COLITIS - A 

POPULATION-BASED STUDY 1962-1997 Karen Vanessa Winther, Ebbe Langholz, Pia 

Munkholm, Vibeke Binder \i Dept.of medical gastroenterology, Herlev Hospital, University of 

Copenhagen, Herlev, Denmark  

{ Background:} The risk of both intestinal and extraintestinal cancer among patients with 

inflammatory bowel disease (IBD) is a matter of concern to patients and physicians. We recently 

reported a low risk of colorectal cancer in a regional cohort of 1160 ulcerative colitis (UC) 

patients diagnosed in Copenhagen County 1962 - 1987 and followed until the end of 1997.  

{ Aim:} To assess the occurrence and risk of various types of extraintestinal cancer in this 

strictly population-based cohort of UC patients.  

{ Methods:} Patients were traced in the Danish Central Person and National Cancer Registers. 

Cancers were classified according to the ICD 7th revision. To calculate the expected number of 

cancers we used individual person-years at risk and 1995-figures for the Danish population (the 

Danish National Board of Health). Observed versus expected cancer occurrence was presented as 

standardised morbidity ratio (SMR) and compared using the c2 test.  

{ Results:} 129 patients (11.1%) presented in total 139 cancers compared to 140.2 expected 

(SMR 0.99, NS). There were 70 cases of cancer among men, compared to 62.9 expected (SMR 

1.11, NS), and 69 vs. 77.3 among women (SMR 0.89, NS). The individual cancer localisation 

differed among men and women. Among men, melanoma of the skin and leukaemia were 

increased; 5 vs. 2.04 (SMR 2.45, P = 0.044) and 4 vs. 1.48 (SMR 2.71, P = 0.047) respectively. 

In women a significantly higher number of cervix uteri cancers was found; 8 vs. 2.96 expected 

(SMR 2.72, P = 0.0037). This was also the case for carcinoma in situ of the cervix uteri: 15 vs. 

7.05 (SMR 2.71, P = 0.0029). Furthermore two cases of thyroid cancer were found compared to 

0.41 expected (SMR 4.88, P = 0.026). 

{ Conclusion:}  The overall cancer occurrence in this population-based cohort of UC patients did 

not differ from that of the background population. Among women, however, a significantly 

higher number of carcinoma in situ and cancer of the cervix uteri was observed. To our 

knowledge no previous reports on this matter exist and further investigations are needed to 

validate the finding. }" "RISK OF EXTRAINTESTINAL CANCER IN ULCERATIVE 

COLITIS - A POPULATION-BASED STUDY 1962-1997"  
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Silvia Mascheretti, Jochen Hampe, Nikolaos Sfikas, Tanja K\'fchbacher, Ulrich F\'f6lsch, Stefan 

Schreiber  

\i Christian Albrechts University, Kiel, Germany  

{ Background:} Infliximab (anti-TNF-alpha monoclonal antibody) induces remission in 30-40% 

of steroid refractory Crohns disease patients. Clinical predictors for treatment response are 

unknown.  

{ Aim:} To investigate coding polymorphisms in the TNF/TNF-receptor system as predictors for 

therapeutic efficacy.  

{ Methods:} An open label, prospective multicenter study was conducted according to GCP to 

investigate predictors for a therapeutic response (drop of CDAI>70 points) in steroid refractory 

Crohns disease (n=90). TNF receptor (TNF-R) I and II genes were sequenced in 45 individuals. 

Single nucleotide polymorphisms were typed (TaqMan).  

{ Results:} A novel silent polymorphism in exon 2 of TNF receptor II was identified. Only one 

coding polymorphism was present (Met196Arg TNF-R-II). Homozygote mutant patients 

(Arg196Arg genotype) had a higher risk of non-responding (16.7% (1/6) responders), (p=0.0036) 

in comparison with heterozygotes and wild types (63.1% (53/84) responders). Median drop in 

CDAI was 61.5 in homozygote mutant in comparison with 114 in wild type and heterozygotes 

(P=0.091). Remission rates (CDAI<150) were 35.7% (30/84) in heterozygote and wild type 

while none of the homozygote mutant (0/6) achieved clinical remission. This mutation may 

explain lack of response in about 14% of non-responders. The novel exon 2 silent mutation is in 

high linkage disequilibrium with the mutation in exon 6 (chi square=222, p<0.001) and can be 

used as a marker. Non-coding polymorphisms (TNF promoter -238, -308, -376, -857, -103, TNF-

R-I -609, +36 (exon 1), TNF-R-II 1663, 1690 (3-UTR)) were investigated as a secondary 

hypothesis and found not to be associated with treatment response (P>0.5). 

{ Conclusion:}  Our findings may represent a first step in the pharmacogenetic definition of non-

response to anti TNF-alpha therapies. Identification of further gene variations and prospective 

trials have to follow for a complete assessment of risks. }" "PHARMACOGENETIC 

ASSOCIATION BETWEEN THE TNF RECEPTOR 2 GENOTYPE AND RESPONSE TO 

ANTI TNF INFLIXIMAB TREATMENT IN CROHN DISEASE"  
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A6 POUCHITIS, SIMILAR TO ULCERATIVE COLITIS, IS ASSOCIATED WITH 

DECREASED BUTYRATE OXIDATION BY THE MUCOSA  

Veerle Bulteel, Peter Suenaert, Elke Van den Brande, Benny Geypens, Paul Rutgeerts  

\i University Hospital Gasthuisberg, Leuven, Belgium  

{ Introduction:} Oxidation of butyrate by the colonic mucosa is decreased in ulcerative colitis 

(UC). Clinical, endoscopic and histologic characteristics of pouchitis resemble those of UC. 

Therefore we aimed to study butyrate oxidation in pouchitis in comparison with UC.  

{ Methods:} Colonic biopsies were obtained from 59 CU patients and 86 normal controls, pouch 

biopsies from 12 pouchitis patients and ileal biopsies from 17 controls. All biopsies were 

incubated with 1 \'b5Ci 14C-Na-butyrate for 2 hours. The produced 14CO2 was captured and 

radio-activity was measured.  

{ Results:} Median and interquartile range for the different groups are summarized in the table. 

In all UC groups as well as in pouchitis a significantly decreased oxidation was observed 

compared to control colon and ileum respectively. 

\tx1215\tx2430\tx3645\tx4770\tx5895\tx6615\tx8150 Table: Butyrate oxidation (nmol butyrate 

converted per mg protein per hour). \tab \ul Control \ulnone \ul Ulcerative colitis \ulnone 

Pouchitis colon ileum quiescent mild active (n=86) (n=17) (n=13) (n=12) (n=34) (n=12) \tab 

34.7 37.2 20.3* 13.0** 6.6** 10.8** (26.2-44.4) (32.6-49.7) (13.9-29.9) (7.6-18.3) (4.1-10.8) 

(8.5-14.5) \tab *: p<0.05 **:p<0.001 

{ Conclusion:}  In pouchitis a decreased oxidation of butyrate by the ileal pouch mucosa is 

observed similar to UC, suggesting a common factor in the pathogenesis of both diseases. }" 

"POUCHITIS, SIMILAR TO ULCERATIVE COLITIS, IS ASSOCIATED WITH 

DECREASED BUTYRATE OXIDATION BY THE MUCOSA"  
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A6 TNF-308 GENOTYPE OR SERUM TNF{\f1 a} LEVELS HAVE NO PREDICTIVE 

VALUE FOR RESPONSE TO INFLIXIMAB TREATMENT IN CROHNS DISEASE E.  

Louis, S. Vermeire, P. Rutgeerts, M. De Vos, A. Van Gossum, P. Pescatore, R. Fiasse, P. 

Pelckmans, H. Reynaert, G. DHaens, M. Malaise, J. Belaiche  

\i For the Belgian Group of Infliximab Expanded Access Program in Crohns Disease; CHU of 

Liege, Department of Gastroenterology, Liege, Belgium The anti-TNF Infliximab is effective in 

patients with refractory active or fistulizing Crohns disease (CD) but about 1/3 of the patients do 

not respond to the treatment. An association between the TNF{\f1 a} -308 polymorphism, which 

seems to influence TNF{\f1 a} transcription and production, and infliximab response has been 

suggested in a recent study on Belgian CD-treated patients. Due to the small sample size of this 

cohort, type 1 error could not be excluded. The aim of our work was therefore to assess if 1) the -

308 TNF gene polymorphism, and 2) serum level of TNF{\f1 a} before treatment could predict 

response to infliximab in a larger expanded group of infliximab treated patients.  

{ Patients and methods:} 226 CD patients treated with infliximab were studied. There were 90 

fistulizing diseases and 136 active CD. Fistulizing patients were treated with 3 consecutive 

infusions at week 0, 2 and 6 and were considered as complete responders and partial responders 

in case of complete fistulas healing and decrease in 50% of the number of draining fistulas at 2 

consecutive visits, respectively. Active CD patients were treated with a single infusion and 

considered as complete responders or partial responders in case of a decrease of CDAI below 

150, or a decrease of 70 points in CDAI, respectively, at week 4. TNF -308 genotype was 

assessed by either allele specific PCR or PCR followed by NCO1 digestion and DNA 

electrophoresis. TNF{\f1 a} serum levels were determined by a specific ELISA (Medgenix).  

{ Results:} Overall there were 161 (71.2%) responders (102 complete and 59 partial responders), 

59 (26.1%) non responders and 6 patients (2.7%) not evaluable. Allelic frequencies were 85.8% 

and 14.2% vs 79.5% and 20.5% for TNF1 and TNF2, in responders (complete or partial) and non 

reponders, respectively (P = 0.16). There was no difference either when fistulizing or active CD 

were studied separately. Genotype frequencies were not significantly different either between the 

two groups. There was no significant difference in TNF{\f1 a} serum level before treatment 

according to patients genotype (17.7 ± 2.4 pg/ml vs 23.8 ± 4.6 pg/ml in TNF1/TNF1 vs TNF2 

carrier patients respectively; P = 0.4) neither according to response to infliximab (22.9 ± 4.4 

pg/ml vs 23.2 ± 5.4 pg/ml in responders and non responders, respectively; P = 0.6).  

{ Conclusions:} Neither the -308 TNF gene polymorphism nor TNF{\f1 a} serum level before 

treatment influence the response to infliximab. The study of other polymorphisms in the TNF 

gene as well as mucosal production of TNF{\f1 a} may be of interest but above all we need a 

better understanding of infliximab mechanisms of action to focus genetic research on other 

specific and relevant candidate genes. }" "TNF-308 GENOTYPE OR SERUM TNF[alpha] 

LEVELS HAVE NO PREDICTIVE VALUE FOR RESPONSE TO INFLIXIMAB 

TREATMENT IN CROHNS DISEASE"  
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A6 RHOA/RHO KINASE SIGNALING PATHWAY IS INVOLVED IN INFLAMMATORY 

RESPONSE: IMPLICATION FOR CROHNS DISEASE  

Jean-Pierre Segain
1
, Diane Raingeard de la Bl\'e9ti\'e8re

1
, Marie Doubremelle

1
, Arnaud 

Bourreille
1
, Pierre Pacaud{\up6 2}, Gervaise Loirand{\up6 2}, Jean-Paul Galmiche

1
  

\i 
1
 INSERM U539, Nantes, France; {\up6 2} INSERM U533, Nantes, France  

Pro-inflammatory cytokines produced by activated macrophages are of central importance to the 

chronic inflammation associated with Crohns disease (CD). The small G-protein RhoA which 

regulates cytoskeleton organisation may affect immune functions such as adhesion, migration 

and phagocytosis. The purpose of this study was to analyse the involvement of RhoA/Rho kinase 

pathway in the inflammatory response. Peripheral blood mononuclear cells (PBMC) were 

stimulated for 6h with 2\'b5g/ml LPS in the presence or absence of the Rho kinase inhibitor Y-

27632 (10\'b5M). TNF and IL-1{\f1 b} productions were respectively quantified by the Wehi 

cell bioassay and by ELISA. mRNA levels were semi-quantified by RT-PCR. Activation of 

mitogen activated protein (MAP) kinases (p38, ERK1/2, SAP/JNK) and I-kappaB levels were 

analysed by Western blot. NF-kappaB activation was assessed by immuno-fluorescence. 

Intestinal biopsies of CD patients or isolated lamina propria mononuclear cells (LPMC) were 

cultured for 24h in the presence or absence of Y-27632 (10\'b5M). TNF and IL-1{\f1 b} 

expressions were then analysed. Both production and mRNA expression of TNF and IL-1{\f1 b} 

in LPS-stimulated PBMC were reduced by 50-80% in the presence of the Rho kinase inhibitor 

Y-27632 (10 \'b5M). Similar results were obtained with biopsies and LPMC. Y-27632 also 

inhibited nuclear translocation of NF-kappaB and degradation of I-kappaB without affecting the 

activation of MAP kinases. These results clearly show the implication of the RhoA/Rho kinase 

pathway in inflammatory responses through activation of NF-kappaB. Therefore, inhibition of 

this pathway could represent a novel therapeutic approach to the treatment of CD. }" 

"RHOA/RHO KINASE SIGNALING PATHWAY IS INVOLVED IN INFLAMMATORY 

RESPONSE: IMPLICATION FOR CROHNS DISEASE"  
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A6 IMPAIRED MIGRATION OF INTESTINAL MYOFIBROBLASTS IN CROHN`S 

DISEASE CAN BE INDUCED IN VITRO BY TNF AND INF-GAMMA  

Sandra Leeb  

\i University Hospital of Regensburg, Regensburg, Germany  

{ Background:} The Regulation of migration of intestinal myofibroblasts is an important 

mechanism during wound healing and intestinal fibrosis in Crohns disease (CD). In acute CD the 

mucosal levels of INF-g and TNF are increased. There is evidence that p125 focal adhesion 

kinase (FAK) may be involved in the regulation of migration of fibroblasts. The factors and 

mechanisms, which affect myofibroblast migration in chronic intestinal inflammation are 

unknown.  

{ Methods:} Primary cultures of intestinal myofibroblasts (MF) of patients with CD (CD-MF) 

and healthy control patients (control-MF) were established. Migration assays of MF were 

performed in the modified 48-well Boyden chamber. Furthermore, migration was induced by 

wounding a MF monolayer. 0h, 4h and 8h after induction of migration cells were lysed and FAK 

expression was determined by Western blotting.  

{ Results:} Medium conditioned by MF for 48h was used to stimulate migration of CD-MF and 

control-MF in the Boyden chamber. CD-MF exhibited only 34.1 ± 1.9% of the migratory 

potential of control-MF. Incubation of control-MF with TNF (20ng/ml) for 3 days reduced their 

migratory response to 42,5% ± 14,3% of normal level (p<0.001) and incubation with INF-g 

(10ng/ml) for 3 days downregulated migration to 48,8% ± 16,6% (p<0.001). Incubation with 

both, INF-g and TNF for 3 days had an additive effect on the reduction of MF migration to 

10.1% ± 38.8% of normal migration rate (p<0.001). Control-MF treated for 3 days with INF-g 

and/or TNF and then cultured for another 7 days under normal conditions without INF-g and/or 

TNF supplementation still showed equal reduction of migration indicating a permanent change in 

the migratory response of these MF. This difference in the migratory behavior was reflected by a 

different regulation of FAK. Migration in control-MF was accompanied by a slight upregulation 

of FAK expression within 8h. The reduced migratory response of CD-MF and of INF-g/TNF 

incubated control-MF was accompanied by a continuous downregulation of FAK expression. 

{ Conclusion:}  Incubation of control-MF with INF-g and TNF caused a permanent reduction of 

their migratory response comparable to the reduced migration rate found in CD-MF. 

Furthermore, INF-g and TNF supplementation modulated the regulation of FAK expression, 

which may be responsible for this different migratory behavior, suggesting that an inflamed 

environment induces a permanent phenotypic change of intestinal MF reflected by a reduced 

migratory potential. }" "IMPAIRED MIGRATION OF INTESTINAL MYOFIBROBLASTS IN 

CROHN`S DISEASE CAN BE INDUCED IN VITRO BY TNF AND INF-GAMMA"  
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A7 MYCOPHENOLATE IN PATIENTS WITH CROHNS DISEASE  

W. Petritsch, P. Fickert, H. Wenzl, T. Hinterleitner, B. Aichbichler  

\i Department of Internal Medicine, University of Graz, Graz, Austria Mycophenolate mofetil 

(MMF) inhibits DNA synthesis, by interfering with the inosine monophoshate dehydrogenase. 

Several controlled trials showed that MMF is superior to azathioprine (AZA) in renal 

transplantation, concerning allograft rejection and treatment failure.  

In Crohns disease AZA is ineffective or cannot be used because of side effects in about 40-50% 

of all patients. So new immunosuppressive agents are needed. At the moment there is only one 

controlled trial and 6 open short reports about the efficacy and tolerance of MMF in Crohns 

disease. The standard recommended dose is 2 g/day. It is well tolerated even in most of patients 

intolerant to AZA. However recently two patients were described, who developed atypical 

colonic ulceration after MMF therapy, similar to that reported in transplant patients. The first 

data about efficacy were very enthusiastic. In the only controlled trial MMF seems to work 

earlier than AZA in patients with a high CDAI. Recent data including long term follow up 

experience however show that it is not so effective as primary supposed. It failed to achieve or to 

maintain remission in most of the patients after a longer time of follow up. Unfortunately a 

planned and already started controlled randomized double blind multicenter trial comparing 

MMF with AZA in Crohns disease was stopped by the supporting company Roche (Basel, 

Switzerland). So in absence of a controlled double blind trial the importance of MMF in Crohns 

disease remains open. }" "MYCOPHENOLATE IN PATIENTS WITH CROHNS DISEASE"  
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A7 EPIDERMAL GROWTH FACTOR ENEMAS ARE EFFECTIVE IN THE TREATMENT 

OF LEFT SIDED ULCERATIVE COLITIS  

Atul Sinha
1
, Jeremy Nightingale

1
, Kevin West

1
, Jorge Berlanga-Acosta{\up6 2}, Raymond 

Playford{\up6 3}  

\i 
1
 University Hospitals of Leicester, Leicester, UK; {\up6 2} CIGB, Havana, Cuba; {\up6 3} 

Imperial College School of Medicine, London, UK Background: Epidermal Growth Factor 

(EGF), a 53 amino acid molecule produced by the salivary glands, is a potent stimulant of cell 

proliferation and healing. Animal studies suggest it may be of value in stimulating wound repair 

but there is little clinical data to support this hypothesis.  

{ Aim:} To examine the efficacy of EGF enemas in the treatment of ulcerative colitis in a 

randomized double blind controlled clinical trial.  

{ Methods:} Non-hospitalized patients with active left sided ulcerative colitis were taught to self-

administer enemas which contained either EGF (5 mcg EGF in 100ml of inert carrier) or inert 

carrier alone (control) once a day for 2 weeks. In addition, mesalazine was either commenced in 

a dose of 1.2gm/day or its dose increased by 1.2gm/day for all patients for the duration of the 

trial. Patients were reviewed for 4 weeks.  

{ Results:} Seventeen patients (10 male) were recruited, eight received EGF and nine placebo. 

There were no significant differences in the baseline characteristics of the two groups. In the first 

2 weeks of the trial, 2 patients from the placebo group were withdrawn because of worsening 

colitis. After 2 weeks of enema treatment, there were significant improvements in the EGF 

treated group in Powell-Tuck clinical score from median 7 to 1.5, p<0.01, sigmoidoscopic score 

(Baron et al, Br Med J 1:89-92 1964) from median 2.5 to 1, p<0.05, histological score (Richards 

et al, Br Med J 1:160-165,1960), from median 3 to 2, p=0.01 and diarrhoea from median 5 to 2 

motions /24 hours, p<0.05. In contrast, no significant improvement in these parameters was seen 

in placebo-treated group. The EGF group also had significantly better Powell-Tuck scores 

(p<0.01), sigmoidoscopic scores (p<0.01), histological scores (p<0.01) and reduced stool 

frequency (p<0.005) compared with placebo group. 7/8 patients in the EGF group (87.5%) as 

compared to 0/9 in the placebo group achieved an improvement in the Powell-Tuck clinical 

index score to \'a3 3, (\'a3 3 solid stools/24 hours with no visible blood and no nocturnal 

defecation) (p<0.05). At the final follow-up visit, significant differences remained between the 2 

groups in Powell-Tuck score (p<0.05), sigmoidoscopic score (p<0.05) and number of motions 

(p<0.05). 6/8 (75%) patients in the EGF group compared with 0/7 in the placebo group had a 

Powell-Tuck score \'a3 3. 

{ Conclusion:}  EGF enema therapy is effective in the treatment of left sided ulcerative colitis 

and provides additional benefit to using or increasing the dose of mesalazine. }" "EPIDERMAL 

GROWTH FACTOR ENEMAS ARE EFFECTIVE IN THE TREATMENT OF LEFT SIDED 

ULCERATIVE COLITIS"  
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A7 HIGHLY CONCENTRATED PROBIOTIC THERAPY PREVENTS POUCHITIS ONSET  

Paolo Gionchetti
1
, Fernando Rizzello{\up6 2}  

\i 
1
 University of Bolgna, Dep. of Internal Medicine and Gastroenterology, Bologna, Italy; {\up6 

2} University of Bologna, Dep. of Surgery and Anaesthesiology, Bologna, Italy { Background 

and aim:} Pouchitis is the major long-term complication after ileal pouch-anal anastomosis for 

ulcerative colitis. Most patients have the first episode within the first year after ileostomy 

closure. Recently we have shown the efficacy of a highly concentrated probiotic preparation 

(VSL#3; 300 billions/g lyophilised viable bacteria) in preventing relapses of chronic pouchitis. 

The aim of our study was to compare the efficacy of an oral probiotic therapy versus placebo in 

the prophylactics of onset of acute pouchitis.  

{ Methods:} Forty consecutive patients who underwent IPAA for ulcerative colitis were 

randomised to receive either VSL#3 (3 g/day) (n=20) or a placebo (n=20), immediately after 

ileostomy closure, for one year. Clinical, endoscopic and histologic examinations were 

performed after 1, 3, 6, 9 and 12 months. The diagnosis of pouchitis was made when clinical 

suspect was confirmed by endoscopic and histologic presence of inflammation according to the 

Pouchitis Disease Activity Index (PDAI) by Sandborn et al.  

{ Results:} Two of 20 patients (10%) treated with VSL#3 had an episode of acute pouchitis 

compared to 8 of 20 patients (40%) treated with placebo (student t-test, p<0.01). 

{ Conclusion:}  These results suggest that a treatment with a high concentrated probiotic 

preparation is effective in prevention of the first episode of pouchitis after pouch construction. }" 

"HIGHLY CONCENTRATED PROBIOTIC THERAPY PREVENTS POUCHITIS ONSET"  
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A7 BUDESONIDE IS SUPERIOR TO MESALAZINE IN MAINTAINING DISEASE 

REMISSION IN PATIENTS WITH STEROID-DEPENDENT CROHNS DISEASE  

Gerassimos Mantzaris, Kalliopi Petraki, Emmanuel Archavlis, Helen Chadio-Iordanido, Angela 

Christidou, Christos Zografos, Efterpi Chiotakakou, George Triantafyllou  

\i Evangelismos Hospital, Athens, Greece  

{ Aim:} to compare budesonide controlled ileal release (CIR) capsules to mesalazine in the 

maintenance of remission of steroid-dependent Crohns disease.  

{ Methods:} 48 patients (28 women; mean age, 32 years [range, 17-55 years]) with steroid-

dependent Crohns disease in clinical, endoscopic and histological remission (Crohns Disease 

Activity Index [CDAI] < 150) were studied as part of a prospective, randomised, investigator-

blind study. 25 patients had ileitis, 15 had ileocolitis and 8 had colitis. Patients had received at 

least two courses of oral or intravenous steroids in the previous 6 months, but had relapsed soon 

after steroids had been withdrawn. Patients were eligible for treatment with azathioprine but 

either had not consented or had developed side-effects to treatment. After written, informed 

consent patients were randomised to receive budesonide CIR, 6 mg/day (Entocort\'ae capsules, 3 

mg \'d7 2 once daily) (n = 25, 14 women) or oral mesalazine (Salofalk\'ae tablet, 1 g t.i.d.) (n = 

23, 14 women). The primary endpoint of the study was a relapse of disease (CDAI > 150 and > 

100 from baseline); a secondary endpoint of the study was time-in-remission. Patients attended 

the outpatient clinic every 2 months for 1 year or until relapse of disease. At each visit symptoms 

were assessed, clinical examination and laboratory tests were performed and the CDAI was 

calculated by a single physician, who was unaware of the patients treatment. Colonoscopy was 

performed at the end of the annual follow-up.  

{ Results:} there were no significant differences between study groups with regard to age, 

gender, location, extent and activity of disease, type of previous treatment, intolerance to 

azathioprine and time in remission. By the end of the year, 12/25 (48%) patients receiving 

budesonide CIR and 18/23 (78%) of those receiving mesalazine had relapsed (Fishers exact test, 

P = 0.04). The time-in-remission with budesonide CIR and mesalazine was 190 days (range, 

150-215 days) and 135 days (range, 70-180 days), respectively (P < 0.01). Both treatments were 

well tolerated and no remarkable side-effects were seen. Fasting and postprandial blood glucose 

levels were not elevated in the budesonide CIR group; however, 3 patients had a Cushingoid 

appearance at the end of treatment, though fasting blood cortisol levels were not increased. 

{ Conclusion:}  in the short term, budesonide CIR had a good safety profile and was superior to 

mesalazine in maintaining remission in a group of patients with steroid-dependent Crohns 

disease that included patients intolerant to azathioprine. }" "BUDESONIDE IS SUPERIOR TO 

MESALAZINE IN MAINTAINING DISEASE REMISSION IN PATIENTS WITH STEROID-

DEPENDENT CROHNS DISEASE"  
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A8 ETANERCEPT AND INFLIXIMAB DOWNREGULATES IFN-GAMMA AND GM-CSF 

AND BINDS TO TRANSMEMBRANE TNF-ALPHA IN GUT DERIVED T CELLS  

Jorgen Agnholt
1
, Keld Kaltoft{\up6 2}  

\i 
1
 Department of Medicine V, Aarhus University Hospital, Aarhus, Denmark; {\up6 2} Institute 

of Human Genetics, University of Aarhus, Aarhus, Denmark  

{ Background/Aims:} Etanercept (Eta, anti TNF-{\f1 a} receptor fusion protein) and Infliximab 

(Ifx, anti TNF-{\f1 a} antibody) has proven effective as new TNF-{\f1 a} neutralizing 

treatments. In Crohns disease the intestinal inflammation is determined by the mucosal levels of 

IFN-g and TNF-{\f1 a}. Granulocyte-macrophageous stimulating factor (GM-CSF) may also be 

important by reducing apoptosis in the neutrophils of the inflammatory infiltrate. The aim of this 

study was to compare the effects of the two drugs on T cell production of 1) IFN-g 2) GM-CSF 

and 3) binding to transmembrane TNF-{\f1 a}.  

{ Methods}: In vivo activated T lymphocytes were cultured from colonic biopsy specimens of 

seven patients with active Crohns disease. The medium supplemented with interleukin-2 and 

interleukin-4 but without addition of exogenous antigen or mitogen. The effect of Eta and Ifx 

was investigated regarding IFN-g and GM-CSF production and expression of transmembrane 

TNF.  

{ Results:} Both drugs binds to transmembrane TNF-{\f1 a} of activated T cells. The cytokine 

production is downregulated as shown: Eta/Ifx in mikrg/ml  

{ Conclusions:} Etanercept and Infliximab downregulates IFN-g and GM-CSF production to the 

same extend in colonic activated T cells beside the known TNF-{\f1 a} neutralizing property. 

Both drugs binds to transmembrane TNF-{\f1 a}. }" "ETANERCEPT AND INFLIXIMAB 

DOWNREGULATES IFN-GAMMA AND GM-CSF AND BINDS TO TRANSMEMBRANE 

TNF-ALPHA IN GUT DERIVED T CELLS"  
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A8 OVERVIEW OF IMMUNOLOGICAL EVENTS IN IBD: POTENTIAL TARGETS FOR 

THERAPY  

P. Brandtzaeg  

\i LIIPAT, Inst. of Pathology, Univ. of Oslo, Rikshospitalet, N-0027 Oslo, Norway 

 Local production of dimeric IgA, and the generation of secretory immunity, are disfavoured in 

IBD; this adverse development is accompanied by increased local IgG production in both 

ulcerative colitis (UC) and Crohns disease (CD). In addition, the IBD lesions contain both 

recently recruited and locally activated T cells (mainly interferon-gamma- and TNF-alpha-

producing CD4+ Th1 subset) as well as monocyte-like macrophages (CD14+) and neutrophils 

with elevated capacity for production of proinflammatory cytokines (IL-1 and TNF-alpha) and 

reactive oxygen metabolites. This is reflected in increased activation level of the transcription 

factor NF-kB. Such mucosal immunopathology apparently reflects break of tolerance against 

certain members of the indigenous microbial gut flora as suggested by experiments in mice with 

a defective immune function or an inefficient epithelial barrier. In addition, UC includes 

genetically determined autoimmunity, particularly IgG1-mediated cytotoxic attack against 

epithelial surface antigen(s). The origin of abrogated tolerance at the mucosal level may be 

alterations both in leukocyte extravasation and in local antigen presentation. Identified 

underlying mechanisms are changed profiles of adhesion molecules on the microvasculature and 

costimulatory molecules on macrophages and T cells, as well as a putative lack of immune-

modulating properties of the epithelium. Perturbation of a tightly controlled cytokine and 

chemokine network, with abnormal crosstalk between various mucosal cell types, may drive a 

progressive immunopathological development with proteolytic matrix degradation and 

ulceration. Although the initiation of this series of adverse immune events remains undefined, 

several potential targets for new IBD therapy have tentatively been identified in attempts to 

block undue biological interactions in the lesion, and inhibition of TNF-alpha has been 

documented to have a striking beneficial effect in many (but not all) patients with Crohns 

disease. }" "OVERVIEW OF IMMUNOLOGICAL EVENTS IN IBD: POTENTIAL TARGETS 

FOR THERAPY"  
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A8 HOMING OF MUCOSAL LYMPHOCYTES  

S. Jalkanen, K. Jaakkola, M. Salmi  

\i MediCity Research Laboratory, Turku University and National Public Health Institute, Turku, 

Finland  

{ Objective:} As inflammation and infection of gut is not uncommonly followed by 

extraintestinal manifestations such as reactive arthritis at distant joint, and lymphoid cells from 

lamina propria have inherent capacity to bind to synovial endothelium, we wanted to elucidate 

the molecular mechanisms behind these phenomena.  

{ Methods:} Expression of the known endothelial adhesion molecules in inflamed synovium and 

their function in binding of mucosal leukocytes were analyzed. Moreover, possibility to use 

radiolabelled humanized antibodies to image joint inflammation was also studied.  

{ Results:} Intercellular adhesion molecule-1 (ICAM-1/CD54) and vascular adhesion protein-1 

(VAP-1) were most prominently expressed in synovial vessels, whereas all other adhesion 

molecules except mucosal addressin were also found but at lower levels. VAP-1 is an endothelial 

cell molecule that in normal conditions is mainly located within intracellular granules from 

which it is rapidly translocated to the endothelial cell surface at sites of inflammation. This was 

clearly illustrated in our recent experiments in which we were able to image joint inflammation 

in pigs using {\up6 123}Iodine-labeled anti-VAP-1 antibodies. In in vitro functional assays 

lamina propria leukocytes from inflamed and normal gut utilized partially different mechanisms 

to recognize synovial vessels. Common features for leukocytes from these different sources were 

that binding of macrophages to synovial vasculature was largely P-selectin-dependent. In 

contrast, small gut lymphocytes and immunoblasts both relied mainly on VAP-1 in recognition 

of synovial vessels. Thus, endothelial P-selectin and VAP-1 mediate binding of mucosal effector 

cells to synovium in a leukocyte subtype-selective manner. Interestingly, VAP-1 mediated 

synovial binding of peripheral blood lymphocytes (PBL) of patients suffering from ulcerative 

colitis was more pronounced than that of PBL of healthy individuals. 

{ Conclusion:}  Our results suggest that anti-adhesion therapy against selected target molecules 

is feasible when the diseases caused by mucosal lymphocytes are treated. }" "HOMING OF 

MUCOSAL LYMPHOCYTES"  
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A8 HOW DO T CELLS DAMAGE THE GUT?  

T.T. MacDonald  

\i Division of Infection, Allergy, Inflammation and Repair, University of Southampton, United 

Kingdom  

Activated CD4+ cells with a T helper cell type 1 cytokine profile are present in the lesions in H. 

pylori gastritis, Crohns disease and coeliac disease. In the normal intestine however, especially in 

children, it is important to remember that these cells are also present, in the absence of overt 

inflammation. This suggests that the lesions in disease states are due to quantitative differences 

in cytokine concentrations in the gut rather that qualitative changes, ie a shift from 

Th2{\f1\'ae}Th1 cells. There is no doubt that pro-inflammatory cytokines produced by Th1 cells 

and activated macrophages can modulate the function of all the cell types in the gut. However 

this is not the same as demonstrating that these cytokines can cause the structural changes in gut 

shape and integrity which characterise GI disease. In looking at the molecules which potentially 

can mediate ulceration of gut as well as increased epithelial renewal and crypt hyperplasia, we 

have postulated that mucosal pathology is a consequence of cytokine induced dysregulation of 

stromal cell derived molecules which maintain mucosal homeostasis. In particular, ulceration is a 

consequence of the overproduction of matrix degrading enzymes, crypt hyperplasia is a 

consequence of the overproduction of epithelial growth factors, and that even mucosal healing is 

aided by immune control of matrix degrading emzymes involved in cell migration. In this 

scenario, although the initiating events may be different, the downstream effector molecules of 

gut damage are largely similar, such as the overexpression of the meatrix degrading enzyme 

stromelysin 1 around Crohns ulcers, UC ulcers, and Hp ulcers. }" "HOW DO T CELLS 

DAMAGE THE GUT?"  
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A8 IMMUNOMODULATION AS THERAPY OF EXTRAINTESTINAL MANIFESTATIONS 

OF IBD  

M. De Vos 

\i Departement of Gastroenterology/Hepatology, Ghent University Hospital, Ghent, Belgium  

Extraintestinal manifestations related to the activity of IBD appear at least once in more than 

25% of patients. Cumulative probability increased from 12% to 30% over last 20 years. 

Moreover, asymptomatic involvement is increasely reported suggesting a general immunologic 

disorder, principally in patients with Crohns disease. Articular involvement, skin and eye 

disorders are most frequently reported manifestations. The best described link between gut and 

an extraintestinal site is the link between gut and joint inflammation in patients with 

spondyloarthropathy (SPA). Mechanisms remain largely unknown. An inappropriate leukocyte 

recruitment in non-lymfatic organs is the common hallmark. Increased gut permeability with 

transport of antigen, or recirculation of gut-derived immune cells to the joint are proposed. Based 

on these data, immunomodulating agents improving gut inflammation may have beneficial 

effects on extraintestinal symptoms. Data can be extrapolated from studies in SpA patients. \'95 

Sulphasalazine is efficacious in patients with ankylosing spondylitis and reactive arthritis as 

demonstrated in two large double-blind trials. \'95 Effects of 5-ASA was only showed in some 

case reports. \'95 No controlled trials have been carried out with corticosteroids, azathioprine 

methotrexate or cyclosporine. \'95 An open trial with anti-TNF demonstrated a dramatic 

reduction in activity of articular symptoms. \'95 Other immunomodulating agents like IL-10 and 

anti-adhesionmolecules have to be studied. Data about IBD patients with articular involvement 

are extremely scarce. At this meeting, pilot observations are reported about a beneficial effect of 

anti-TNF on articular symptoms. A similar effect can be expected for other extraintestinal 

manifestations.  

{ Conclusions:} Modulation of specific interactions between immune alterations in gut and 

extraintestinal sites may offer better therapeutic modalities specially for patients with 

extraintestinal articular symptoms. }" "IMMUNOMODULATION AS THERAPY OF 

EXTRAINTESTINAL MANIFESTATIONS OF IBD"  
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A THE SHORT -TERM EFFECTS OF PREDOCOL ON BONE FORMATION AND BONE 

MINERAL DENSITY IN ACUTE ULCERATIVE COLITIS  

Simon Darlow, A. Mandal, B. Pick, C. Speirs, J. Mayberry, R. Robinson 

\i University Hospitals of Leicester, Leicester, UK Oral prednisalone rapidly suppresses bone 

formation, causing significant bone loss over even short peroids. Predocol (Eudragit-L coated 

prednisalone metasulphobenzoate)is a novel oral preparation which is poorly absorbed. The aim 

of this study was to evaluate the effect of Predocol on bone metabolism in ulcerative colitis 

(UC).  

{ Methods:} 12 patients with active UC (male =7, mean age =47years, range 23 to 73.) received 

a 12 week reducing course of Predocol (60mg, 40mg, 20mg). At base line, 4 and 12 weeks, 

disease activity was assessed using a modified Powell-Tuck score, and bone formation assessed 

by osteocalcin (BGP) measurement. Bone mineral density (BMD) was measured at the hip and 

spine by dual energy x-ray absorptiometry at baseline and 12 weeks.  

{ Results:} Compared to baseline (9.3 (± 2.9)), disease activity fell significantly after 4 weeks of 

treatment (2.4 (± 2.3)), difference in means= 6.9, 95% CI 5.2, 8.7, p<0.0001) and at 12 weeks of 

treatment (3.6 (± 3.6)), difference in means = 5.7, 95% CI 3.3, 8.2, p< 0,0001).There was no 

significant fall in BGD compared to baseline (16.91 (± 6.6)), after 4 weeks (13.67 (± 7.8)), 

difference in means 3.25, 95% CI -2.37, 8.87, p = 0.23) or after 12 weeks treatment (23.91 (± 

10.94) difference in means = 13.23,955 CI -16.48, 2.45, p =0.13). Similarly, BMD at the hip 

(difference in means = 0.005, 955 CI -0.34, 0.25, p=0.74) and spine (difference in means =0.12, 

95%CI -0.01, 0.04, p= 0.26) did not fall significantly. 

{ Conclusion:}  These results confirm that Predocol is effective treatment for acute ulcerative 

colitis and shorter courses have no adverse effects on bone formation or bone mineral density. }" 

"THE SHORT -TERM EFFECTS OF PREDOCOL ON BONE FORMATION AND BONE 

MINERAL DENSITY IN ACUTE ULCERATIVE COLITIS"  
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A THERAPEUTIC APPROACHES IN IBD  

S.B. Hanauer 

\i University of Chicago, Chicago, IL, United States  

The approach to therapy for ulcerative colitis and Crohns disease should be sequential taking into 

account the extent and severity of disease activity. The first component is {\i induction of 

remission} followed by {\i maintenance of remission}. Optimal maintenance therapy is 

determined by the intensity of inductive treatment. Inductive approaches for ulcerative colitis 

include the aminosalicylates (topical or oral) for mild-moderate disease, corticosteroids for 

moderate disease, and intravenous corticosteroids and/or cyclosporine for severe, hospitalized 

patients. Maintenance therapy is determined by the inductive approach. Aminosalicylates are 

recognized to prevent relapse after aminosalicylate or corticosteroid induction of remission. 

Azathioprine or mercaptopurine are required to maintain remissions after cyclosporine. Induction 

of remission in mild-moderate Crohns disease can be accomplished with aminosalicylates, 

antibiotics, budesonide or systemic steroids. Conventional corticosteroids or infliximab are 

indicated for moderate to severe disease. Maintenance therapy with aminosalicylates or 

antibiotics can be continued after induction, but aminosalicylates are ineffective after 

corticosteroids. Maintenance of Crohns disease after steroids is accomplished by azathioprine, 

mercaptopurine, methotrexate or repeated infusions of infliximab. Post-operative maintenance 

can be sustained with aminosalicylates, high-dose metronidazole, or mercaptopurine. }" 

"THERAPEUTIC APPROACHES IN IBD"  
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A EARLY IMMUNOSUPPRESSION IN INFLAMMATORY BOWEL DISEASE  

J. Sch\'f6lmerich 

\i Klinik u. Poliklinik F\'fcr Innere Medizin I, Klinikum der Universit\'e4t Regensburg, Germany  

Immunosuppression using glucocorticosteroids is used in both, Crohns disease and ulcerative 

colitis on a regular basis. Indications, doses and side effects are well known and this knowledge 

is part the standard treatment of these disorders. However, a number of patients turn out to be 

refractory to such treatment and as well to treatment to other commonly used drugs such as 

aminosalizylic acid and others. For these patients other immunosuppressants are needed. { 

Crohns disease:} Azathioprine, 6-mercaptopurine and methotrexate as well as cyclosporine have 

been tested in formal trials. More recently antibodies to tumor necrosis factor (Infliximab and 

others) have been studied as well. Indications for these drugs include i) early relapse after steroid 

induced remission, ii) fistulizing disease refractory to standard treatment, and iii) postsurgical 

remission maintenance in patients having uncontrolled disease prior to surgery. The drugs of 

choice are 6-mercaptopurine and azathioprine. Both have been proven to be helpful. Treatment 

has to be maintained for prolonged periods, the onset of treatment effects is somehow late. 

Methotrexate seems to be almost equally effective but is used to a lesser extent. Cyclosporine A 

does not play a major role. Infliximab and other tumor necrosis factor antibodies may be used in 

patients refractory to azathioprine - thus far no other indications are generally accepted. { 

Ulcerative colitis:} Indications for early immunosuppression include a severe flare refractory to 

steroids for several days (cyclosporine A) and steroid dependent disease (azathioprine/6-

mercaptopurine). Cyclosporine will induce remission in about 70 to 80% of patients and will be 

successful when followed by i.e. azathioprine treatment in about 50 to 60% with respect to 

avoiding colectomy. Azathioprine is successful in steroid dependent patients in a significant 

number and needs to be used for several years. Tumor necrosis factor antibodies thus far have no 

major role, methotrexate has not been proven to be effective as well. New drugs under 

development include mycophenolate, tacrolimus and maybe some of the new biologics - none of 

those have proven efficacy in larger controlled trials. }" "EARLY IMMUNOSUPPRESSION IN 

INFLAMMATORY BOWEL DISEASE"  
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A ANALYSIS OF THE DIRECT COST GENERATED BY REMICADE\'ae TO NORMALIZE 

QUALITY OF LIFE IN PATIENTS WITH CROHNS DISEASE  

P. Rutgeerts
1
, L. Lemmens

1
, M. Noman

1
, F. Cornillie{\up6 2}, V. Nijns{\up6 3}, A. 

Goossens{\up6 3}, L. Annemans{\up6 4} 

\i 
1
 Department of Medicine, U.Z. Leuven, Belgium; {\up6 2} Centocor; {\up6 3} Schering-

Plough Belgium; {\up6 4} Health Economics Disease Management  

{ Background:} Infliximab (Remicade\'ae-Centocor) 5 mg/kg is effective to control refractory 

Crohns disease in 81% and to improve fistulas in 68% of the patients, thus greatly improving 

quality of life.  

{ Aim:} To calculate the direct cost generated by this therapy to achieve this improvement of 

quality of life in patients responding to therapy.  

{ Patients and methods:} This mirror-image study was carried out in 35 patients, 19 with 

refractory disease and 16 with fistulas, responding to therapy. All patients were followed at the 

same institution for at least 6 months prior to and 6 months after Remicade. All invoices 

submitted to the national insurance by the hospital as well as all drug costs were recorded for 

each six month time period before and after Remicade. The cost of Remicade was calculated 

separately. Costs and IBDQ were recorded before and after Remicade for each period.  

{ Results:} There was an important built up of direct costs in each period ({\f1 -}2 to {\f1 -}1.5 

years: 814 Euro; {\f1 -}1.5 to {\f1 -}1.0: 1,408 Euro; {\f1 -}1.0 to {\f1 -}0.5: 2,250) culminating 

in a direct cost of care of 2,456 Euro in the six months prior to Remicade as a result of the 

refractoriness of the disease. After Remicade there was a sharp decrease of the direct cost of care 

(with exclusion of Remicade) to 2,024 Euro (+0.0 to +0.6) and 1.304 Euro (+0.5 to +1.0). The 

mean Remicade cost in the first six months was 5,037 Euro and in the second six months 902 

Euro. The IBDQ increased from 147.8 ± 8.4 to 187.8 ± 7.0. The total direct cost of care per day 

after Remicade adjusted for a response rate of 81% was 18 Euro. 

{ Conclusion:}  Although the cost of Remicade is substantial the total direct cost to supply 

patients who respond with a normal quality of life in the year after therapy is quite acceptable 

providing that patients not responding are not further treated. }" "ANALYSIS OF THE DIRECT 

COST GENERATED BY REMICADE® TO NORMALIZE QUALITY OF LIFE IN 

PATIENTS WITH CROHNS DISEASE"  
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A10 LONG TERM RESULTS OF STRICTUREPLASTY FOR ILEOCOLONIC 

ANASTOMOTIC RECURRENCE IN CROHNS DISEASE  

M. Keighley 

\i Birmingham, United Kingdom  

We have examined the outcome of strictureplasty for recurence at the ileocolonic anastomosis 

after resection in Crohns disease. The records of 42 patients who underwent ileocolonic 

strictureplasty between 1980 and 1997 were reviewed. The methods of ileocolonic strictureplasty 

were Heineke-Mikulicz for a short strictureplasty in 41 patients and the Finney reconstruction for 

a long stricture in 1. Synchronous operations were performed for co-existing small bowel Crohns 

disease in 17 patients, strictureplasty in 8, resection in 2 and both in 7. There were no post-

operative deaths and only 2 episodes of intra-abdominal sepsis. All except 2 patients had 

complete relief of symptoms after the operation. Most of the patients who had pre-operative 

weight loss gained weight post-operatively. At a median follow up of 99 months, 24 patients 

(57%) had asymptomatic recurrence. Three of these patients were successfully managed by 

medical treatment. The other 21 patients required surgery for recurrence. The recurrence rates 

after strictureplasty at the ileocolonic anastomosis were unrelated to duration of disease, age of 

the patient, sex, smoking, length of bowel resected at the original operation, perforating or non-

perforating disease or the use of adjuvant steroid medication or 5 aminosalacylic acid. The 

cumulative re-operation rates for recurrence were 40% at 5 years and 55% at 10 years. }" 

"LONG TERM RESULTS OF STRICTUREPLASTY FOR ILEOCOLONIC ANASTOMOTIC 
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A10 LONG TERM RESULTS OF ILEAL POUCH-ANAL ANASTOMOSIS FOR 

COLORECTAL CROHNS DISEASE  

P. Valleur 

\i Department of Surgery, Labroisi\'e8re Hospital, Paris, France  

{ Introduction:} The aim of this study is to report 10-year results of ileal pouch-anal anastomosis 

(IPAA) in selected patients with colorectal Crohns disease (CD) for whom coloproctectomy and 

definitive end ileostomy was the only alternative.  

{ Methods:} 41 patients (22 females/19 males) with a mean age of 36 ± 13 years (16-72) 

underwent IPAA for colorectal CD between 1985 to 1988. None had past or present history of 

anal manifestations or evidence of small bowel involvement. Diagnosis of CD was established 

preoperatively in 26 patients, on the resected specimen after IPAA, or after occurrence of CD-

related complication in 15 patients.  

{ Results:} Follow-up was 113 ± 37 months (18-174), 20 patients having been followed for more 

than 10 years. There was no postoperative death. Eleven (27%) patients experienced CD-related 

complications, 47 ± 34 months (8-101) after IPAA: 2 had persistent anal ulcerations with 

pouchitis and granulomas on pouch biopsy and were treated medically; 2 experienced 

extrasphincteric abscesses and 7 presented pouch-perineal fistulas which were treated surgically. 

Among them, 3 patients with persistent perineal fistula despite surgery required definitive end-

ileostomy. Of the 20 patients followed for more than 10 years, 7 (35%) experienced CD-related 

complications which required pouch excision in 2 (10%).  

{ Conclusions:} Ten years after IPAA for colorectal CD, rates of CD-related complications and 

pouch excision were 35% and 10%, respectively. These good long-term results justify for us to 

propose IPAA in selected patients with colorectal CD ({\i i.e.} no past or present history of anal 

manifestations and no evidence of small bowel involvement) for whom the only alternative is 

definitive end ileostomy. }" "LONG TERM RESULTS OF ILEAL POUCH-ANAL 

ANASTOMOSIS FOR COLORECTAL CROHNS DISEASE"  
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A10 REFRACTORY AND RELAPSING POUCHITIS: PROPOSAL FOR AN ALGORITHM 

P. Gionchetti 

\i Dept. Internal Medicine/Gastroenterology, S. Orsola Hospital, Bologna, Italy  

Pouchitis, a non-specific inflammation of the ileal reservoir, is the most frequent long-term 

complication following pouch-surgery for ulcerative colitis. Its cumulative frequency largely 

depends on the definition, and length and nature of follow-up. The aetiology is still unknown and 

a variety of theories have been postulated, including faecal stasis with bacterial overgrowth, 

mucosal ischaemia, Crohns disease and recurrent ulcerative colitis. Criteria for diagnosis, 

classification and measurement of disease activity have been only recently defined. A clinical 

diagnosis should be always confirmed by pouch endoscopy and histology. Pouchitis can be 

divided into acute (duration {\f1\'a3} 4 weeks) or chronic (duration > 4 weeks). In more than two 

thirds of cases patients experience multiple attacks (relapsing pouchitis), less than 10% have a 1-

2 episodes (infrequent pouchitis) and about 15% have a chronic continuous pouchitis. Treatment 

of pouchitis is largely empiric; in fact only four small placebo-controlled trials and one small 

controlled comparison of two active agents have been conducted. Antibiotics, have become, in 

the absence of controlled trials, the mainstay of treatment. Metronidazole is the most common 

initial therapeutic approach, and most patients have a dramatic response within few days. Other 

antibacterial agents have been proposed such as ciprofloxacin, amoxallin-clavulanic acid and 

tetracycline. Several alternative approach have ben tried such as topical and oral traditional 

corticosteroids, budesonide enema, topical 5-aminosalicylic acid, immunosuppressive agents and 

topical short-chain fatty acids in anedoctal reports. Refractory (chronic-active) pouchitis includes 

both patients who fails to respond to antibiotics and those who relapse immediately when 

antibiotic treatment is stopped. Treatment is often difficult and disappointing. It is important to 

confirm the presence of pouchitis histologically, and to exclude Crohns disease, presence of 

pelvic abscess, stenosis of the pouch, motility disturbance, presence of cuffitis. A possible 

therapeutic option is a prolonged course of an antibiotic or a combined antibiotic treatment. 

Recently, in a double-blind, an highly concentrated (300 billions bacteria/g) cocktail of eight 

probiotic bacterial strains were significantly superior to placebo in maintaining remission in 

chronic pouchitis. }" "REFRACTORY AND RELAPSING POUCHITIS: PROPOSAL FOR AN 

ALGORITHM"  
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A10 SPHINCTER-PRESERVING OPERATIONS FOR RECTO-VAGINAL FISTULAS IN 

CROHNS PATIENTS  

R. Detry 

\i Department of Digestive Surgery, Universit\'e9 Catholique de Louvain, University Hospital 

Saint-Luc, Brussels, Belgium  

Risk of iatrogenic injury and disappointing results of surgery has led to a generally conservative 

treatment of anal fistulas in Crohns patients. However, as frequent recurrence follows cessation 

of therapy, a more aggressive surgical approach has been recommended. Fistula healing, patient 

satisfaction, reduction of episodes of acute sepsis, minimising the proctectomy rate are the main 

goals of treatment. {\i Ano- and recto-vaginal fistulas} (ARVFs) are among the most disabling 

fistulas and patients expect an aggressive approach. Control is difficult, particularly in Crohns 

disease (supra-sphincteric tract, Crohns features). ARVFs in Crohns disease do badly with any 

type of treatment and have an ominous prognostic implication for the likelihood of preserving 

transanal defecation. {\i Fistulotomy} is contra-indicated in ARVFs. Long-term {\i seton 

drainage} offers excellent palliation in 60-85% of the cases, even in {\i Crohns disease.} A high 

incidence of recurrence is observed when the seton is removed and sufficient symptomatic relief 

is rarely obtained in ARVF with seton alone. In the {\i endorectal flap advancement technique,} 

there is no transsection of the external sphincter and continence is unchanged in most cases. 

Success rates range from 70 to 85%. Some authors have warned against flap in Crohns patients, 

because of fibrosis and scarring precluding mobilisation of a supple flap. A healing rate of 60% 

in Crohns ARVFs compares to 77% for non Crohns fistulas. In most failures there was evidence 

of proctitis or colitis. Failure leaves the patient in no worse condition than she was 

preoperatively. In conclusion, in spite of high recurrence rates, local repair may help to prevent 

faecal drainage from the vagina and spare or defer a permanent ileostomy. This option is 

available to a minority of patients. Preparation and selection are important. Indwelling seton 

drainage, associated with the other medical measures, can sufficiently minimise symptoms in 

patients with small fistulas. }" "SPHINCTER-PRESERVING OPERATIONS FOR RECTO-

VAGINAL FISTULAS IN CROHNS PATIENTS"  
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{ Background:} Crohns disease (CD) has pathologic features that resemble those of enteric 

infections caused by invasive pathogens. Ileal lesions of CD have been shown to be colonized by 

{\i E. coli} strains (1).  

{ Aim:} To assess the invasive ability of {\i E. coli} cultured from the intestinal mucosa of 

patients with CD and controls.  

{ Methods:} {\i E. coli} strains were recovered from ileal biopsy specimens from patients with 

CD (n = 51), from colonic biopsy specimens from patients with acute self-limited colitis (ASLC) 

(n = 43), and from the stools of controls (n = 116). Bacterial invasion was assessed by using the 

gentamicin protection assay done on intestinal epithelial cultured cells.  

{ Results:} Invasive {\i E. coli} strains were found in the intestinal biopsies of 39.2% of the 

patients with CD, but only in 6.9% of patients with ALSC ({\i P} < 10{\up6 {\f1 -}3}) and in 

stools of 6.9% of the controls ({\i P} < 10{\up6 {\f1 -}5}). All the invasive {\i E. coli} strains 

isolated from patients with CD shared common features: they possessed none of the genetic 

determinants encoding invasive ability of pathogenic {\i E. coli,} and their uptake by epithelial 

cells was mediated by both an actin microfilament-dependent mechanism and microtubule 

involvement. 

{ Conclusion:}  The high prevalence of invasive {\i E. coli} strains sharing common features in 

CD patients suggests that such strains may be important in the initiation or perpetuation of 

disease. Their presence may be the result of a specific genetically inherited receptor for intestinal 

colonization. d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Darfeuille-Michaud 

A: Gastroenterology 1998; 115: 1405-13 }" "INVASIVE ESCHERICHIA COLI STRAINS IN 

CROHNS DISEASE"  
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Probiotics are non pathogenic micro-organisms such as lactobacilli, bifidobacteria, {\i 

Escherichia coli} or {\i Saccharomyces} which, when ingested, exert a positive influence on host 

health or physiology. They can influence intestinal physiology either directly or indirectly 

through modulation of the endogenous ecosystem or immune system. The mechanisms involved 

are often not understood, but the survival of the strains in the gastrointestinal tract seems 

important. Significant effects of some probiotic strains have been demonstrated in randomized 

controlled trials (RCT) in patients with lactose intolerance, antibiotic associated diarrhoea, 

recurrent {\i Clostridium difficile} diarrhoea, and rotavirus enteritis. Abnormalities of the 

endogenous flora are thought to be involved in IBD. Several studies have shown interesting 

effects of probiotics in animal models of IBD. Several open trials have also suggested a 

beneficial effect of some strains in humans with IBD, and RCT begin to confirm that. {\i 

Ulcerative colitis.} Two RCT have suggested that {\i E. coli} strain Nissle 1917 was as active as 

mesalazine for the maintenance of remission of ulcerative colitis. A preliminary study suggested 

also a protective effect of a mixture of {\i Bifidobacterium bifidum, B. breve,} and {\i L. 

acidophilus.} {\i Pouchitis.} Two RCTs showed that a probiotic mixture, VSL#3, was superior to 

placebo to prevent recurrence of chronic pouchitis or occurrence of the first episode of pouchitis. 

{\i Crohns disease.} In one RCT, a significant reduction in the frequency of bowel movements 

and in the disease activity was observed in a group of patients with active moderate Crohns 

disease receiving {\i S. boulardii} but not in the placebo group. The preliminary results of a 

recent RCT suggested that {\i S. boulardii} may be more effective than mesalazine to prevent 

recurrence of Crohns disease. In another trial, the rate of relapse was lower in the probiotic group 

({\i E. coli} Nissle 1917) than in the placebo group. In one trial, VSL#3 probiotic therapy 

seemed more effective than mesalazine to prevent postoperative recurrence of Crohns disease. 

To summarise, there are increasing arguments which strongly suggest the efficacy of some 

probiotics in various clinical situations of IBD. Confirmation studies are needed to reach a 

sufficient proof level. }" "PROBIOTICS FOR INFLAMMATORY BOWEL DISEASE?"  
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{ Background:} Pouchitis is a major complication after ileal pouch anal anastomosis. Recent 

studies have shown a decrease in pouchitis after an antibiotic combination therapy. A previous 

pilot trial has indicated that probiotic treatment may be effective in the remission maintenance of 

chronic pouchitis (A.Venturi et al., AGA1999).  

{ Aim:} To investigate the activation and expression of STAT1, JAK1, NF{\f1 k}B p65 as well 

as bacterial colonisation in pouch biopsies before and after an antibiotic and probiotic treatment.  

{ Methods:} Rifaximin 2g/d and Ciprofloxacin 1g/d was used as antibiotics which were followed 

by treatment with a new mixture of probiotics (VSL#3, lactobacilli, bifidobacteri and 

streptococci with a total count of 300 Billion bac/g) if patients came into remission. In situ 

hybridisation was performed to detect coliform bacteria in the mucosa. Nuclear and cytosolic 

extracts were prepared to assess STAT1, JAK1 and NF{\f1 k}B p65 activation and expresssion 

by EMSA and Western Blot.  

{ Results:} In normal pouch biopsies high counts of intra-mucosal coliform bacteria could be 

found whereas in pouchitis the number was decreased. After antibiotic treatment only small 

numbers of coliform bacteria were detected. Probiotic treatment leads to an increase in the 

number of mucosal coliform bacteria in pouch biopsies. STAT1 is activated in pouchitis. 

Antibiotic treatment, which induced remission, downregulated STAT1. Introduction of 

probiotics (maintenance therapy) induced an increase in STAT1 activation. STAT1 in nuclear 

extracts of pouch mucosa biopsies (rel. OD x mm{\up6 2}):68.94±5.64 (pouchitis), 21.49±6.15 

(after antibiotics, p<0.01), 58.86±0.13 (under probiotics, p<0.05). JAK1 expression was 

increased during probiotic therapy. NF{\f1 k}B p65 stays activated throughout the whole 

treatment (62.50±10.80 (pouchitis), 41.42±12.32 (after antibiotics), 72.32±13.50 (under 

probiotics).  

{ Conclusions:} Pouchitis reduced the number of intramucosal coliform bacteria. Probiotics re-

induced mucosal colonisation with coliform bacteria. Future studies will investigate whether a 

mucosal colonisation with coliform bacteria has protective functions in normal pouch 

physiology. }" "PROBIOTIC TREATMENT IN POUCHITIS INDUCES CHANGES IN THE 

INTRA-MUCOSAL BACTERIAL COLONISATION AND THE ACTIVATION-STATUS OF 

SIGNALTRANSDUCTION-FACTORS STAT1 AND NFKB P65"  
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Implication of mycobacteria in the aetiology of Crohns disease (CD) is a old idea. However, the 

unreliable results obtained in detecting and growing the organisms, or in demonstrating a 

consistent immune response in CD patients, feed controversy. Recently, more sensible 

immunohistochemical methods have been developed and applied to detect mycobacterial 

components in tissues of CD patients. Formalin-fixed tissues obtained by biopsy or surgical 

resection were analysed blindly by an immunoperoxidase method with antibodies directed 

against several mycobacterial proteins (28-, 34-, 35-, 40- and 65-kDa) and against the common 

mycobacterial antigen lipoarabinomannan (LAM). Tuberculous or paratuberculous tissues 

prepared under identical conditions were used as positive controls. Tissues were also reacted 

with antibodies directed against CD14 receptors and lipopolysaccharides (LPS). An intense 

signal was obtained in the supra-nuclear region of enterocytes with anti-LAM monoclonal 

antibodies in 10 tissues of CD patients (n=13). Tissues from non CD patients (n=14) were 

negative, while 2 patients diagnosed as ulcerative colitis, and one as diverticulosis, presented this 

signal (Chi-square = 8.315; df = 1; P < 0.005). Similar signal was obtained with monoclonal 

antibodies directed against the 35-kDa protein. LAM positive cells were found expressing CD14. 

In contrast, they were negative for LPS. These results show that LAM accumulates in the 

enterocytes, suggesting a CD14 mediated endocytosis. This alteration of endocytosis could be a 

major step in the pathogenesis of CD. }" "PRESENCE OF MYCOBACTERIAL 

COMPONENTS IN ASSOCIATION WITH CD14 RECEPTORS IN ENTEROCYTES OF 

CROHNS DISEASE PATIENTS"  
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In the management of patients with Crohns disease (CD) prevention of post-operative recurrence 

(POR) plays an important role. Mesalazine (ME) is commonly used but its effectiveness is still 

debated. Much evidence supports the use of ME in the prevention of POR. It has been shown 

that in the neoterminal ileum there is an overexpression of many proinflammatory mediators 

(TNF{\f1 a}, IL-1{\f1 b}, IL-6, adhesion molecules) very soon after surgery. All these mediators 

are inhibited ``in vitro by ME. It has also been observed that the concentration of ME in the 

mucosa of neoterminal ileum in patients resected for CD under oral ME treatment was 

significantly lower in patients with recurrence than in those without. When mucosal 

concentration of ME was over 100 ng/mg tissue no recurrence was found. Several randomised 

controlled clinical trials have demonstrated that ME is able to prevent POR. Clinical recurrence 

rate at 1 year of follow-up was 10-18% compared to 23-40% in the controls, and at 3 years 16-

31% compared to 37-41%, respectively. Further evidence in favour of ME came from a meta-

analysis that shows a risk reduction for ME-treated patients of 0.13. A recent European 

Cooperative Study showed that ME 4 g/day did not significantly affect POR, however some 

relapse-preventing effect was found in patients with isolated small bowel disease. Update of the 

above-mentioned meta-analysis with this trial shows that results are still in favour of treatment. 

Another argument in favour of ME treatment is that when recurrence develops in treated patients 

it shows a less aggressive clinical course (milder endoscopic lesions, lower number of 

complications and reoperations). Overall these observations indicate that prophylaxis of POR by 

ME cannot be considered a utopia. }" "MESALAZINE IN THE PREVENTION OF 

POSTOPERATIVE RECURRENCE IN CROHNS DISEASE: UTOPIA OR NOT?"  
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Postoperative recurrence of Crohns disease is often inevitable. Certain risk factors such as 

smoking, young age and a perforating disease behavior have been identified. An endoscopic 

evaluation of the neoterminal ileum 6 to 12 months following surgery provides relevant 

information predicting the further clinical course and can be used as a guide to adjust medical 

therapy. Based on all the available evidence, it is probably unnecessary to treat every patient 

operated on for Crohns disease prophylactically. Patients should be stratified according to their 

individual risk profile for recurrence. Those with a low risk profile for recurrence (non-smokers, 

first resection, fibrostenotic disease) may not need prophylactic treatment, but should be advised 

to undergo an ileocolonoscopy 6 to 12 months after surgery. In case no or mild endoscopic 

lesions are found, patients can be reassured about the unlikelihood of serious future problems 

and remain untreated. If more severe endoscopic lesions are present and the patient is free of 

symptoms, a 5-ASA preparation is recommended in a dose of 3 to 4 grams per day. In patients 

with both severe endoscopic lesions \'e0nd symptoms, a 3 month course of Budesonide CIR and 

azathioprine 2 to 2.5 mg/kg/day as a maintenance agent for a longer period of time induces rapid 

symptom relief \'e0nd possibly healing of ulcerative lesions. Patients with a high risk of early 

recurrence are to be approached differently. If they undergo a second, third or fourth resection, or 

if they undergo surgery for medically intractable disease, they should immediately be started on 

azathioprine, which can be combined with metronidazole 250 mg tid in the first three months. 

Patients already taking azathioprine will be kept on it. }" "PREVENTION OF 

POSTOPERATIVE CROHNS DISEASE BEYOND MESALAZINE: PROPOSAL FOR A 

PRAGMATIC APPROACH"  
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{ Background:} Anal manifestations occur frequently (25-80%) in patients with Crohns disease 

but in the majority of patients these lesions show a spontaneous favorable evolution or respond 

well to medical or conservative therapy. In a subset of patients, primary lesions, e.g. Crohns 

fissures, ulcerated pile complex, cavitating ulcers may follow a perforating course and give rise 

to deep abscesses and fistulae, also including anovaginal and rectovaginal fistulae as well as 

strictures. Progression of these lesions causes destruction of the sphincter and may result in 

incontinence. These patients can only be helped with proctectomy and definitive stoma. We 

greatly need a better medical surgical treatment for these refractory patients.  

{ Diagnosis:} Accurate assessment of the extent and severity of anal Crohns disease includes 

clinical examination under general anesthesia, completed with MRI or endoscopic 

ultrasonography.  

{ Treatment:} The first step is proper drainage of all abscesses and placement of setons. 

Metronidazole-Ciprofloxacin is used short-term and patients are put on azathioprine or 6-MP. 

Patients who do not respond to antibiotics are candidates for Infliximab therapy (Remicade\'ae) 

also as a bridge to the delayed action of immunosuppression. In the study by Present et al (New 

Engl J Med 1999; 340: 17) infusion of 5 mg/kg and 10 mg/kg of infliximab resulted in closure of 

all fistulas in 55%, resp. 38% of the patients versus 13% for placebo. The long-term effect is 

presently studied in the Accent 2 trial. Remicade infusion can also be used prior to surgery, e.g. 

advancement flap plasty. We present an algorithm including the use of Remicade for perianal 

Crohns disease. 

{ Conclusion:}  Infliximab (Remicade\'ae) infusions are an effective treatment for refractory anal 

Crohns disease. The expectations are that repeated infusions will keep anal disease under control 

in responders. }" "DO PATIENTS WITH FISTULIZING ANAL CROHNS DISEASE 

BENEFIT FROM ANTI-TNF ALPHA CHIMERIC MONOCLONAL ANTIBODIES?"  
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Background and aim:} Previous studies have suggested the efficacy of metronidazole and 

mesalazine in prophylactics of postoperative recurrence of Crohns disease. We have recently 

shown that a combination therapy of rifaximin and a highly concentrated probiotic preparation 

(VSL#3, 300 billions of viable lyophilised bac/g) is effective to prevent relapse in chronic 

pouchitis and ulcerative colitis. The aim of our study was to evaluate the efficacy and safety of 

this combination therapy versus mesalamine in the prevention of postoperative recurrence of 

Crohns disease in a randomised controlled study.  

{ Patients and methods:} Immediately after surgery, forty patients were randomised to receive 

either rifaximin 1.8 g/d for 3 months followed by VSL#3 (300 billions of viable lyophilised 

bacteria of 8 different strains) 6 g/d for 9 months (n=20), or mesalamine 4 g/d for 12 months 

(n=20). Endoscopic examinations were performed after 3 and 12 months by an independent 

physician, and a previously described score of severity of endoscopic recurrence 

(Gastroenterology 1990;99:956) was used.  

{ Results:} After one year, 4 patients (20%; 2 after 3 months, 2 after 12 months) in the 

antibiotic/probiotic group had a severe endoscopic recurrence compared to 8 patients (40%; all 

after 3 months) in the mesalamine group. No side effects were reported in the antibiotic/probiotic 

group, two patients had mild nausea in the mesalamine group.  

{ Conclusions:} These results suggest the efficacy of the combination of a non-absorbable 

antibiotic with a highly concentrated probiotic preparation to prevent severe endoscopic 

recurrence of Crohns disease after surgical resection. }" "PROPHYLACTICS OF 

POSTOPERATIVE RECURRENCE OF CROHNS DISEASE: COMBINATION OF 

ANTIBIOTIC AND PROBIOTIC VERSUS MESALAZINE"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 23/02#" " Abstract: 23/02 0 Citation: Gut 2000; 47(Suppl III): 

A12 ABNORMALITIES IN THE INTESTINAL MUCOSAL IMMUNE SYSTEM IN HIV-

INFECTED PATIENTS  

M. Zeitz 

\i Medical Clinic, Saarland University, Department of Internal Medicine II, Homburg/Saar, 

Germany  

Gastrointestinal symptoms are frequent in HIV-infected patients. Opportunistic and secondary 

infections of the intestinal mucosa belong to the most frequent manifestations in AIDS. It has 

been clearly recognised that the mucosal immune system plays an important role in protecting 

the host from intestinal pathogens, therefore mucosal immunodeficiency may be of central 

importance in HIV infection. Recent studies in both HIV infection in humans and SIV infection 

in non-human primates have clearly shown that the loss of CD4+ T cells occurs earlier and is 

more pronounced in the mucosa compared to the peripheral blood. In addition, the secretory IgA 

response at mucosal surfaces against specific pathogens as HIV itself or CMV is decreased or 

even absent. Thus, the two major players of a protective mucosal immune response, i.e. CD4 

helper cells and secretory IgA, are disturbed to a major extend in HIV infection explaining the 

frequent clinical manifestations. Clinical studies have given evidence that previously untreatable 

intestinal infections as cryptosporidiosis or microsporidiosis may be cleared after highly active 

antiretroviral (HIV) therapy (HAART). In parallel, preliminary investigations have shown that 

intestinal mucosal CD4+ T cells reappear. At present it is unknown whether this is due to local 

expansion or selective migration of CD4+ T cells in the mucosa. Thus, HIV infection is a 

paradigm to study mucosal immunodeficiency and immune reconstitution at this important 

interface of the body. }" "ABNORMALITIES IN THE INTESTINAL MUCOSAL IMMUNE 

SYSTEM IN HIV-INFECTED PATIENTS"  
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In recent years a large number of antiretroviral drugs became available to treat persons with HIV 

infection. Highly active antiretroviral treatment (HAART) consists of at least 3 potent 

antiretroviral drugs. HAART regimens are able to stop the progression of disease in most 

patients. They have reduced the incidence of opportunistic infections, the need for hospitalisation 

and number of deaths because of AIDS. However, HAART regimens are also associated with 

many side effects including a lot of gastrointestinal problems such as: nausea and vomiting 

[mainly caused by zidovudine, didanosine, abacavir, protease inhibitors (PIs)], altered taste (PIs), 

decreased appetite, abdominal bloating, diarrhoea, pancreatitis (didanosine, stavudine, 

zalcitabine), oral ulcerations (zalcitabine), hepatitis (nevirapine, PIs) and accumulation of fat in 

the abdomen (lipodystrophy) (PIs). It is not always easy to determine whether gastrointestinal 

manifestations are caused by the HIV disease itself, an opportunistic infection/malignancy or 

because of the anti-retroviral drugs. Because of gastrointestinal side effects patients adherence to 

their treatment regimen may decrease. This may lead to treatment failure because of viral 

resistance. To improve the care for persons with HIV infection, we urgently need more 

antiretrovirals with less gastrointestinal side effects. }" "HIGHLY ACTIVE 

ANTIRETROVIRAL TREATMENT AND GASTROINTESTINAL MANIFESTATIONS"  
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{ Background:} Chronic diarrhea is a common disturbance in HIV-infected patients (pts) and a 

significant cause of morbidity and mortality. Protease inhibitors (PI) have had a significant 

impact on the outcome of pts with HIV infection. The clinical profile of HIV-associated diarrhea 

is changing rapidly in the era of highly active antiretroviral therapy (HAART).  

{ Aim:} To determine the changing frequency of chronic diarrhea in HIV pts referred for 

diagnostic endoscopy, following the introduction of PI and HAART.  

{ Patients and methods:} We reviewed the medical files of 518 HIV pts referred for diagnostic 

endoscopy because of different gastrointestinal symptoms from 1994 to 1999. Only patients 

evaluated since 1997 received PI therapy. Between 1994-1996, 299 pts were studied, and 219 

between 1997-1999. All pts with diarrhea and negative stool examinations were evaluated by 

upper and/or lower GI tract endoscopy. Biopsies were routinely taken from both normal-

appearing intestinal mucosa and any abnormal-appearing areas.  

{ Results:} Before the use of HAART, 169 pts (56.52%) were referred for chronic diarrhea, 

while after the initiation of HAART only 52 pts (23.74%) were studied for this symptom 

(x2=54.19; p<0.0001) (risk difference 32%, CI95%=24.02-39.98).In the pre-HAART group (169 

pts), 56 (33.13%) went without diagnosis, while in 113 pts (66.87%) an opportunistic pathogen 

could be identified (CMV 31 pts, Cryptosporidium 26 pts,MAI 15 pts, other agents 41 pts). In 

the treated group (52 pts), 21 (40.38%) had no identifiable intestinal infection, while in 31 pts 

(59.62%) we could determine the agent involved (CMV 12 pts, Cryptosporidium 5 pts, MAI 2 

pts, others 12 pts) (x2=0.63 NS).  

{ Conclusions:} We observed a statistically significant decrease in frequency of chronic diarrhea 

in HIV pts referred for diagnostic endoscopy after the introduction of combined antiretroviral 

therapy. The percentage of non-infectious causes of HIV-associated diarrhea increased, while 

opportunistic infectious causes decreased, although this was not statistically singnificant. }" 

"CHRONIC DIARRHEA IN HUMAN INMUNODEFICIENCY VIRUS INFECTED 

PATIENTS. THE IMPACT OF COMBINED ANTIRETROVIRAL THERAPY"  
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A13 HEPATITIS B & C: ANTIVIRAL DEVELOPMENT AND TREATMENT  

M. Rizzetto 

\i University of Torino, Italy  

The prevalence of chronic hepatitis B has decreased throughout the Mediterranean countries in 

the last decade, due to increased public awareness of hepatitis B and its mode of transmission, 

reduction in family size, increased medical attention to hepatitis B surface antigen (HBsAg) 

carriers within a household, and the availability of vaccines. This change in the endemicity of 

HBV infection in Mediterranean countries has been accompanied by a striking virological 

change. By now over 90% of chronic hepatitis B patients in Italy are anti-HBe positive and less 

than 10% are HBeAg positive compared to a prevalence of HBeAg positive carriers of 60% in 

the 1970s-1980s. This immunological shift reflects the marked increase of infections with mutant 

forms of HBV (unable to secrete the HBeAg) versus virus wild type infections (HBeAg-positive) 

in recent years in Italy. A similar virological shift has occurred throughout Southern Europe. The 

improvement in HBV control in Southern Europe has led to a large fall in the number of new 

infections sustained by the wild-type HBeAg-positive HBV, with a corresponding relative 

increase in the residual long-standing infections that are associated with the HBeAg-negative 

mutant. HBV genotypes D and F, which are predominant in Southern Europe tolerate the 1896 

mutation found in most isolates of HBV mutants whereas among the A and E genotypes, which 

predominate in Northern Europe and North America, the mutation destabilises the epsilon 

structure that is required for viral replication, thus generating non-viable mutants. Chronic 

hepatitis as a result of pre-core HBeAg-negative HBV variants runs a different clinical course 

than that of the classic HBeAg-positive disease caused by wild-type HBV. In most patients, 

disease progresses to cirrhosis in a relentless, though often erratic, pattern. Multiple peaks in 

serum alanine transaminase (ALT) levels and accompanying peaks of viremia may alternate with 

prolonged periods of biochemical and viral quiescence over the years. As a consequence of these 

recent epidemiological changes, by now physicians in Southern Europe rarely see patients 

presenting with chronic HBV disease characterised by the presence of HBeAg who usually have 

fairly mild disease and respond relatively well to therapy with Interferon. Instead they are now 

faced with patients with longstanding anti-HBe-positive disease, who acquired their infection 

when HBV was hyperendemic in the Mediterranean area and have developed subsequently 

HBeAg-negative mutants and advanced disease. }" "HEPATITIS B & C: ANTIVIRAL 

DEVELOPMENT AND TREATMENT"  
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A13 TREATMENT OF HEPATITIS  
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Recently, the efficacy of therapy for HCV has been improved with 40% of sustained virological 

response (SR) with the combination of alpha interferon (IFN) and ribavirin. Large randomized 

controlled trials have demonstrated the better efficacy of pegylated interferon (PEG-IFN) as 

compared with standard interferon.  

{ Interferon monotherapy:} In patients with chronic hepatitis C, IFN therapy (3 MU, thrice 

weekly for 48 weeks) induces a SR in 16% of the patients. Thirteen per cent of the patients 

respond during therapy then relapse after withdrawal of treatment and 71% do not respond.  

{ Combination therapy:} With the same regimen of IFN combined with ribavirin (1000 or 1200 

mg per day), the SR rate was significantly improved to 41%. Patients with genotype non-1 have 

a higher rate of SR (60 to 64%) whatever is the viral load and 24 weeks of combination therapy 

are sufficient to achieve this response. Patients with genotype 1 have a lower rate of SR (27% to 

33%) and 48 weeks of therapy are necessary in those patients with high viral load to achieve this 

response. Six months of therapy are recommended in the patients with genotype 2 or 3 and in 

patients with genotype 1 and low viral load; 12 months of therapy are recommended in the 

patients with genotype 1 and high viral load. However, combination therapy has still a number of 

limits: there are still 10% of relapsers and 49% of non responders; the tolerability is poor with 

many side effects Thus, treatment is only recommended in the patients with moderate or severe 

chronic hepatitis and is not recommended in the patients with mild chronic hepatitis.  

{ Pegylated interferon:} Two large randomized controlled trials showed that PEG-IFNs were 

significantly more effective than standard IFNs. Thus PEG-IFNs may be administered by a 

weekly injection and give a prolonged and stable concentration. There are two different PEG-

IFNs, PEG-IFN ?2b and PEG-IFN ?2a, The SR rates are respectively 25% and 39% with the 

PEG-IFN ?2b and the PEG-IFN ?2a. The SR to PEG-IFN therapy is influenced mainly by the 

HCV genotype and the viral load with the lower SR rates (8% and 14%) in the patients with 

genotype 1 and high viral load. In one randomized controlled study, PEG-IFN has been shown to 

be more effective than standard IFN in patients with bridging fibrosis or cirrhosis, with a 

relatively high rate of SR (29%). Preliminary studies suggest that relatively high rates of SR 

might be obtained with the combination of PEG-IFN with ribavirin. }" "TREATMENT OF 

HEPATITIS C"  
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Vienna, Austria  

{ Objective:} To prospectively evaluate the predictive value of the magnitude of the decline in 

virus load following a single 10 MU IFN {\f1 a}2b dose for further viral clearance.  

{ Methods:} De novo pts with chronic hepatitis C infected with subtypes 1a or 1b were studied. 

A liver biopsy was obtained within 4 weeks before start of therapy. At day {\f1 -}21 pts received 

a single dose of 10 MU IFN {\f1 a}2b (IntronA\'ae AESCA-Schering Plough Co., Traiskirchen, 

Austria). One week later treatment with 5 MU IFN/d for the following 2 weeks (days {\f1 -}14 

to {\f1 -}1) was given. Thereafter (day 0) standard combination therapy with 5 MU IFN/2d plus 

1000-1200 mg ribavirin/d for 48 weeks was initiated. Viral load was determined using the Cobas 

Amplicor Monitor\'ae HCV 2.0 Assay (Roche Diagnostic Systems, Branchburg, NY) before and 

24 h after the 10 MU dose (days {\f1 -}21 and {\f1 -}20), before and after the first 5 MU dose 

(days {\f1 -}14 and {\f1 -}13) and on days {\f1 -}7 and {\f1 -}1.  

{ Results:} At the time of submitting this abstract 24 pts had completed the initial 3-week virus-

elimination phase but none had completed therapy. Age (median):43 years (24-65; male:female 

= 2:1). Baseline ALT was 43 IU/L (24-156; normal range 0-23 IU/L). 8 pts (33%) had fibrosis 

stage 4, 2 pts (8%) had stage 3 and 14 pts (59%) had stage 2. Viral load was 595000 IU/mL 

(85000-1200000) and 457500 IU/mL (145000-1670000; p = 0.71) on days {\f1 -}21 and {\f1 -

}14, respectively. It declined by 77.4% (0-98.9%) and 51.3% (0-95.9%) on days {\f1 -}20 and 

{\f1 -}13 (p = 0.03), respectively. The decline of virus load after 10 MU correlated closely with 

the decline after 14 d of 5 MU IFN/d (table). \tx3645\tx4680\tx5895\tx6795\tx8150 24 h vs. 2-

week viral responses to IFN \tab \tab \tab \tab Decline in viral load 24 h after 10 MU IFN >90% 

65-90% <65% N = 11 N = 5 N = 8 \tab \tab \tab \tab Viral concentration after 14 d of 5 MU 

IFN/d{\up6 **} 2.4
*
 38.4

*
 94.5

*
 (0.2-4.7) (18.1-58.6) (73.2-115.8) \tab \tab \tab \tab 

*
 p < 0.001 

vs. other groups; {\up6 **} as % (median) of baseline value on day -14; (95% confidence limits) 

{ Conclusion:}  The decline of viral load after a single IFN-application is dose-dependent. The 

IFN sensitivity of the viral strains can be identified by measuring the decline in viral load 24 h 

after a single dose of 10 MU IFN. The predictive value of this finding for the outcome of 

IFN/ribavirin combination therapy is currently being evaluated. }" "THE FIRST DECLINE OF 

VIRAL LOAD AFTER A SINGLE INTERFERON DOSE MAY PREDICT OUTCOME OF 

THERAPY OF CHRONIC HEPATITIS C"  
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J. Delwaide, N. Bourgeois, C. G\'e9rard, F. Mokaddem, E. Wain, B. Bastens, J. Fevery, M. 
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Vlierberghe  

\i BASL (Belgian Ass. for Study of the Liver) Steering Committe CHU, Li\'e9ge, Belgium  

{ Aim of the Study:} To assess to what extend early interferon {\f1 a}-2b (IFN) treatment can 

decrease the rate of chronicity, we compared two series of patients (pts) (treated and untreated) 

suffering from acute non transfusion-related hepatitis C.  

{ Series Studied:} Series A ({\i untreated patients}): 16 pts followed from 1990 till now who had 

not been treated at the time of acute phase.  

{ Series B} ({\i treated patients}): 25 pts followed from 1993 to 1999 who were treated for acute 

hepatitis C. Twenty-one pts received daily 5 million units (MU) IFN for 2 months (cumulative 

dose: 300 MU); four pts received cumulative dose of IFN of 76, 117, 175, and 270 MU 

respectively. Icterus was present in 28 out of 41 pts. All pts had HCV-RNA detectable by PCR. 

The mode of transmission was: IV drug abuse (11 pts), needle stick injury (5), invasive medical 

procedure (21), unknown (4). Retrospectively, the rate of chronicity in series A and series B was 

compared.  

{ Results:} In 3 ({ 19}%) untreated pts (series A), hepatitis spontaneously resolved (normal ALT 

and undetectable HCV-RNA follow-up 12 to 48 months), while an evolution to chronic hepatitis 

was observed in 13 pts (81%). In treated patients (series B), two pts were lost for follow-up; two 

pts, responders at the end of treatment, relapsed drug addiction during follow-up. A sustained 

response (normal ALT and negative HCV-RNA more than 6 months after the end of treatment) 

was observed in 17/21 pts ({ 81}%). There was no significant relation between evolution of 

hepatitis and: viral load, viral genotype, age, gender, dosage of IFN, and mode of transmission. 

A delay of less than 1 month between symptoms and the beginning of treatment was predictive 

of sustained response (p = 0.05). 

{ Conclusion:}  Our results strongly suggest that IFN administered early within the acute phase 

of hepatitis C is effective in preventing chronicity. A short delay between symptoms and 

treatment seems to b the most important factor to explain the high rate of sustained response. }" 

"TREATMENT OF ACUTE HEPATITIS C WITH INTERFERON [alpha]-2b PREVENTS 

CHRONICITY"  
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\i First Department of Medicine, Chiba University School of Medicine, Chiba, Japan  

{ Backgrounds:} The enhancer 2/core promoter (Enh2/CP) and the X protein regions located 

upstream of the precore and core regions in hepatitis B virus (HBV) regulate expression of core/e 

antigen peptides. Mutations in these regions may be involved in fatal hepatitis.  

{ Methods:} Full coding sequences of the X protein region covering the Enh2/CP region were 

isolated by nested-PCR from viral DNA extracted from sera of 20 patients with fatal hepatitis 

(12 with fulminant hepatitis, 8 with severe exacerbation of chronic hepatitis) and 10 patients with 

self-limited acute hepatitis. Nucleotide sequences and deduced amino acid sequences were 

analyzed by direct sequencing method. Enh2/CP sequenses were cloned into luciferase reporter 

vectors without enhancer and promoter, transiently transfected into HepG2 cells. Moreover, X 

protein expression vectors were transiently cotransfected into HeLa and HepG2 cells with 

luciferase reporter vectors driven by the binding site for p53 and NFkB.  

{ Results:} Fatal hepatitis cases had higher average mutational rate of nucteotide and amino acid 

than self-limited acute hepatitis cases (4.3 vs. 1.0 and 4.0 vs. 0.9, respectively). In fatal hepatitis 

cases, approximately 50% of the nucleotide mutations were located within the region spanning 

nucleotides 1741-1777 and 30% of the amino acid mutations in X protein were located within 

the region containing codons 122-132. There were no significant differences in transcriptional 

activity of Enh2/CP between fatal hepatitis cases and self-limited acute hepatitis cases. 

Normalized luciferase assay revealed that X protein in fatal hepatitis cases activated p53 and 

NFkB associated signal transduction pathway about 2 times higher than X protein in self-limited 

acute hepatitis cases only in HeLa cells.  

{ Conclusions:} Nucleotide mutations in Enh2/CP do not seem to confer severity of hepatitis. On 

the other hand, it is possible that amino acid mutations in X protein have association with the 

pathogenesis of fatal hepatitis by affecting intracellular signal transduction pathway. }" 

"FUNCTIONAL ANALYSIS OF MUTATIONS IN ENHANCER 2/CORE PROMOTER AND 

X PROTEIN REGIONS OF HEPATITIS B VIRUS IN FATAL HEPATITIS PATIENTS"  
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Autoimmune hepatitis (AIH) is a rare autoimmune disease, characterized by an immune 

mediated destruction of hepatic parenchyma. Characteristics of AIH are elevated transaminase 

values, hypergammaglobulinemia, autoantibodies, female preponderance, overrepresentation of 

HLA DR3 and HLA DR4 and a good response to immunosuppressive treatment in most patients. 

AIH may be subdivided in two subgroups. AIH type 1 is characterized by antinuclear antibodies 

(ANA), smooth muscular antibodies (SMA) and/or antibodies against soluble liver antigen/liver 

pancreas antigen (SLA/LP), AIH type 2 by anti-liver/kidney microsomal autoantibodies (anti-

LKM) and/or antibodies against liver cytosolic protein (anti-LC1). Recently, a the molecular 

target of SLA/LP autoantibodies has been cloned, which shows a 99% sequence homology to a 

UGA suppressor t-RNA associated protein. SLA/LP autoantibodies are highly specific for AIH-

1, present in about 30% of AIH-1 patients and 15% of patients with overlap syndrome. 

Importantly, SLA/LP are often the only detectable autoantibody marker. Progress was also 

achieved in the treatment of AIH, which is treated successfully by immunosuppressive treatment 

either by prednisolone alone or prednisolone in combination with azathioprine. However, both 

therapies show severe side effects. A new concept, reducing these side effects is offered by a 

second generation glucocorticosteroid, budesonide, which is taken orally. After uptake via the 

gastrointestinal tract budesonide is directly transported to the liver, where it may reach 

pathogenic lymphocytes at high pharmacological concentrations before it is detoxified. Results 

of a recent study are presented. AIH is often accompanied with other autoimmune diseases, 

indicating that a general genetic predisposition for organ specific autoimmune diseases is present 

in those patients. Recently, the first gene was cloned, which causes multiple autoimmune 

diseases in a single patient, if both alleles are defective. This gene codes for a transcription 

factor, called autoimmune regulator (AIRE). Homozygousity for AIRE gene defects result in the 

polyendocrine syndrome type 1 (APS1). APS1 is characterized by mucocutaneous candidiasis 

and autoimmune destruction of endocrine and/or gastrointestinal targets and/or ectodermal 

dystrophies. 10-20% of APS1 patients develop hepatitis. In APS1 patients classical markers for 

idiopathic AIH like ANA, SLA/LP, LKM1 and LC1 autoantibodies are no diagnostic value. The 

only known autoantibody exclusively associated with hepatitis in APS1 is anti-CYP1A2, 

however, this antibody detects only 50% of APS1 patients. Other hepatic autoantibodies exist, 

which are frequently detected in hepatitis patients with APS1. Anti-aromatic L-amino 

decarboxylase autoantibodies (anti-AADC) are detected in 92% of patients APS1 hepatitis but 

also in 50% of APS1 patients without hepatitis and anti-CYP 

A26 is found in 30% of APS1 patients with hepatitis but also in 11% of APS1 patients without 

hepatitis. Our results demonstrate that idiopathic AIH and hepatitis in APS1 are characterized by 

different autoantibody patterns with no overlap. Since defects in AIRE can cause autoimmune 

mediated hepatitis, the role of polymorphisms in the AIRE gene locus in patients with AIH and 

other autoimmune liver diseases was investigated. A total of 190 patients with autoimmune liver 



diseases were screened for the most frequent known mutations in the AIRE coding sequence. 

Three patients were detected, carrying heterozygous mutations in AIRE, however, none of these 

patients, who were affected by AIH-1, AIH-2 and PBC, showed autoantibodies or clinical 

features suggestive for APS1, indicating that defects in the AIRE coding sequence do not play an 

important role in autoimmune liver diseases. However, polymorphisms in other genes involved 

in the same regulatory pathways as AIRE may be good candidates for factors, which contribute 

to AIH and organ specific autoimmune diseases. }" "AUTOIMMUNE HEPATITIS: RECENT 

ADVANCES"  
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Hepatitis C virus (HCV) is a highly heterogeneous virus that can be classified into 6 major 

genotypes and several subtypes, many of which contain more closely related variants. Maximal 

variability is concentrated in the hypervariable region 1 (HVR1) located at the N-terminus of the 

E2 envelope glycoprotein which is responsible for the typical quasispecies distribution of HCV, 

whereas other regions such as the core and particularly the 5{\f1\'a2} non-coding regions are 

more conserved. The complexity and diversity of the viral quasispecies have been associated 

with different outcomes and progression of acute and chronic HCV infection. Several studies 

concentrated on the molecular epidemiology of HCV infection in specific patient categories, as 

well as possible correlations with clinical and histological features of chronic liver disease and 

response to antiviral treatment. While general consensus has been reached on the worldwide 

epidemiology and distribution of HCV types in certain risk categories (i.e. intravenous drug 

users), the association between genotype 1b and severe liver disease is still controversial. 

Although generalized use of genotyping is presently not routinely recommended for clinical or 

epidemiological monitoring, several studies emphasize the importance of HCV genotyping as 

part of a therapeutic algorithm. This recommendation is based on overwhelming evidence in 

support of a correlation between genotype 1 and poor response to interferon-alpha alone or in 

combination with ribavirin. Recent developments on the clinical significance of HCV 

heterogeneity will be discussed. }" "SIGNIFICANCE OF HEPATITIS C VIRUS GENOTYPES 

AND VARIANTS"  
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{ Background & aims:} Liver cells apoptosis has been demonstrated in human alcoholic liver 

diseases (ALD) and in animal models of ALD. We investigated the effects of liver cells 

apoptosis in mice first chronically exposed to alcohol.  

{ Methods:} C57BL/6 mice were exposed to ethanol vapours during ten days. Liver cells 

apoptosis was induced by an intraperitoneal injection of D-Galactosamine (Gal) (1g/kg) and 

mice were killed 24 hours later. Liver injury was assessed by alanine aminotransferase (ALT) 

serum concentrations and by histology. Apoptosis was evaluated by the TUNEL method. Serum 

concentrations and liver mRNA expression for tumor necrosis factor a (TNF- a), KC (the murine 

equivalent of IL-8), MCP-1 and Interleukin-10 (IL-10) were measured. When given, IL-10 

(5\'b5g) was injected intraperitoneally at time of Gal challenge and 12 hours later.  

{ Results:} (1) Ethanol alone had no effect on ALT serum levels, liver inflammation, liver cells 

apoptosis and cytokine expression compared to controls. (2) Ethanol pretreatment increased ALT 

serum levels (+134%, P=0.008) and enhanced liver inflammation (+348%, P=0.005) after Gal 

challenge compared to control group (Gal alone). Liver cells apoptosis did not differ between the 

two groups. (3) KC and MCP-1 serum levels (+153%, P=0.002 and +72%, P=0.02) and liver 

mRNA expression (+233%, P=0.004 and +66%, P=0.08) were also increased in the ethanol/Gal 

group. Conversely, IL-10 serum levels (-46%, P=0.004) and liver mRNA expression (-51%, 

P=0.007) were lower compared to control group. (4) Administration of recombinant mouse IL-10 

to ethanol/Gal treated mice significantly lowered ALT release(-70%, P=0.002), KC and MCP-1 

serum levels (-69%, P=0.001 and -41%, P=0.04) and liver mRNA expression (-57%, P=0.04 and 

-47%, P=0.04), and improved liver inflammation(-80%, P=0.002). 

{ Conclusion:}  Induction of liver cells apoptosis in mice first chronically exposed to ethanol 

results in an inflammatory liver injury. This is associated with an imbalance between 

proinflammatory chemokines and the antiinflammatory cytokine IL-10. Administration of 

exogenous IL-10 prevents chemokine release and improves liver injury. This suggests that IL-10 

might play a therapeutic role in human acute alcoholic hepatitis. }" "PROTECTIVE EFFECT OF 

INTERLEUKIN-10 IN A NEW MODEL OF ALCOHOLIC HEPATITIS IN MICE"  
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The role of eosinophils in acute liver diseases is not yet investigated. Acute experimental 

hepatitis induced by concanavalin A (Con A) is dependent on T cell cytokine production and 

Fas/Fas ligand-mediated cytotoxicity. The present study investigates the role of interleukin (IL)-

5, a critical cytokine for the maturation and function of eosinophils, in this model. When 

C57Bl/6 wild type (WT) mice were injected with Con A, IL-5 mRNA was detected by RT-PCR 

in the liver, IL-5 protein was detected in the serum by ELISA and eosinophils infiltrating hepatic 

sinusoids were detected with a peroxydase staining of liver slices. WT mice disclosed 

hypothermia, hypoglycemia, acute liver injury assessed by serum alanine aminotransferase and a 

high mortality rate 24 hours after Con A injection. IL-5 gene knock-out (KO) mice were in 

comparison strongly protected and eosinophils were not detected in their livers. Comparison of 

peak serum levels of cytokines revealed reduced IL-4 and TNF-alpha levels in IL-5 KO mice. 

Administration of recombinant IL-5 in WT mice 2 hours after Con A administration led to an 

increased liver injury. Finally, liver injury in lpr/lpr mice was decreased by 47%, compared to 

WT mice, and was almost abolished when IL-5 was neutralized with a monoclonal antibody 

administration, indicating that Fas/Fas ligand interaction and IL-5 are two major effector 

pathways of liver injury in this model. In conclusion, the present study shows a critical role of 

IL-5 in the induction of a liver eosinophilic infiltration and suggests a deleterious role of 

eosinophils in this model of acute hepatitis. Neutralization of IL-5 and eosinophils might have 

future applications in the treatement of acute or fulminant hepatitis. }" "INTERLEUKIN-5 AND 

EOSINOPHILS ARE INVOLVED IN IMMUNE-MEDIATED HEPATITIS INDUCED BY 

CONCANAVALIN A IN MICE"  
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The hepatitis B (HBV) and hepatitis C virus (HCV) are hepatotropic viruses that cause acute, 

self-limited infections of the liver. In 10% of HBV and over 50% of HCV infections the host is 

unable to eliminate the virus and a chronic evolution ensues. The liver damage occurring during 

acute and chronic infections is due to the antiviral immune response of the host rather than to 

cytopathic effects of the viruses. The interplay between hepatitis viruses and the immune system 

is incompletely characterized, and the mechanisms of viral persistence remain poorly defined. 

Recent observations in chimpanzees acutely infected with HBV suggest that the early production 

of interferon- by non-T cells (possibly NK cells) plays an important role in the control and/or 

elimination of the virus in the early, acute phase of the infection. Helper T cells (T{\dn6 H}) and 

cytotoxic T cells (CTL) come into play in a later stage of the disease and aid in completely 

eliminating the virus and virus-infected hepatocytes. T{\dn6 H} exert their antiviral activity 

through the secretion of cytokines with antiviral activities (interferon- and TNF- and provide the 

help necessary for the development of CTL. The latter kill their targets through one or a 

combination of the following mechanisms: 1) granule exocytosis; 2) antiviral cytokines and 3) 

Fas pathway. The magnitude and breadth of these cellular immune responses seem to be 

important in maintaining viral control. This is not only the case in HBV but also in HCV 

infections, where recent studies have shown resolution of acute infections mainly in subjects 

displaying vigorous and broad antiviral CTL responses. In immune competent persons infected 

with HBV, the cellular immune system is almost always able to limit virus replication to a point 

where it is no longer detectable with the usual techniques. This is usually not the case in HCV 

infections where the evolution towards chronicity occurs more frequently. The mechanisms 

responsible for the high rate of viral persistence are unknown. Evidence has accumulated to 

suggest that the genetic variation of HCV within the same individual may allow the virus to 

circumvent the hosts immune response. The role played by different lymphoid cell populations in 

the protection against HBV and HCV and the production of the pathology of chronic HBV and 

HCV infections require further study. A greater understanding of these processes will ultimately 

lead to the design of novel strategies for immunotherapy and elimination of these viruses. }" 

"CELLULAR IMMUNE RESPONSES TO HBV AND HCV"  
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A16 DEVELOPMENT OF A HEPATITIS C VIRUS VACCINE: THE BENEFICE AND 

LIMITATIONS OF DNA VACCINATION  

G. Inchausp\'e9, D. Boucreux, C. Brinster, A. Fournillier, N. Renard, O. Vidalin 

\i INSERM U 271, Lyon, France  

While the study of the natural infection by hepatitis C virus (HCV) remains incomplete, 

increasing evidence support the concept that both humoral and cellular immune responses play a 

role in the control, possibly in the prevention, of the infection. These responses, except in an 

apparent minority of cases, are generally incompetent to eliminate the virus from an infected 

host. A successful vaccine should do more than simply mimick responses found in the natural 

infection but should rather induce optimized and more vigourous ones. We have explored 

different ways to formulate HCV vaccine- DNAs in order to reach this goal. Plasmids have been 

engineered to express different forms of the glycoproteins E1 and E2, in particular forms that 

will keep the ability to interact and produce non-covalent dimers presumed to exist on the 

surface of viral particles. Additional studies have addressed the issue of the role play by sugars in 

the immunogenicity of these glycoproteins. Different DNA-expression vectors as well as 

molecular targeting strategies have also been employed to evaluate the capacity of HCV-

immunogens to induce either or both humoral and cellular immunity. Data have been gathered in 

BALB/c mice, mice transgenic for the human HLA A2.1, as well as in limited instances, in small 

primates. }" "DEVELOPMENT OF A HEPATITIS C VIRUS VACCINE: THE BENEFICE 

AND LIMITATIONS OF DNA VACCINATION"  
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A16 REFRACTORY ASCITES AND HEPATORENAL SYNDROME  

P. Gin\'e8s 

\i Liver Unit, Institut de Malalties Digestives, Hospital Cl\'ednic, Barcelona, Catalunya, Spain  

{\i Refractory ascites} occurs frequently in patients with long-standing ascites. It may be due to a 

lack of response to maximal doses of diuretics (spironolactone 400 mg/day plus furosemide 160 

mg/day; diuretic-resistant ascites) or to the development of complications related to diuretics that 

preclude the use of maximal doses of these drugs (diuretic-intractable ascites). Patients with 

refractory ascites show marked abnormalities in the systemic arterial circulation due to arterial 

vasodilation, which result in a remarkable activation of vasoconstrictors and antinatriuretic 

systems that lead to severe renal sodium and water retention. Moreover, a significant proportion 

of patients with refractory ascites has type 2 hepatorenal syndrome. The prognosis of patients 

with refractory ascites is poor (median survival time of less than one year) and liver 

transplantation should be considered in eligible patients. Patients with refractory ascites should 

be managed with therapeutic paracentesis associated with iv albumin whenever large ascites is 

present. Diuretic therapy should be maintained only in patients who do not develop 

complications related to these drugs and in whom a significant natriuretic effect is demonstrated. 

TIPS may be an alternative therapy to repeated therapeutic paracentesis, but the results of 

randomized studies that are currently being performed is needed before this treatment can be 

recommended. {\i Hepatorenal syndrome} is a common complication of advanced cirrhosis 

characterized not only by renal failure but also by marked alterations in systemic hemodynamics 

and activity of endogenous vasoactive systems. Renal failure is due to a marked vasoconstriction 

of the renal circulation. The pathogenesis of hepatorenal syndrome is not completely known but 

it is probably the result of an extreme underfilling of the arterial circulation secondary to an 

arterial vasodilation located in the splanchnic circulation. Besides the renal circulation all other 

extrasplanchnic vascular beds appear to be vasoconstricted. The diagnosis of hepatorenal 

syndrome is currently based on the exclusion of non-functional causes of renal failure. Prognosis 

of patients with hepatorenal syndrome is very poor. Liver transplantation is the best option in 

selected patients, but it is not always applicable due to the short survival expectancy. Therapies 

introduced during the last few years, such as transjugular intrahepatic portosystemic shunts or, 

particularly, vasoconstrictor drugs with preferential effect on the splanchnic circulation 

(vasopressin analogues with a predominant V1 receptor effect) are very effective in improving 

renal function and reverting hepatorenal syndrome. However, the impact of the improvement of 

renal function on the natural course of hepatorenal syndrome remains to be assessed in 

prospective investigations. Finally, the development of HRS after spontaneous bacterial 

peritonitis can be effectively prevented by the administration of albumin together with the 

antibiotic therapy. }" "REFRACTORY ASCITES AND HEPATORENAL SYNDROME"  
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Spontaneous bacterial peritonitis (SBP) is the infection of a previously sterile ascitic fluid, with 

no apparent intra-abdominal source of infection. The incidence of SBP in cirrhotic patients 

admitted to hospital with ascites has been estimated to range between 7% and 23%. The 

diagnosis is established on the basis of clinical signs and symptoms and/or a polymorphonuclear 

cell count in ascitic fluid higher than 250 cells/mm{\up6 3}. This diagnosis is confirmed by a 

positive culture in approximately 60% of the cases. The remaining 40% are considered culture 

negative SBP but are empirically treated with antibiotics because severe peritonitis and death 

may follow if these patients are not treated. The outcome of cirrhotic patients with SBP has 

dramatically improved during the last 20 years. In studies published before 1980, the rate of SBP 

resolution ranged between 25% and 50% and the survival of patients ranged between 0% and 

20%. The corresponding values in the latest studies are 70%-90% and 50%-70%, respectively. 

Early diagnosis of SBP due to a better knowledge of the signs and symptoms associated with the 

infection, the routine use of diagnostic paracentesis in patients admitted to hospital with ascites 

and, specially, the use of a more adequate antibiotic therapy are the most likely reasons for this 

improvement in prognosis. }" "SPONTANEOUS BACTERIAL PERITONITIS"  
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{ Background and aim:} Nitric oxide(NO) plays a key role in the regulation of the hepatic blood 

flow.Inadequate production of endothelial NO synthase inside the liver may lead to portal 

hypertension(PH).In this study we aimed to control portal pressure(PP) in CCl4-cirrhotic rats by 

transfecting the liver with adenoviral vector carrying ceNOS cDNA(AdceNOS).  

{ Material and methods:} In Wistar rats cirrhosis was induced by intragastric CCl4 

administration. Animals were divided into 2 groups. First group: sham operated rats(n=9) and 

CCl4-cirrhotic(n=9) were used as a control.Second group: CCl4-cirrhotic animals received 

AdceNOS(n=9) or naked adenovirus AdRR5(n=9).PP was measured prior and after gene 

transfer.Immunostaining (IS) and Western blot(WB) for ceNOS,NOS activity(3H L-citrulline 

production) and cGMP assays were performed on liver samples at baseline in the first group and 

3 weeks after viral administration in second.  

{ Results:} In comparison to normal animals CCl4-cirrhotic rats have a higher PP(11.7+2.0 vs 

5.2+0.4 mmHg p<0.001),a less pronounced ceNOS protein expression both in IS and in WB: 3H 

L-citrulline production in cirrhotic animals vs normal control (5.61+1.57 vs 7.72+1.80 

pmol/min/mg protein; p<0.05) and the cGMP level (0.67+0.19 vs 1.22+0.49 pmol/mg protein; 

p<0.05) was also significantly lower.In the AdceNOS transfected rats a significant decrease in 

PP was observed(from 11.9+2.5 to 6.9+0.6 mmHg;p=0.0008) after 3 weeks,this was not 

observed in cirrhotic animals transfected with empty adenovirus AdRR5(9.02+0.63 mmHg, 

NS).In comparison with the non-transfected cirrhotic rats,AdceNOS transfected group showed an 

enhanced ceNOS protein expression, an elevated NOS activity (9.32+2.21 pmol/min/mg 

prot,p<0.05) and an increased cGMP level(1.52+0.91 pmol/mg prot,p<0.05).In AdRR5 treated 

group NOS activity and cGMP production was 6.64+1.07 pmol/min/mg prot and 1.26+0.28 

pmol/mg prot, respectively.  

{ Conclusions:} Gene transfer with ceNOS enhances ceNOS protein and the local production of 

NO in the liver and diminishes portal pressure for at least 3 weeks. These data further provide 

evidence that portal hypertension in the cirrhotic liver is at least partly due to the insufficient 

production of NO by endothelial cells and can be manipulated using gene transfer technique. }" 

"CENOS GENE TRANSFER DECREASES PORTAL HYPERTENSION AND ENHANCES 

HEPATIC CENOS PROTEIN AND NO PRODUCTION FOR AT LEAST 3 WEEKS IN THE 

CCL4 CIRRHOTIC RATS"  
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Hepatotoxicity of alcohol is linked to its metabolism through alcohol dehydrogenase (with 

associated redox shift and metabolic disturbances such as steatosis) and the microsomal ethanol 

oxidizing system (MEOS). Both produce acetaldehyde, injurious to mitochondria. MEOS 

comprises the highly inducible cytochrome P4502E1, which generates toxic free radicals. 

Glutathione protects against this oxidative stress but it can be overwhelmed, especially since it 

has as precursor S-adenosylmethionine (SAMe), which becomes depleted because the enzyme 

that activates methionine to SAMe is depressed in liver disease. SAMe administration corrected 

mitochondrial damage in baboons fed alcohol (Lieber et al, 1990) and it extended survival of 

patients with cirrhosis (Mato et al, 1999). SAMe also methylates phosphatidylethanolamine to 

phosphatidylcholine (PC), the backbone of membranes. Because this methyltransferase is 

depressed by alcohol, membrane damage ensues, with deficiencies of associated enzymes such 

as cytochrome C oxidase, key to mitochondrial energy production. Replenishment of PC with the 

soybean extract polyenylphosphatidylcholine (PPC) corrected the deficiency, prevented 

oxidative stress and the development of cirrhosis in baboons (Lieber et al, 1994; 1997). These 

effects were confirmed by a preliminary double-blind trial in 18 alcoholics with significant liver 

injury (including fibrosis). They were given daily for 2 years 4.5 g of PPC, donated by Rhone-

Poulenc Rorer. PPC prevented the rise of markers of oxidative stress (4-hydroxynonenal, F2-

isoprostanes and malondialdehyde); liver fibrosis progressed in 5 of 9 placebo-treated, with no 

change or regression in the 9 subjects given PPC (p < 0.02).  

{ Conclusions:} Judicious repletion of SAMe and PC prevents liver injury from alcohol. }" 

"ALCOHOL AND THE LIVER: NEW INSIGHTS IN PATHOGENESIS RESULT IN BETTER 

TREATMENT"  
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{ Background:} The discovery of the candidate gene for intestinal iron absorption, now called 

DMT-1 (divalent metal transporter), has provided a direct method to assess if the iron overload 

in HH (hereditary haemochromatosis) occurs as a result of increased expression of this DMT-1 

gene.  

{ Objective:} We investigated the influence of [1] body iron stores and [2] the mutations 

described in the Hfe gene (C282Y and H63D), on the expression of DMT-1 in human 

duodenum.  

{ Methods:} Small bowel biopsies were obtained at upper GI endoscopy from a total of 34 

patients with various disorders of iron metabolism. The group comprised 14 HH patients (C282Y 

and non-C282Y homozygotes), 10 patients with iron deficiency anaemia and 10 controls, all of 

whom were genotyped for both C282Y and H63D mutations. Body iron stores were assessed by 

serum iron, ferritin and transferrin saturation. Total RNA was isolated from tissue and amplified 

via RT-PCR for DMT-1 and the internal control GAPDH. DMT-1 mRNA was quantified via 

densiometric scanning of ethidium bromide stained gels (Stratagene - Eagle Eye II). Data for 

DMT-1 mRNA was normalised to that of GAPDH for each individual.  

{ Results:} DMT-1 expression was increased in the iron deficiency patients when compared to 

controls and was greater in patients with chronic iron deficiency anaemia than those with acute 

anaemia (i.e. acute GI bleed). Heterozygosity for C282Y or H63D did not alter DMT-1 

expression. In HH patients, DMT-1 upregulation was evident in C282Y homozygous (n=12) and 

non-C282Y homozygous (n=1) HH patients, but not compound heterozygotes (n=1). In C282Y 

homozygotes DMT-1 expression was independent of iron status (i.e. increased in both iron 

overloaded and iron depleted patients).  

{ Conclusions:} Enhanced expression of DMT-1 mRNA mediates the increased iron absorption 

as a physiological response to iron deficiency. Duodenal DMT-1 mRNA expression is 

upregulated in the majority of HH patients despite adequate plasma iron stores, supporting the 

hypothesis of intracellular enterocytic iron depletion in HH. DMT-1 upregulation does not 

appear to be the final common pathway in all cases of HH where alternative mechanisms 

facilitating hepatic iron overload should be considered. }" "EFFECTS OF HFE MUTATIONS 

AND BODY IRON STORES ON DMT-1 EXPRESSION IN A COHORT OF WELL DEFINED 

HEREDITARY HAEMOCHROMATOSIS PATIENTS"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 28/03#" " Abstract: 28/03 0 Citation: Gut 2000; 47(Suppl III): 

A17 HEPATIC STELLATE CELLS ACTIVATION, ABNORMAL COLLAGEN 

DEPOSITION AND EXCESS IRON INTO HEPATOCYTES DURING CHRONIC VIRAL 

DISEASE  

Fabio Grizzi{\up6 1,2}, Giorgia Ceva-Grimaldi{\up6 2,3}, Massimo Roncalli{\up6 3}, Nicola 

Dioguardi{\up6 1,2} 

\i 
1
 Scientific Direction, Istituto Clinico Humanitas, Rozzano, Milan, Italy; {\up6 2} Fondazione 

Michele Rodriguez, Istituto per le Misure Quantitative in Medicina, Milan, Italy; {\up6 3} 

Department of Pathology, Istituto Clinico Humanitas, Rozzano, Milan, Italy  

{ Background:} Abnormal accumulation of extracellular matrix (ECM) proteins represent the 

common response of the liver to a chronic insult. One of the causes of increased ECM synthesis 

in the liver is the overload of metals. Although different types of liver cells have the capacity to 

synthesise ECM proteins, activated hepatic stellate cells (HSC) are currently considered the main 

connective tissue producing cells in liver.  

{ Aim:} To investigate the relationship among activated HSC, collagen deposition and excessive 

iron into hepatocytes in patients affected by hepatitis C-virus related diseases.  

{ Methods:} Standard liver biopsy specimens were obtained from 20 patients with hepatitis C-

virus related diseases and an excessive iron into hepatocytes. Three \'b5m-thick sections were cut 

and stained for iron and collagen. Activated HSC were identified with a monoclonal antibody 

raised against {\f1 a}-smooth muscle actin using an immunohistochemical avidin-biotin 

peroxidase complex technique. Collagen and iron amounts and the number of activated HSC 

were evaluated using a computer-assisted image analysis system. Stage and grade were scored by 

two independent observers using Knodells scoring system.  

{ Results:} The number of activated HSC did not correlate with the amount of iron overload into 

hepatocytes. A major number of activated HSCs were present in tissues with an higher 

inflammation score (periportal hepatitis, focal necrosis, and portal inflammation) and 

contemporarely low amount of collagen fibres.  

{ Conclusions:} HSC activation, proliferation, migration occur in response to cytokines and 

growth factors, locally release as part of the inflammatory component of the tissue repair 

process. Further studies are necessary to investigate the relationship between HSC activation 

process, inflammatory response and viral infection in patients affected by chronic viral liver 

disease with or without an excessive iron into hepatocytes. }" "HEPATIC STELLATE CELLS 

ACTIVATION, ABNORMAL COLLAGEN DEPOSITION AND EXCESS IRON INTO 

HEPATOCYTES DURING CHRONIC VIRAL DISEASE"  
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{ Background / aims:} Nonalcoholic steatohepatitis (NASH) has often been described in obese 

females with diabetes and/or hyperlipidemia. The aim of this study was to evaluate the clinical, 

biochemical, and histological profile of NASH.  

{ Materials and methods:} 38 patients with persistently elevated ALT (>40 IU/L) for >6 months 

with no history of significant alcohol and negative serological work-up for HBV, HCV, and HIV 

were enrolled. 20 patients were diagnosed as NASH based on clinical, biochemical, and 

histological profile.  

{ Results:} Of the 20 patients with NASH, 19 were male and one was female, averaging 33 

years. Three (15%) patients had obesity, six (30%) had hyperlipidemia and one (5%) patient had 

impaired glucose tolerance. Ten (50%) patients presented with pain right hypochondrium, two 

(10%) with fatigue and weakness and eight (40%) were asymptomatic. None of the patients had 

evidence of portal hypertension or liver cell failure. Mild elevation of ALT was the most 

common (90%) biochemical abnormality. Eighteen of the 20 patients had ALT/AST ratio >1.0. 

None had hepatic iron overload. Liver histology revealed macrovesicular steatosis in all with 

mild inflammatory activity in the majority (70%). Fibrosis was seen in 10 (50%) patients; portal 

fibrosis in five, periportal in two and bridging in three patients. None of the patients had features 

of cirrhosis.  

{ Conclusions:} Our results demonstrate that NASH (i) is often seen in males, in the absence of 

obesity, diabetes and hyperlipidemia (ii) should be considered a distinct possibility in patients 

with persistently elevated transaminases and negative serological work-up for HBV and HCV. }" 

"CLINICAL, BIOCHEMICAL AND HISTOLOGICAL PROFILE OF NONALCOHOLIC 

STEATOHEPATITIS"  
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{ Introduction:} Wilsons disease is an autosomal recessive disease leading to accumulation of 

excessive copper in body.  

{ Methods:} Over 10 years period (1989-1999), 84 patients with Wilsons disease were studied in 

5 university referral hospitals in Tehran and Shiraz. The diagnosis was based on the clinical 

manifestations, positive history of the disease in first degree relatives, ruling out other causes, 

and positive lab investigations such as abnormal liver function tests, serum ceuloplasmin level 

below 20 mg/dl, urinary copper levels above 100 mg/dl, presence of Kayser-Fleischer ring.  

{ Results:} Of 84 patients diagnosed, 64.3 % (54 patients) were male and 37.7% (30 patients) 

were female and mean age was 27 years(4-50y"")Out of the 84 patients under study, 

58(69%)showed positive Kayser-Fleisher ring. Amongst these, 10(91%) of the 11 patients 

showing pure neurogical signs had K.F.R. This signs was also seen in 25(67.5 %) of the 37 

chronic liver disease pationts,5(55.6 %) of the 9 acute hepatitis patients 9(90%) of the 10 

hepatocerebral patients and 9 (52.9%) of the 17 siblings, 60 % of patients had an affected first 

degree relative. 37 cases were diagnosed while being evaluated for chronic liver disease and 9 

presented with acute hepatitis. Neurologic involvement was the only presentation in 11 patients. 

10 cases had both hepatic and neurologic involvement and 17 others were diagnosed with 

screening tests. In 68 % of patients 24 hours uring copper was more then 100 mg.. The Patients 

were treated by a daily dose of 1-2 gr of D- penicillamine. Mortality rate related to Wilsons was 

10% over 10 years. 

{ Conclusion:}  According to our data Wilsons disease should be considered in all young 

patients presenting with acute or chronic liver disease and negative viral markers. The most 

common abdominal findings were splenomegaly & ascitis. }" "CLINICAL AND 

PARACLINICAL MANIFESTATIONS OF 84 CASES OF WILSONS DISEASE"  
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The discovery of the {\i HFE} gene and its two main mutations - C282Y and H63D - has 

allowed for a better classification of iron overload syndromes: \'95 { Genetic haemochromatosis} 

refers currently to iron overload related to the {\i HFE} gene, and, in Northern Europe, 

corresponds mainly to C282Y homozygosity. \'95 { Iron overload in non C282Y homozygous 

patients} is usually unrelated to the {\i HFE} gene (except for rare cases of compound 

heterozygosity), and can be classified as either hereditary or secondary conditions. \'95 {\i 

Inherited disorders} of iron metabolism comprise juvenile haemochromatosis related to a gene 

located on chromosome 1, congenital atransferrinemia, hereditary aceruloplasminemia, and 

African iron overload. \'95 {\i Secondary iron overload syndromes} are related to excessive iron 

supplementation, haematological disorders (dysmyelopoiesis and, rarely, chronic hemolysis), 

chronic liver disorders, especially end-stage cirrhosis, porphyria cutanea tarda, and insulin 

resistance - associated hepatic iron overload (IR-HIO). Currently, IR-HIO accounts for most 

cases of iron overload. This syndrome is found in middle-aged nonalcoholic males who present 

with hyperferritinemia and, usually, normal transferrin saturation. It corresponds to moderate and 

mixed hepatic iron overload associated with various components of the insulin resistance (or 

polymetabolic) syndrome (overweight, arterial hypertension, type 2 diabete and hyperlipidemia). 

IR-HIO encompasses cases of iron excess associated with nonalcoholic steatohepatitis. Whether 

{\i HFE} mutations may modulate the clinical and biological expression of secondary iron 

overload syndromes remains debated. }" "IRON OVERLOAD SYNDROMES UNRELATED 

TO HFE MUTATIONS"  
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Several new concepts and criteria in diagnostic liver histopathology have been developed or 

further consolidated during the last decade. Progress in diagnostic immunohistochemistry and in 

situ hybridization are obvious examples. But some topics in hepatic histopathology have been 

particularly subject to notable change and improvement. The following non-exhaustive list gives 

an approximation of progress in the last ten years or so. \'95 A new classification of chronic 

hepatitis, comprising confirmation of the diagnosis, consideration of aetiology, grading of 

disease severity and staging of disease progression. The same principles are applicable to other 

chronic liver diseases. \'95 Recognition of ``ductal plate malformation as a basic morphological 

component in congenital diseases of the intrahepatic bile ducts. \'95 Separate consideration of 

bilirubinostasis and cholate stasis as useful histopathological criteria with different implications 

in chronic cholestatic liver disease. \'95 Description of microscopic changes in the hepatic 

microvasculature, helpful in the recognition of non-cirrhotic portal hypertension. \'95 Validation 

and consensus about criteria for acute and chronic liver allograft rejection following liver 

transplantation, and recognition of recurrent disease in liver allografts. \'95 Progress in hepatic 

tumour histopathology, including validation of the prognostic value of liver cell dysplasia of the 

large and small cell type, and identification of new tumour entities (progenitor cell tumour, 

malignant perivascular epithelioid cell tumour (PEComa), hepatic rhabdoid tumour ...). }" 

"DEVELOPMENTS IN DIAGNOSTIC LIVER PATHOLOGY"  
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A18 LIVER FIBROSIS  

M. Arthur 

\i University of Southampton, Southampton, United Kingdom  

There have been significant advances in our understanding of the pathogenesis of liver fibrosis. 

Following liver injury, hepatic stellate cells undergo a significant phenotypic change and become 

activated to a profibrogenic myofibroblastic phenotype. This sequence of in vivo events can be 

modelled in cell culture and this methodology combined with studies of fibrotic models and 

human liver disease has led to rapid progress in the field. Major advances have occurred in our 

understanding of the mechanisms of hepatic stellate cell activation and in the role of these cells 

in matrix homeostasis and hepatic inflammation. More recently there has been interest in the 

ultimate fate of these cells following their activation and the recognition of the importance of 

apoptosis of hepatic stellate cells. There is increasing observational and experimental evidence 

for reversibility of liver fibrosis in models of liver injury and in human liver disease. In 

combination these studies have raised the prospect of the development of effective antifibrotic 

therapeutic agents for use in chronic liver disease. The clinical development of novel antifibrotic 

agents will require new methodologies for the rapid and repeated assessment of the extent of 

liver fibrosis. The potential for use of serum markers of liver fibrosis will be discussed. }" 

"LIVER FIBROSIS"  
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A18 NON ALCOHOLIC STEATOHEPATITIS (NASH)  

O. James 

\i Centre for Liver Research, University of Newcastle upon Tyne, United Kingdom  

The term NASH (non alcoholic steatohepatitis) was coined in 1980 by Ludwig and colleagues - 

perhaps NAFL (non alcoholic fatty liver) would be a better acronym since the histological 

spectrum of alcoholic-like but non alcohol related fatty liver ranges from simple fatty change - 

through steatohepatitis, plus or minus necrosis and fibrosis, to cirrhosis with fat. This condition 

is increasingly recognised and diagnosed (now the commonest diagnosis after hepatitis C and B 

in office hepatology practice in N America and parts of Europe) this is both because of increased 

awareness among physicians and a true rise in prevalence associated with rapid increase in 

obesity in the populations of many countries. It may become ``epidemic. We have termed NAFL 

``another disease of overnutrition. NAFL is principally associated with obesity, type 2 diabetes 

(and insulin resistance) and hyperlipidaemia. Symptoms of marked lethargy (30% patients) and 

non specific right abdominal pain (30% patients) are common. Diagnosis is by (1) exclusion of 

other liver diseases, rigorous exclusion of alcohol as a cause (2) persistent elevation of liver 

enzymes (3) ultrasound showing fatty liver (4) liver biopsy for staging and final confirmation. 

Among patients under age 40 the likelihood of significant hepatic steatonecrosis or fibrosis is 

very low, above 40 the presence of type 2 diabetes or BMI > 30 increases the risk of these 

lesions or cirrhosis. It is now postulated that most patients with cryptogenic cirrhosis may have 

had NASH. Sensible weight reduction, control of diabetes/hyperlipideamia and regular exercise 

are probably the treatments of choice at present. }" "NON ALCOHOLIC STEATOHEPATITIS 

(NASH)"  
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A19 MOLECULAR BASIS OF HEPATITIS B AND C-RELATED LIVER 

CARCINOGENESIS  

C. Br\'e9chot 

\i Liver and INSERM U370 Units; Necker Institute; National Reference Center, Necker and 

Pasteur Institutes, Paris, France  

The molecular bases of Hepatitis B (HBV) and C (HCV)-related liver carcinogenesis remains 

debated. Chronic liver inflammation and cirrhosis are major factors but there is evidence for 

biological effects of the HBV and HCV viral proteins which can directly modulate major 

transduction cellular signals controlling cell proliferation, differentiation and viability. { HBV:} 

The virus acts by several synergistic effects: 1. the integration of the viral DNA can induce 

chromosomal instability and thus lead to deletions and translocations. 2. The viral integration 

allows persistent synthesis of the viral HBx and truncated PreS2/S proteins. These proteins 

regulate cell proliferation and viability; in particular, HBx induces, according to the experimental 

conditions employed, either cell cycle acceleration or, instead, G1/S block and apoptosis. In 

addition, mutations identified in the HBx encoding sequences in the tumor cells, as well as 

downregulation of HBx expression in these cells, abrogate the anti-proiferative effects of HBx 

and favor emergence of clonally proliferating cells during HBV chronic carrier state, and 3. the 

viral DNA insertion can induce cis-activation of cellular genes, such as cyclin A2, Retinoic acid 

receptor and, recently, Sarco-endoplasmic reticulum calcium ATPase (SERCA1); thus, the 

search for HBV DNA insertion sites has led to identify previously unknow genes or to identify 

new regulatory mechanisms of known genes, these genes being major regulators of cell 

proliferation, differentiation and viability. In addition, the development of new rapid, Alu-PCR-

based assays, together with the rapid move of the human genome project, has recently allowed us 

to demonstrate that cis-activation should not be viewed in fact as a rare phenomenon. { HCV:} 

There is evidence for a direct interplay between structural (core and E2) and non-structural (NS3, 

NS5A) proteins and the interferon a signalling as well as other transduction networks, such as 

P53, NF-kB etc... NS5A and E2 have been in particular reported to abrogate the biological 

effects of the double-stranded RNA-induced protein kinase (PKR) and thus modulate both the 

antiviral effects of interferon and cell viability but the relevance of these observations is debated. 

HCV core also regulates cell proliferation and viability and there are both in vivo (transgenic 

mice) and in vitro evidences for its direct impact in liver cancer. Moreover, HCV core directly 

induces liver steatosis by impairing VLDL export and associates with ApoAII; these HCV/lipidic 

interactions might modulate both viral particles secretion and, regarding steatosis, fibrosis and 

liver carcinogenesis. { HBV and HCV interactions:} It has been now conclusively shown that 

HBV genome frequently persists despite negativity of usual serological HBV markers; thus, 

coinfection by HBV and HCV is frequent in anti-HCV positive patients with chronic hepatitis 

and HCC; it is therfore likely that both viral infections can act synergistically and cooperate with 

other environmental factors such as alcohol and chemical carcinogens. }" "MOLECULAR 

BASIS OF HEPATITIS B AND C-RELATED LIVER CARCINOGENESIS"  
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A19 EFFECT OF THE ALPHA INTERFERON 2B THERAPY ON THE LIVER FIBROSIS  

Augustin Lenghel 

\i University of Oradea, Oradea, Romania  

{ Aim:} To evidence by histological examination the efficacy of {\f1 a} Interferon 2b ({\f1 a} 

IFN 2b) on the fibrotic degree, in patients with chronic viral hepatitis.  

{ Methods:} We studied 26 patients, 11 with chronic hepatitis B and 15 with chronic hepatitis C, 

diagnosed in our clinic between 1995-1998 and treated with {\f1 a} IFN 2b (Intron A\'ae - 

Schering Plough) 9 MU/week for 6 or 12 months. Ultrasound guided liver biopsies punctions 

were performed before, after 6 or/and 12 months of treatment. The histological examination 

using light microscopy and van Gieson stainning revealed the degree of fibrosis from stage F0 to 

stage F3.  

{ Results:} Favorable response was obtained in 8 (30.7 %) patients who registered a decrease of 

the fibrotic degree; in 3 (11.5 %) patients the fibrossis regressed from F2 or F1 stage to F0 stage 

after 6 months of therapy and in the other 5 (19.2 %) patients the same result was achieved after 

12 months of treatment with {\f1 a} IFN 2b. From the study group, 9.09 % of the patients with 

chronic hepatitis B and 46.6 % of the patients with chronic hepatitis C evidenced a decrease of 

the fibrotic degree after therapy. In 15 (57.6 %) patients the fibrotic degree was not influenced by 

the duration of therapy. In 3 (11.6 %) of cases we observed an increasing of the fibrotic degree 

from the F1 stage to F2 or F3 stage.  

{ Conclusions:} 1. Our study reveals a favorable response in 30.7 % of the patients with chronic 

viral hepatitis treated with {\f1 a} IFN 2b. 2. The favorable antifibrotic effect of the {\f1 a} IFN 

2b treatment is manifest especially in patients with chronic hepatitis C. 3. Prolonged therapy 

duration with {\f1 a} IFN 2b up to 12 months has a favorable effect on the regression of fibrosis 

}" "EFFECT OF THE ALPHA INTERFERON 2B THERAPY ON THE LIVER FIBROSIS"  
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A19 PRIMARY SCLEROSING CHOLANGITIS  

K.M. Boberg 

\i Medical Department, Rikshospitalet, Oslo, Norway  

{ Pathogenesis:} The etiology and pathogenesis of PSC are unknown, but immunologic and 

genetic factors have been implicated. PSC is associated with HLA-B8, -DR3, -DR6, and DR2. 

Association to other genes closely linked to the HLA region is currently investigated. A high 

proportion (approx. 80%) of PSC patients have concurrent inflammatory bowel disease (IBD), 

but the association between PSC and IBD is unexplained.  

{ Diagnosis:} PSC is more prevalent in males than females (male:female ratio 2:1). The median 

age at diagnosis is 30-40 years, but there is a wide range from childhood to older age. About 

50% of the patients are asymptomatic at diagnosis. Immunoglobulin levels are frequently 

elevated, and positive titers of autoantibodies (including p-ANCA) may be detected. No specific 

circulating marker of PSC has been identified. Certain liver histological findings are suggestive 

of PSC, but these are non-specific. The diagnosis is established by typical findings at 

cholangiography. Endoscopic retrograde cholangiography (ERCP) is the traditional diagnostic 

tool, but magnetic resonance cholangiography (MRCP) may become the major diagnostic 

procedure in PSC. Cholangiocarcinoma (CC) develops in 10-20% of the patients. No reliable 

predictors of CC have been identified. Both the cholangiographic and the histopathological 

findings of CC in PSC may be similar to those of PSC without CC. Potential tumor markers need 

to be further investigated.  

{ Treatment:} No medical therapy convincingly delays progression of PSC. Episodes of bacterial 

cholangitis are treated with antibiotics. Endoscopic or radiographic dilatation and stenting of 

major bile duct strictures may relieve symptoms and improve biochemical parameters, but long-

term benefit is uncertain. Liver transplantation is the only curative treatment of PSC. Timing of 

transplantation before development of CC remains a challenge. }" "PRIMARY SCLEROSING 

CHOLANGITIS"  
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A19 AIDS CHOLANGIOPATHY: A GHOST DISEASE  

S. Pol 

\i Unit\'e9 dH\'e9patologie et INSERM U-370, H\'f4pital Necker, Paris, France  

Disorders of the biliary tract in HIV-infected patients consist of AIDS-cholangiopathy and 

acalculous cholecystitis. They were observed in up to 5% of AIDS patients. Patients, mainly 

homosexual men (80-90%) with a mean CD4 cell count of 80/\'b5l, had right upper quadrant or 

epigastric pain (75%), chronic diarrhea (70%), weight loss > 10% (60%), a mild fever (50%) 

with elevated alkaline phosphatase and GGT levels. The most common morphological pattern 

(US, computed tomography, endosonography or endoscopic retrograde 

cholangiopancreatography) was a diffuse (intrahepatic and extra-hepatic) sclerosing cholangitis 

in combination with papillary stenosis but the pattern might be dissociated. Pancreatic 

biochemical and morphological abnormalities were associated in 15% of patients. The etiology 

of AIDS cholangiopathy was infectious: viral (CMV), parasitic (cryptosporidiosis, 

microsporidiosis) or bacillar (M. Kansasii). Acalculous cholecystitis is a similar disease with the 

same clinical and biochemical presentation (thickening of the gallbladder wall, obstruction of the 

cystic duct). Cholecystectomy is curative but AIDS cholangiopathy was usually associated or 

occurred subsequently. AIDS cholangiopathy did not clearly affect the prognosis of these 

severely ill patients; 2 out of 3 died within the next 6 months after the diagnosis by wasting 

syndrome, opportunistic infection or tumor. Specific treatment, based on anti-infectious therapy 

was of limited efficacy; in contrast endoscopic sphincterotomy was clinically efficacious in 85% 

of patients. The pathogeny of AIDS cholangiopathy remains hypothetical including direct biliary 

injury by infectious agents, vascular or toxinic lesions in association with bacterial proliferation 

and immune or immunogenetic mechanisms. While having disappeared with the increasing 

efficacy of antiretroviral treatments, this ghost disease tought us: 1. the predominant infectious 

pathogeny; 2. its potential reversibility after immune restoration; 3. the persisting risk of 

cholangiocarcinoma; all features mimicking primary sclerosing cholangitis. }" "AIDS 

CHOLANGIOPATHY: A GHOST DISEASE"  
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A20 THE LINK BETWEEN PROGRESSIVE FAMILIAL INTRAHEPATIC CHOLESTASIS 

AND INTRAHEPATIC CHOLESTASIS OF PREGNANCY  

E. Jacquemin, D. Cresteil, O. Bernard, M. Hadchouel 

\i Hepatology Unit, Department of Pediatrics, and INSERM U 347, H\'f4pital de Bic\'eatre, Le 

Kremlin Bic\'eatre, France  

Progressive familial intrahepatic cholestasis (PFIC) is a group o autosomal recessive disorders of 

childhood. The first type, called PFIC1, is caused by mutations in the {\i FIC1} gene. This gene 

encodes a P-type ATPase, whose function is unknown, and is also mutated in benign recurrent 

intrahepatic cholestasis (BRIC). The second type, called PFIC2, is caused by mutations in the {\i 

BSEP} gene. {\i BSEP} encodes the ATP-dependent canalicular bile salt export pump (BSEP) of 

human liver. Despite cholestasis, patients with PFIC1 and PFIC2 have normal serum gamma-

glutamyltransferase (GGT) activity. In the third type of PFIC, called PFIC3, serum GGT activity 

is high. A genetic defect in the {\i MDR3} gene underlies PFIC3. MDR3 is a canalicular 

phospholipid translocator involved in biliary phospholipid excretion. Intrahepatic cholestasis of 

pregnancy (ICP) is characterized by the occurrence of cholestasis in pregnancy in women with 

an otherwise normal medical history. Maternal serum total bile salt concentration is raised and 

thought to be due to abnormal canalicular biliary transport. Usually serum GGT activity is within 

the normal range but in a subgroup of women it is increased. Familial cases of ICP have been 

reported as well as cholestasis induced by oral contraceptive pill in non pregnant women who 

suffered previously of ICP or belonging to a family with a history of ICP. This suggests that a 

genetic predisposition may exist in some cases of ICP. The link between PFIC and ICP has been 

made when we have found, within the families of two different children with PFIC3, that 

heterozygous women for {\i MDR3} mutations had experienced recurrent episodes of ICP. 

These familial observations provide arguments for a genetic basis of ICP and may explain the 

aspect of a dominant trait reported previously. Factors, such as female sex hormones, could 

modify {\i MDR3} heterozygous state expressivity and favour the transient decompensation of a 

heterozygous {\i MDR3} defect during pregnancy. As for PFIC3, cholestasis would result from 

the toxicity of bile in which detergent bile salts are not inactivated by phospholipids. This may 

justify to search for a {\i MDR3} mutation in ICP, particularly if serum GGT activity is high. 

These new discoveries on molecular mechanisms of bile secretion also raise the issue whether a 

heterozygous woman for a {\i FIC1} or {\i BSEP} defect may be at risk for ICP. Furthermore, 

BRIC and ICP have been reported in a single kindred suggesting that both cholestatic syndromes 

may be inter-related. It is hypothesized that {\i FIC1} or {\i BSEP} genes could be involved in 

ICP with normal serum GGT activity.  

{ Acknowledgment:} This work was supported by the Assistance Publique-H\'f4pitaux de Paris 

(CRC number 97001), Paris, France. }" "THE LINK BETWEEN PROGRESSIVE FAMILIAL 

INTRAHEPATIC CHOLESTASIS AND INTRAHEPATIC CHOLESTASIS OF 

PREGNANCY"  
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A20 ULTRASOUND: HARMONIC IMAGING AND CONTRAST MEDIA  

Y. Menu, J.-M. Correas 

\i Department of Radiology, Beaujon Hospital, Clichy, France  

Two major technological improvements were introduced in the ultrasound technology in the past 

few years: ultrasound contrast agents (USCA) and harmonic tissue imaging. Contrast-enhanced 

sonography takes advantage from the simultaneous improvements of USCA efficacy and 

imaging sequences with the introduction of dedicated pulse sequences, based on the non linear 

behavior of the microbubbles within the ultrasound field. Two different classes of USCA can be 

identified; agents with a blood pool phase (such as Optison\'ae, SonoVue\'ae, EchoGen\'ae), and 

agents with a liver specific phase that is usually following a blood pool phase (such as 

Levovist\'ae, SonaVist\'ae, Sonazo\'efd\'ae). Despite USCA improvement, new ultrasound 

imaging methods are still required to detect the intra-parenchymal microbubbles. The concept of 

specific pulse sequences rises from the non-linear behavior of the microbubbles. Harmonic 

imaging and pulse inversion imaging are the most promising sequences for tissue contrast 

enhancement. Tissue harmonic imaging raised from the research on USCA sequences. It relies 

on the harmonic response of the tissue, which is extremely reduced in the very near field where 

most of the distortion of the ultrasound field occurs. This technique improves B-mode imaging 

with an increased contrast resolution, particularly between liquid and solid structures. }" 

"ULTRASOUND: HARMONIC IMAGING AND CONTRAST MEDIA"  
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A20 ANIMAL MODELS FOR GENE THERAPY OF PRIMARY AND METASTATIC LIVER 

TUMORS  

J. Prieto, C. Qian, I. Melero, G. Mazzolini, I. Narvaiza, M. Barajas 

\i Division of Hepatology and Gene Therapy, University of Navarra, Pamplona, Spain  

Hepatocellular carcinoma (HCC) and metastatic colon cancer to the liver are difficult neoplasms 

to treat when they are multifocal and not amenable to surgery. These malignancies are resistant 

to chemo and radiotherapy and therefore other therapeutic strategies are urgently needed. Gent 

therapy has emerged as a new and promising approach to treat cancer. Cancer gene therapy is 

based on the use of different therapeutic genes which can be delivered by viral or non viral 

vectors. Therapeutic genes include: 1) suicide genes which transform a nontoxic prodrug in a 

lethal compound in the cell expressing the transgene; 2) genes which stimulate the antitumoral 

immune response; 3) antiangiogenic factors; 4) antisense sequences to block the expression of 

oncogenes and 5) tumor suppressor genes. We have used adenoviral vectors containing the 

suicide gene thymidin kinase (which transforms ganciclovir [GCV] into a toxic phosphorylated 

derivative) driven by universal promoter (CMV) or by tumor specific promoter 

(alphafetoprotein, AFP) to treat experimental HCC in rats. Administration of the adenovirus 

containing thymidin kinase under the control of CMV promoter (AdCMVtk) by intraportal route 

(followed by GCV administration) to rats which developed multifocal HCC after exposure to 

diethylnitrosamine (DENA) was able to eliminate tumoral lesions but at the cost of marked 

hepatic toxicity. This toxic effect might be related to the fact that AdCMVtk allows expression of 

thymidin kinase in both neoplastic and normal hepatocytes thus inducing damage to tumoral 

lesions but also to normal liver parenchyma. In contrast, in a rat model of HCC induced by 

intrahepatic inoculation of syngenic HCC tumor cells expressing AFP, the adenovirus coding for 

thymidin kinase under the drive of AFP promoter (AdAFPtk) induced tumor regression without 

toxicity for normal hepatocytes. Interestingly, in this model AdAFPtk displayed not only less 

toxicity but also a more potent antitumoral effect than AdCMVtk. Also we have employed an 

adenoviral vector expressing IL-12 under the control of CMV promoter (AdCMVIL-12) to treat 

HCC and metastatic colon cancer to the liver. AdCMVIL-12 induced tumor elimination and 

prolonged survival of rats with uninodular HCC implanted in the liver. Interestingly, in animals 

with two tumor nodules treatment of one of them was followed by regression of the two. This 

effect was found to be dependent on enhanced NK activity and antiangiogenic effect in the liver. 

Animals with DENA-induced multifocal HCC also experienced tumor regression and prolonged 

survival after treatment with AdCMVI1-12 given by intraportal route. AdCMVIL-12 was applied 

to therapy of metastatic colon cancer. The model employed was Balb/c mice subjected to 

subcutaneous and/or intrahepatic injection of CT26 cells (syngenic colon cancer cells). 

Subcutaneous tumor nodules regressed after intratumoral injection of AdCMVI1-12. In animals 

with two sc nodules or with a sc nodule and another nodule in the liver, treatment of one sc 

nodule induced regression of the contralateral sc nodule or of the distant liver nodule. These 

effects were associated with increased specific antitumoral CTL activity and were mediated by 

CD8-positive cells. A peak of serum IL-12 was found 3 days after administration of AdCMVIL-

12 and this peak was followed by a rise of interferon gamma at day 6. Since high levels of this 



cytokine might cause systemic toxicity, we developed strategies aiming at increasing the 

antitumoral efficacy of IL-12 without causing toxic side effects. We found that low 

subtherapeutic doses of AdCMVIL-12 together with an adenovirus expressing the chemokine IP-

10 (interferon gamma inducible protein 10) (AdCMVIP-10) resulted in marked antitumoral 

synergism without any toxic effect related to IP-10 expression. Similarly, in order to enhance 

antitumoral activity without causing systemic side effects, we observed that dendritic cells 

transduced with AdCMVIL-12 induced a potent antitumoral immune response leading to tumor 

regression without systemic toxicity. Our data offer substantial promise for clinical application 

of these therapeutic modalities to humans. }" "ANIMAL MODELS FOR GENE THERAPY OF 

PRIMARY AND METASTATIC LIVER TUMORS"  
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A20 NEW TREATMENT MODALITIES FOR HEPATOCELLULAR CANCER  

P.-A. Clavien  

\i Department of Surgery, University of Zurich, Switzerland  

Hepatocellular carcinoma (HCC) has emerged as one of the major complication of chronic liver 

diseases and is increasing in prevalence. The management of HCC is complicated by the 

common association with impaired liver function and vascular invasion. Curative resection or 

liver transplantation, the only approaches with a chance of cure, is feasible in probably less than 

20% of the cases. Systemic chemotherapy and radiation therapy have only limited value. 

Innovative therapies are usually applicable only to non cirrhotic patients or patients with well 

preserved liver function (e.g., Child-Pugh class A), and include techniques of tumor ablation 

such as cryosurgery and radiofrequency, and selective chemotherapy. Other promising 

approaches, although still at the early stage of development, include immunotherapy, gene 

therapy, proapoptotic and antiangiogenic strategies. For example, the use of recombinant p53-

adenovirus has shown promise in preclinical and, more recently, clinical trials. Other studies 

have shown appealing data using NF{\dn6 {\f1 k}}B inhibition with induction of apoptotic cell 

death in malignant cells. Recent studies from our group suggest that chemoembolization 

followed by cryosurgery might be of particular value in a selective group of patients with non 

resectable tumors. In another group of patients with very large HCC, we found that the use of 

selective continuous and bolus intraarterial chemotherapies (FUDR, Cisplatin, Adriamycin) 

through the gastroduodenal artery can downstage non resectable to resectable tumors. In a recent 

pilot study in non cirrhotic patients with unresectable HCC, a curative resection could be 

achieved in more than half of the patients after 3 to 18 months of selective intraarterial 

chemotherapy. In conclusion, while resection and transplantation remain the only established 

therapies for HCC, new promising therapeutic modalities are emerging, which should be studied 

in proper randomized study. Appealing strategies include the possibility to downstage large HCC 

enabling curative resection. Unfortunately, most new approaches are limited in use due to 

concomitant advance liver diseases. In this population the prognosis remains very poor. }" 

"NEW TREATMENT MODALITIES FOR HEPATOCELLULAR CANCER"  
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A21 SURGERY AND TRANSPLANTATION FOR HCC  

H. Bismuth 

\i Universit\'e9 de Paris Sud, H\'f4pital Paul Brousse, Villejuif, France  

Resection and transplantation are the two potentially curative treatments of hepatocellular cancer 

(HCC). Local tumoral destruction (alcoholisation, cryotherapy or radiofrequency) and hepatic 

artery chemoembolisation (TACE) can be used alone for palliation, often percutaneously, or 

combined with resection or transplantation. Resection usually involves patients with cirrhosis, 

portal hypertension and impaired liver function. Intraoperative ultrasound is indispensable for 

localising the segments involved by the tumour, daughter nodules, and any extension via portal 

vein tumour thrombus. The major limitation of segmental surgery for HCC is the 15-25% annual 

risk of recurrence from residual or de novo tumours. In our own series of patients resected for 

HCC, the 5-yr survival is 40%, with disease-free survival at 15%. Liver transplantation offers the 

most complete tumour removal, treats the risks of recurrence and avoids hepatocellular failure 

and portal hypertension. It fails to be curative if extrahepatic spread already exists. In our 

original study comparing resection with transplantation, the 3-yr survivals are significantly better 

(83%) after transplantation for patients with 1 or 2 nodules < 3 cm in diameter. 3-yr survival is 

much lower (44%) for patients with {\f1\'b3}3 nodules, with some >3 cm. The strategy we adopt 

is that patients with 1-2 nodules of HCC < 3 cm in diameter undergo liver transplantation, unless 

there are general contraindications, in which case resection is proposed. To control the tumour, 

chemoembolisation is performed prior to transplantation or resection. Patients with {\f1\'b3}3 

nodules, or nodules > 3 cm in diameter, if they are Child A or B, undergo chemoembolisation 

only. For patients who are Child C, chemoembolisation is contraindicated. When they have only 

a few nodules which are <5 cm, percutaneous local tumoral destruction is used. As early stage 

HCC can only be radically treated screening of the cirrhotic patient at risk is an hopefull help. }" 

"SURGERY AND TRANSPLANTATION FOR HCC"  
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TREATMENT OF ADVANCED SMALL HEPATOCELLULAR CARCINOMA  

Koji Kamada 

\i First Dept. of Internal Medicine, Hiroshima Univ. School of Med, Hiroshima, Japan  

{ Objective:} This study was undertaken to evaluate the long-term efficacy of combination of 

chemoembolization using cisplatin-Lipiodol suspension (CDDP/LPD) and percutaneous ethanol 

injection therapy (PEIT) in the treatment of patients with advanced small hepatocellular 

carcinoma (HCC).  

{ Patients and methods:} 70 patients with HCC less than 3 cm in diameter were enrolled in this 

study from January 1990 to March 2000. The number of nodules was less than three lesions 

(average: 1.6 lesions). The treated HCC nodules were diagnosed of moderately or poorly 

differentiated by fine needle biopsy under ultrasonography, or confirmed as hypervascular by 

angiography. 33 patients were treated with combination therapy (CDDP/LPD+PEIT group) and 

37 patients with chemoembolization alone (CDDP/LPD group). The survival rates of the two 

therapeutic groups of patients were analyzed using Kaplan-Meier methods. There were no 

statistical difference between the two groups in the backgrounds such as tumor progression and 

underlying liver dysfunction.  

{ Results:} The average dosage of CDDP/LPD in the initial treatment was 35 mg/body in 

CDDP/LPD group, while that was 29 mg/body in CDDP/LPD+PEIT group. The amount of 

injected ethanol in the first session ranged from 2 to 42 ml (mean, 16ml) in CDDP/LPD+PEIT 

group. The 1-, 3-, and 5-year survival rates were: 86%, 44%, and 22%, respectively, for 

CDDP/LPD group; and 90%, 66%, and 46%, respectively, for CDDP/LPD+PEIT group. 

CDDP/LPD+PEIT group showed a slightly but not significantly better survival than CDDP/LPD 

group. The 1-, 3-, and 5-year survival rates with a solitary lesion were: 95%, 51%, and 24%, 

respectively, for CDDP/LPD group; and 94%, 71%, and 61%, respectively, for 

CDDP/LPD+PEIT group. With regard to the patients with multiple lesions, the 1-, 3-, and 5-year 

survival rates were: 73%, 33%, and 25%, respectively for CDDP/LPD group; and 87%, 61%, 

and 23%, respectively, for CDDP/LPD+PEIT group. Encountered complications were peritoneal 

bleeding in one patient, and segmental hepatic infarction in two cases in CDDP/LPD+PEIT 

group, and their complications were recovered spontaneously. 

{ Conclusion:}  Combination therapy seems to prolong the prognosis compared with 

chemoembolization alone. Combination therapy is a valuable form of treatment for advanced 

small HCC. }" "COMBINATION OF CHEMOEMBOLIZATION USING CISPLATIN-

LIPIODOL SUSPENSION AND PERCUTANEOUS ETHANOL INJECTION THERAPY IN 

THE TREATMENT OF ADVANCED SMALL HEPATOCELLULAR CARCINOMA"  
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A21 {\i UPDATE} ON THE PATHOGENESIS AND PREVENTION OF GALLBLADDER 

STONES  

R.H. Dowling 

\i Gastroenterology Unit, Guys and St Thomas Hospital Campus, GKT School of Medicine and 

Dentistry, Kings College, London, United Kingdom  

Traditionally, cholesterol-rich gallbladder stones (CH-GBS) form only when three abnormalities 

(the triple defect) co-exist: (i) supersaturation of GB bile with CH, (ii) abnormally rapid 

nucleation/precipitation of CH micro-crystals and (iii) stasis within the GB - due to impaired GB 

emptying and/or crystal trapping by a mucus glycoprotein (MGP) gel on the surface of the GB 

mucosa. This update reviews recent developments in these 3 areas, discusses human ``models of 

GBS disease, stresses the importance of prolonged intestinal transit, and proposes scientifically-

based strategies for preventing GBS formation/recurrence. {\i Biliary CH secretion/saturation.} 

Recent evidence suggests that biliary CH secretion is under both genotypic and phenotypic 

control. This includes studies of: GBS prevalence in first-degree relatives, ``lith genes in inbred 

strains of mice, the importance of mdr-2 and MDR-3 genes in controlling biliary CH and 

phospholipid secretion, and the role of the apolipoprotein, A-4. {\i Nucleation defects.} Of the 

many promoters (n = 15) and inhibitors (n = 6) of micro-crystal precipitation (mainly proteins), 

MGP is the most important pro-nucleator. Its synthesis and secretion are controlled by cyclo-

oxygenase but the role of aspirin/NSAIDs in preventing GBS formation is controversial. {\i GB 

dysmotility.} GB contraction (strips and myocytes) is reduced in patients with CH-GBS - 

perhaps because the GB wall responds to changes in biliary CH saturation by absorbing lipids 

from the GB lumen, thereby changing myocyte membrane composition and contractile function. 

{\i Human models of GBS and biliary sludge.} These include:-(i) high spinal cord injury, (ii) 

TPN, (iii) obesity and rapid weight loss, and (iv) chronic octreotide (OT) treatment. OT inhibits 

meal-stimulated CCK release and ``paralyses the GB. It also induces changes in bile lipid 

composition similar to those seen in spontaneous GBS disease, and it doubles the % deoxycholic 

acid (DCA) in bile - probably as a result of prolonging colonic transit. {\i Role of intestinal 

transit.} Increasing evidence suggests that intestinal, and particularly colonic, transit is prolonged 

in patients with CH-GBS. This allows more time for anaerobic bacterial proliferation in the 

colon which, in turn, leads to increased bacterial enzymatic formation of DCA. Prolonged 

colonic transit also increases intra-colonic pH. This enhances the solubility of the nascent DCA, 

favours its absorption and leads to an increased proportion of DCA in serum, bile and the bile 

acid pool. {\i Prevention strategies.} These can be targeted at:- (i) reducing biliary CH 

secretion/saturation by increasing the % of the hydrophilic bile acids, CDCA and/or UDCA, with 

oral treatment; or by decreasing the % of the hydrophobic bile acid, DCA using various 

manoeuvres (see (iv) below), (ii) increasing the proportion of the anti-nucleators or decreasing 

the proportion of the pro-nucleators (by means unknown), (iii) enhancing GB emptying by using 

GB prokinetics (e.g. CCK, caerulin, erythromycin and aspirin/NSAIDs) or (iv) the multiple 

intestinal defects - prescribing intestinal prokinetics (e.g. cisapride); using broad-spectrum 

antibiotics; manipulating colonic luminal pH (lactulose); or genetically engineering bacterial 



7{\dn6 {\f1 a}}-dehydroxylation and DCA formation. }" "UPDATE ON THE PATHOGENESIS 

AND PREVENTION OF GALLBLADDER STONES"  
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Research, M\'fcnster, Germany  

Sterol carrier protein (Scp2) gene expression appears crucial for hypersecretion of biliary 

cholesterol and cholesterol gallstone for-mation (Biochem J 1998, 336,33). Because gallstones 

form despite Scp2-deficiency (Hepatology 1999, 30, 1077), the aim of this study was to elucidate 

the molecular mechanisms that facilitate biliary secretion of excess cholesterol under these 

conditions. Male gall-stone-susceptible C57BL/6 and Scp2(-/-) mice were fed a low (LC) or high 

cholesterol (HC) diet. Biliary lipid composition of hepatic bile was measured by standard 

methods. Gene expression of lipid regulatory enzymes (Hmgcr, Acat)and cytosolic proteins with 

capacity to bind cholesterol (Scp2, Npc1, Fabpl) were analyzed by RT-PCR, Northern and 

Western Blotting. In Scp2(-/-) mice basal Hmgcr and Fabpl mRNA expression were increased 

(p<0.01) by 60% and 300%, respectively. In response to the HC diet, Acat and Fabpl gene 

expression increased 1,5 and 1,6 fold (p<0.01), whereas no change occured for Npc1. Similar to 

the C57BL/6 strain, Scp2(-/-) mice fed a HC diet failed to down-regulate Hmgcr. Significant 

(p<0.01) elevated biliary cholesterol (26+6\'b5mol/kg/h) and phospholipid (86+26 \'b5mol/kg/h) 

secretion rates and a 4.5 fold increase in bile acid output contributed to cholesterol 

supersaturation. In addition, the bile acid pool became more hydrophobic, reflected by a by 81% 

and 90% decrease of muri- and chenodeoxycholic acid with a concomitant increase in cholic and 

deoxycholic acid, respectively. Scp2 and Fabpl gene expression were similar in C57BL/6 mice 

fed a LC diet. When switched to the HC diet, Fabpl mRNA expression was significantly lower 

compared with Scp2 mRNA expression. We conclude that Scp2 and Fabpl, but not Npc1 are 

critical for hepatocellular cholesterol transport for biliary secretion. Under physiological 

conditions, both contribute equally to cholesterol transport in liver. Scp2 plays a major role in 

transporting excess dietary cholesterol, whereas upregulation of Fabpl compensates for Scp2 

deficiency. Furthermore, this study implicates that a hydrophobic bile acid pool promotes biliary 

cholesterol hypersecretion. }" "FATTY ACID BINDING PROTEIN OF LIVER AND 

GALLSTONE SUSCEPTIBILITY IN MICE - NOVEL INSIGHTS INTO CHOLESTEROL 

TRAFFICKING IN HEPATOCYTES"  
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{ Background:} Fatty acid bile acid conjugates (FABACs) have been shown to delay, reduce and 

prevent cholesterol crystallization in model and human biles. They are absorbed and secreted 

into bile, and prevent cholesterol crystal formation in hamsters and in mice. The aim of the 

present study was to investigate, whether FABACs can also prevent gallstone formation, and/or 

dissolve pre-existing cholesterol crystals in vivo.  

{ Methods:} Gallstone prone inbred mice (C57L) were fed a lithogenic diet. Part of the animals 

received a FABAC (arachidic acid conjugated with cholic acid) in addition to the lithogenic diet 

for various time periods. Animals were sacrificed, and the presence of gallstones was assesses in 

excised gallbladders, while cholesterol crystals were detected in bile by polarizing light 

microscopy.  

{ Results:} After 10 and 14 days all animals on the lithogenic diet had cholesterol crystals in 

their biles, and after 20 days all had cholesterol gallstones within their gallbladders. Mice that 

received in addition to the lithogenic diet 0.5mg or 1.0mg FABAC daily did not have any 

gallstones or cholesterol crystals in their gallbladders on day 20. When administration of 

FABAC (3mg/d) was started after 14 days on the lithogenic diet the percentage of animals with 

crystals in their bile dropped from 100% to 75% and 25% after 14 and 28 days of FABAC 

supplementation, respectively. 

{ Conclusion:}  FABACs prevent the formation of cholesterol gallstones in inbred lithogenic 

mice. FABACs are cholesterol solubilizers, able to dissolve pre-existing crystals in vivo. }" 

"PREVENTION OF CHOLESTEROL GALLSTONE FORMATION IN INBRED MICE 

USING FATTY ACID BILE ACID CONJUGATES"  
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A22 CHOLECYSTECTOMY IS ASSOCIATED WITH A HIGHER RATE OF LONG-TERM 
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ESWL- 

 Luis Carrilho-Ribeiro, David Serra, Ant\'f3nio Pinto-Correia, Jos\'e9 Velosa, Miguel Carneiro 

de Moura 

\i Centre of Gastroenterology, Lithotripsy Unit, University Hospital of Santa Maria, Lisbon, 

Portugal  

{ Background:} there are little data on the quality of life (QOL) of patients after successful 

ESWL of gallbladder stones (GBS) and how it compares with the QOL of patients that 

underwent cholecystectomy (CHOT).  

{ Patients and methods:} 18 consecutive patients that had been rendered stone free in 1992 in our 

Unit and that have not shown recurrence until now were selected. For comparison, 18 

individually matched (sex, age, body mass index and number of GBS) controls were selected 

among the patients that underwent unsuccessful ESWL during the same year, eventually 

undergoing CHOT. Between January and April of 2000, all 36 patients answered a validated 

questionnaire on QOL focusing on digestive complaints: the Gastrointestinal Quality of Life 

Index (GIQLI).  

{ Results:} the overall GIQLI scores for both groups were good: a median of 128 points (out of a 

maximum of 144 points) for the ESWL group vs. a median of 124 points for the CHOT group. 

The slight advantage of the ESWL group was not significant (P = 0.33, paired sign-test). The 

ESWL group scored significantly better in the eight questions regarding dyspeptic complaints (P 

= 0.01, paired sign-test), mainly in the items regarding nausea and need for dietary restriction. 

There were no significant differences in the questions regarding symptoms of GERD, bowel 

complaints or general well being.  

{ Conclusions:} The QOL after either CHOT or ESWL is generally good, but CHOT seems to be 

associated to a higher rate of dyspeptic complaints than ESWL, which preserves the gallbladder. 

Our data lend support to the use of this non-invasive treatment for carefully selected patients. }" 

"CHOLECYSTECTOMY IS ASSOCIATED WITH A HIGHER RATE OF LONG-TERM 

DYSPEPSIA THAN SUCCESSFUL EXTRA-CORPOREAL SHOCK-WAVE LITHOTRIPSY - 

ESWL-"  
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{ Aims:} To evaluate the role of Interleukin 10 (IL-10) during regeneration following acute 

pancreatitis (AP) and in the development of fibrosis following repeated AP in mice.  

{ Methods:} IL-10 KO and C57BL/6 mice were respectively submitted to one cerulein-induced 

AP (5 IP 50 \'b5g/kg cerulein at hourly intervals) and to repeated AP (3 AP/week during 6 

weeks, followed by one week recovery). AP severity was assessed 6 hours after starting cerulein 

injections by serum hydrolases, IL-6 levels and histology. Serum TGF-{\f1 b} levels were also 

measured. Respectively 1, 2 and 7 days following one single AP episode and after repeated AP, 

TGF-{\f1 b} release was measured on serum and its pancreatic expression assessed by 

quantitative RT-PCR and immunohistochemistry staining. Total amount of pancreatic collagen 

was evaluated by picrosirius staining. Severity of chronic lesions was assessed by a semi-

quantitative histologic score. Activated stellate cells were semi-quantitatively dectected using 

immunohistochemistry (desmin + GFAP and {\f1 a}-SMA).  

{ Results:} IL-10 KO mice disclosed statistically more severe AP and higher serum TGF-{\f1 b} 

levels than controls. During regeneration phase, they also disclosed statistically higher increases 

in TGF-{\f1 b} serum levels, pancreas collagen content, intra-acinar and ductal TGF-{\f1 b} 

expression which were observed for both groups of mice after 2 days. After repeated AP, IL-10 

KO mice disclosed significantly more severe histologic lesions and fibrosis. Similarly, TGF-{\f1 

b} serum levels, intra-pancreatic transcription and expression by ductal and interstitial cells were 

significantly higher for IL-10 KO mice. Activation of stellate cells was significantly more 

important for IL-10 KO mice.  

{ Conclusions:} IL-10 modulates regeneration following AP and limits the severity of fibrosis 

and chronic pancreatic lesions induced by repeated AP in mice. }" "INTERLEUKIN 10 

MODULATES REGENERATION FOLLOWING ACUTE PANCREATITIS AND LIMITS 

PANCREATIC FIBROSIS AFTER REPEATED ACUTE PANCREATITIS IN MICE"  
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A22 EARLY IDENTIFICATION AND TREATMENT OF THE HIGHEST RISK PATIENTS 

WITH ACUTE NECROTISING PANCREATITIS Clement Imrie 

\i Glasgow, United Kingdom A major problem highlighted by the final double blind randomised 

study of the platelet activating factor antagonist lexipafant is an overall mortality of between 7 

and 9% from the three study groups of no lexipafant, low dose and high dose therapy. In all 

earlier studies of this agent and also octreotide the control group mortality for patients with an 

admission APACHE score of > 6 was in the region of 16-20%. This last study comprising over 

1,500 patients has highlighted the weakness of over-reliance on the APACHE score to deliver a 

study group with sufficiently severe disease. A re-analysis of 121 consecutive patients included 

from our centre in the lexipafant studies shows that disease severity regrading based on a 

modified Bernard scoring system indicates that there is a dynamic nature to organ failure in this 

disease. This is not recognised by the Atlanta criteria of 1993. We have found within the overall 

group with a high APACHE score that most of the patients who have a significant organ failure 

score (OFS) display this only transiently. Just under 20% of the overall total of patients have a 

persisting or deteriorating OFS and the mortality in this group is over 50%, while a very low 

mortality is found in the remainder. The SIRS response can predetermine the patients who have a 

persistent or deteriorating OFS and this type of grading appears to be superior to all other 

systems. The genetics of whether individual patients relatively overproduce TNF alpha has an 

influence on the risk of developing AP. Once AP has occurred in a patient then those with a 

genetically determined low output of IL10 represent a higher proportion of the patients with the 

severe form of the disease. Naso-enteral feeding is superior to IV feeding and is being 

increasingly employed in the early phase of the management of severe AP. Naso-enteral feeding 

may also enhance the immune response and justify withholding antibiotics until a specific 

infecting agent is identified rather than administering antibiotics prophylactically and increasing 

the risk of infection with rare bacteria or candida species. }" "EARLY IDENTIFICATION AND 

TREATMENT OF THE HIGHEST RISK PATIENTS WITH ACUTE NECROTISING 

PANCREATITIS"  
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A23 ACUTE PANCREATITIS AND ARTIFICIAL NUTRITION: FOR WHOM AND VIA 

WHICH ROUTE?  
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Beaujon, Clichy, France  

Patients with mild acute pancreatitis usually do not need artificial nutrition since they do not 

have increased caloric requirements. It is possible to start refeeding within 10 days as soon as 

pain has disappeared and pancreatic enzyme levels are below 3 times the upper limit of normal. 

Patients with severe acute pancreatitis have increased resting energy expenditure (up to 140% of 

the value predicted by the Harris and Benedict equation) depending on the severity of the bout, 

developments of septic complications, surgical intervention and baseline nutritional status. In 

these patients, artificial nutrition should be started as soon as possible. For a long time, parenteral 

nutrition has been preferred to diminish pancreatic enzyme secretion and to maintain pancreas at 

``rest. Since 1997, many studies have clearly shown that enteral nutrition via a naso-jejunal tube 

is not only feasible and well-tolerated in the vast majority of patients but also may moderate the 

acute phase response, improve disease severity, clinical outcome and lower infectious and total 

complication rates. The possible mechanism which explain the beneficial effect of enteral 

nutrition is the preservation of the intestinal mucosal barrier function against the translocation of 

luminal bacteria and toxins. Enteral nutrition cost is 3 times lower than that of parenteral 

nutrition. Patients with severe acute pancreatitis should be fed as soon as possible by an enteral 

route. }" "ACUTE PANCREATITIS AND ARTIFICIAL NUTRITION: FOR WHOM AND 

VIA WHICH ROUTE?"  
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A23 THE ROLE OF GENE MUTATION IN THE DIFFERENT TYPES OF CHRONIC 

PANCREATITIS  

L. Le Bodic  

\i Facult\'e9 de M\'e9decine de Nantes, France Chronic pancreatitis (CP), be it hereditary, 

idiopathic or alcoholic has generated genetic studies in order to find a physiopathologic 

explanation for the pathologic lesions. Two hypothesis have been proposed. In the first one, the 

sequence ``necrosis-fibrosis is favored: lesions appear as a result of repeated inflammatory bouts. 

The second one supposes a physiopathologic alteration of the pancreatic cell, resulting in 

modified secretions, responsible for obstructing the ducts and producing backward dammage. A 

genetic mutation could be responsible in both hypothesis. In 1996, the localisation of the gene 

and the identification of a mutation in the gene coding cathionic trypsinogen among subjects 

suffering hereditary chronic pancreatitis (HCP) conducted D. Whitcomb et al. to propose an 

hypothesis in which, modified trypsinogen, resitant to inhibiting mechanisms, would be 

responsible for inflammation and necrosis when being activated in the pancreas. This hypothesis 

needs experimental confirmation concerning the mutated protein, in particular, because the 

mutation is not constant. We have found it in half of 20 families presenting HCP and, especially, 

in our exceptional genealogy of more than 80 patients presenting with HCP. On the other hand, 

three other mutations and one deletion in the promoting region have been described, the 

significance of wich remains unknown. The lack of recognised mutations in certain families and 

the presence of unrelated mutations (ie: mutations of the gene encoding the serine protease 

inhibitor), suggests that the hypothesis of the mutation of the cationic trypsinogen is not a 

universal pathologic scheme. We have not found this aberration in the idiopatic or alcoholic 

pancreatitis we have studied. The same can be said of some mutations of cystic pancreatic 

fibrosis discovered among chronic pancreatitis of any origin, which are found inconstantly 

among the explored series. Anyhow, the perfect segregation of mutations and HCP phenotype 

makes improbable the ``neutrality of the mutation. Among families carrying a known mutation, 

it is possible to make a pre-clinic diagnosis. Otherwise, the inconstance of these mutations makes 

impossible to generalise this pathogenic concept to idiopathic or alcoholic CP or even all HCP. 

The multigenic character of the disease is probable. Further exploration of the genome is 

necessary, to bring arguments to a pathogenic approach of CP, arguments in favour of the 

necrosis-fibrosis sequence, but which to our current knowledge, do not exclude other 

physiopathologic mechanisms. }" "THE ROLE OF GENE MUTATION IN THE DIFFERENT 

TYPES OF CHRONIC PANCREATITIS"  
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A23 TROPICAL PANCREATITIS AND FIBRO-CALCULOUS PANCREATIC DIABETES - 

ONE OR TWO DISEASE ENTITIES?  

N. Gyr \i Basel, Switzerland  

Tropical chronic pancreatitis (TCP) characteristically presents as recurrent episodes of severe 

abdominal pain starting in childhood from age 5 to 15. After several years signs of exocrine and 

endocrine dysfunction occur, such as steatorrhea and diabetes mellitus. The disease most 

frequently is seen in Southern India and Sub-Saharan Africa. Known causes of chronic 

pancreatitis like alcohol intake and biliary diseases are not encountered in TCP. The aetiology is 

largely unknown. TCP in summary is a type of idiopathic chronic pancreatitis which presents in 

a similar way as hereditary pancreatitis without the feature of inheritance. Severe destruction of 

the pancreas in the course of chronic pancreatitis regardless of its aetiology eventually leads to 

diabetes mellitus. Diabetes mellitus in chronic pancreatitis of the tropics has been classified by 

diabetologists as a disease of the exocrine pancreas and called fibro-calculous pancreatic diabetes 

(FCPD). A recent classification by the American Diabetes Association has regarded FCPD as a 

straightforward secondary type of diabetes. Nevertheless, comparison between subjects suffering 

from TCP and FCPD with regard to anthropometric values, glycemia status, endocrine function 

and morphology may indicate that pancreatic damage per se cannot be the only factor leading to 

diabetes in this group of patients. We therefore studied exocrine pancreatic function with a 

secretin test and endocrine pancreatic function with argenine stimulation in FCPD and TCP 

subjects without diabetes in Bangladesh. Pronounced exocrine pancreatic dysfunction at the time 

of clinical diagnosis of chronic pancreatitis was found in all patients of both groups. Pancreatic 

{\f1 b}-cell function was significantly different in FCPD and TCP subjects without diabetes, 

while diabetic {\f1 a}-cell function was found to be preserved in both patient groups. It is 

concluded that FCPD does not just represent TCP with secondary diabetes, but rather represents 

a different disease. In FCPD a selective pancreatic {\f1 b}-cell impairment is postulated. Recent 

findings by the group of Whitcomb et al. of mutations in one but not in the other type of 

pancreatitis appear to be consistent with the above concept. Confirmation, however, is necessary. 

P.S.: The work is based on the following paper: ``Diabetes mellitus in tropical chronic 

pancreatitis is not just a secondary type of diabetes by L. Rossi, S. Parvin, Z. Hassan, P. 

Hildebrand, U. Keller, C. Beglinger, L. Ali, N. Gyr, A.K. Azad Khan }" "TROPICAL 

PANCREATITIS AND FIBRO-CALCULOUS PANCREATIC DIABETES - ONE OR TWO 

DISEASE ENTITIES?"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“OR 40/06#" " Abstract: 40/06 0 Citation: Gut 2000; 47(Suppl III): 
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Michael H\'e4fner, Arnulf Ferlitsch, Alexandra Gendo, Rainer Sch\'f6fl, Peter Ferenci 

\i Dept. of Gastroenterology and Hepatology, University of Vienna, Vienna, Austria  

{ Introduction:} The most common inherited disease of the exocrine pancreas is cystic fibrosis. 

Recently, an association between chronic pancreatitis and mutations of the cystic fibrosis 

transmembrane conductance regulator (CFTR) gene has been suggested.  

{ Methods:} We studied 87 patients (range 19- 60 years, median 52 years) suffering from 

chronic pancreatitis. Disease was alcohol related in 38% and idiopathic in 62%. DNA was 

examined using a commercially available strip which covers more than 90% of the mutations 

found in Western Europe (INNO-LiPA CF2 Strip; Innogenetics N.V., Zwijndrecht, Belgium). 

Diagnosis of chronic pancreatitis was either confirmed by endoscopic retrograde 

pancreatography (82%) or magnetic resonance pancreatography (18%).  

{ Results:} We found a total of three mutations (2 patients with DF508, 1 patient with G542X); 

two of the three patients suffered from idiopathic pancreatitis, in one case the disease was 

alcohol related. Two patients smoked more than 10 cigarettes per day. Compared with healthy 

controls, we did not find a higher than expected frequency of CFTR mutations. 

{ Conclusion:}  Mutations of the CFTR gene in patients suffering from chronic pancreatitis seem 

to occur less frequently than suspected by recent publications. Therefore, unselected subjects 

with chronic pancreatitis will not benefit from testing for CFTR mutations. However, further 

studies on patients suffering from idiopathic chronic pancreatitis are needed. }" "MUTATIONS 

OF THE CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR GENE 

IN PATIENTS WITH CHRONIC PANCREATITIS"  
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A24 MODALITIES AND EFFICACY OF ANTI-SECRETORY THERAPY IN GERD BY 

GENERAL PRACTITIONERS - THE REAL LIFE STUDY  

Jan Tack
1
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\i 
1
 KUL Leuven, Leuven, Belgium; {\up6 2} H\'f4pital Erasme - ULB, Brussels, Belgium  

Although several controled trials have established the modalities and the efficacy of anti-

secretory therapy in symptomatic gastro-esophageal reflux disease (GERD), it is unknown to 

what extent this is reflected in the treatment of GERD patients by general practitioners (GPs). 

The aim of the Real Life study was to assess the management and follow-up by GPs of 

consecutive patients suffering from symptomatic GERD.  

{ Methods:} GPs were asked to record demographic data, GERD symptoms, alarm symptoms, 

whether or not an endoscopy was performed and the therapy prescribed for consecutive patients 

suffering from symptomatic GERD. After 4 weeks (visit 2), treatment efficacy was evaluated 

based on the evolution of GERD symptoms. Responders were defined as patients who, after four 

weeks of treatment, had no GERD symptoms in the last seven days before the second visit. In 

case of treatment failure, an endoscopy was recommended.  

{ Results:} A total of 4177 patients (50.3% men, mean age 39.3 years) were enrolled in the study 

by 815 general practitioners. Regular alcohol consumption was present in 9% of the patients, 

34% were smokers and 8% used non-steroidal anti-inflammatory drugs (NSAIDs). Typical 

reflux symptoms were present in 96% of the patients. Alarm symptoms (dysphagia, 

odynophagia, anemia or weight loss) were present in 15.5% of the patients. The majority of 

patients (73.9%) were prescribed the proton pump inhibitor omeprazole, often with dietary 

advice as well. After 4 weeks, 4110 patients were seen by the investigators. 85% of the patients 

were categorized as responders to the treatment. Chances of being a responder were not 

influenced by gender, tobacco use, NSAID intake or dietary measures. The presence of alarm 

symptoms at inclusion increased the probability for a patient not to respond to a 4 week anti-

secretory treatment. In addition, significantly lower rates of response were associated with 

alcohol consumption, failure of a previous GERD treatment and recurrence after previous GERD 

treatment (p<0.05 each). Endoscopy was performed in 521 patients, revealing esophagitis in 

70%, Barrett mucosa in 0.2%, and a peptic ulcer in 6%. Among the 4110 patients present at visit 

2, treatment was continued in only 776 patients (18.8%), in the vast majority (78%) with a 

proton pump inhibitor.  

{ Conclusions:} GPs adequately recognize symptomatic GERD and they obtain excellent 

symptomatic responses after 4 weeks anti-secretory (mainly omeprazole) therapy. Patients with 

alarm symptoms, alcohol consumption, failure of previous GERD treatment or recurrence after 

previous GERD treatment are less likely to respond to symptomatic anti-secretory therapy. In 

these patients, early diagnostic endoscopy is therefore indicated. }" "MODALITIES AND 

EFFICACY OF ANTI-SECRETORY THERAPY IN GERD BY GENERAL PRACTITIONERS 

- THE REAL LIFE STUDY"  
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A24 PATTERNS OF ACID EXPOSURE AT THE GASTRIC CARDIA DURING EPISODES 
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Christine Lim, Lynne Smith, Stuart Riley 

\i Northern General Hospital, Sheffield, UK  

{ Background:} Episodes of gastro-oesophageal reflux are usually associated with low or absent 

gastro-oesophageal barrier pressures. However, on many occasions barrier pressures fall but acid 

reflux does not occur. We have therefore studied patterns of acid exposure at the gastric cardia 

and their relationship to episodes of reflux.  

{ Methods:} Ten asymptomatic volunteers and ten patients with gastro-oesophageal reflux were 

studied. A multi-lumen manometric assembly, incorporating a Dent Sleeve was used to monitor 

oesophageal body, lower oesophageal sphincter (LOS) and gastric pressures and a multi-channel 

pH electrode was used to measure pH at 5cm above and at 2,5 and 10cm below the LOS, for 

30min before and 2 hours after instillation of a test meal.  

{ Results:} 27 episodes of physiological and 182 episodes of pathological reflux were recorded. 

Most of the physiological episodes were associated with TLOSR whereas most of the 

pathological episodes were associated with swallow-related relaxations. At 5 and 10cm below 

the LOS, pH levels were largely below 4, whereas pH was markedly variable at 2cm below the 

LOS (pH<4 = 34.5 (2-100)% in the first post-prandial hour and 22 (2-100)% in the second post- 

prandial hour). TLOSR were twice as likely, and swallow-related relaxations three times as 

likely, to be associated with gastro-oesophageal reflux when pH at the cardia was less than 4. 

Distinctive patterns of acid exposure were seen in the cardia prior to episodes of gastro-

oesophageal reflux.  

{ Conclusions:} The gastric cardia is variably exposed to acid following meal. The factors that 

determine this exposure are not known but the presence of acid at the cardia increases the 

likelihood of both physiological and pathological reflux. }" "PATTERNS OF ACID 

EXPOSURE AT THE GASTRIC CARDIA DURING EPISODES OF GASTRO-

OESOPHAGEAL REFLUX"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 46/04#" " Abstract: 46/04 0 Citation: Gut 2000; 47(Suppl III): 

A24 THE GABA-B RECEPTOR AGONIST BACLOFEN INHIBITS TRANSIENT LOWER 

OESOPHAGEAL SPHINCTER RELAXATIONS AND GASTRO-OESOPHAGEAL REFLUX 

IN PATIENTS WITH REFLUX DISEASE  
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The GABA-B receptor agonist, baclofen has been shown to inhibit transient LOS relaxations 

(TLOSRs) and gastro-oesophageal reflux in dogs, ferrets and normal human subjects. Whether 

baclofen also inhibits TLOSRs and reflux in patients with reflux disease is unknown. The aim of 

this study was to investigate the effects of baclofen on post-prandial TLOSRs and reflux in 

patients with reflux disease.  

{ Methods:} In 20 patients with reflux disease, oesophageal motility and pH were measured in 

the sitting position for 3 hours after a 3000kJ mixed nutrient meal. On separate days at least 1 

week apart, baclofen, 40mg p.o. stat or placebo were given 90 min before the meal.  

{ Results:} Baclofen reduced the rate of TLOSRs by 40% and increased basal LOS pressure 

from 90 to 180 min after the meal. Baclofen also reduced the rate of reflux episodes by 44%, 

largely due to a decrease in the number of TLOSRs, but had no effect on post-prandial 

oesophageal acid exposure. Baclofen did not affect acid clearance or primary peristalsis. 

\tx2535\tx3930\tx5280\tx5865\tx8150\fs4 \ul *Mean±SEM, {\up6 †} Med Placebo Baclofen p 

(IQR) \tab \tab \tab \tab Reflux episodes (No./3h){\up6 †} 9.0 (4.5-11.5) 5.0 (2-9) <0.05 

TLOSRs (No./3h){\up6 †} 15.0 (14-18) 9 (6-13) <0.0002 Acid exposure (%){\up6 †} 6.5 (4-20) 

5.5 (1-16.5) ns Acid clearance (s){\up6 †} 105 (48-121) 134 (61-210) ns Basal LOS pressure 

(mmHg)* 0-90 min 3.7±0.3 3.9±0.2 ns 91-180 min 4.6±0.3 7.9±0.3 <0.005 \tab \tab \tab \tab 

d\fs20  

{ Conclusions:} In patients with gastro-oesophageal reflux disease, the GABA{\dn6 B} receptor 

agonist, baclofen significantly inhibits reflux by inhibition of transient LOS relaxations. These 

findings suggest that GABA{\dn6 B} receptor agonists may be useful for the management of 

reflux disease. }" "THE GABA-B RECEPTOR AGONIST BACLOFEN INHIBITS 

TRANSIENT LOWER OESOPHAGEAL SPHINCTER RELAXATIONS AND GASTRO-

OESOPHAGEAL REFLUX IN PATIENTS WITH REFLUX DISEASE"  
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{ Introduction:} An explanation for the dramatic increase in Barretts oesophagus and 

oesophageal carcinoma in the Western world is unlikely while the cellular patho-physiology of 

oesophageal mucosa is poorly defined. Fluid phase endocytosis is a highly conserved 

constitutive process involving integrated cellular activity and ATP production which may 

provide insight into cellular changes in this disease. We have demonstrated up-regulation of fluid 

phase endocytosis in inflammation but the control processes are not yet identified. This current 

report describes the effects of epidermal growth factor, a protective agent secreted in saliva, 

alginate, a component of some medications used to treat oesophagitis, and gangliosides, 

glycolipids found in the plasma membrane.  

{ Methods:} Two oesophageal adenocarcinoma cell lines and two oesophageal squamous cell 

carcinomas were investigated in cell culture. Cells were incubated with fluorescent microspheres 

(0.02mm) for 1h before quantitation by flow cytometry after quenching of extracellular 

fluorescence by trypan blue that also restricted analysis to viable cells. Pig oesophageal mucosa 

was incubated in an Ussing chamber, also for one hour with microspheres (0.02mm). Tissue was 

then disaggregated to give a single cell suspension which was analysed as for the cell lines.  

{ Results:} \'95 EGF up-regulates fluid phase endocytosis in both pig mucosa and the cell lines. 

\'95 The EGF effect is more marked in squamous carcinoma cells than in adenocarcinoma cells 

\'95 Alginate (2mg/ml) up-regulates fluid phase endocytosis in both pig mucosa and the cell lines 

\'95 Alginate does not up-regulates receptor mediated endocytosis of EGF \'95 Ganglioside GM1 

has limited effect on endocytosis but GM3 prevents the up-regulation initiated by EGF.  

{ Conclusions:} EGF up-regulates fluid phase endocytosis of fluorescent microspheres in 

oesophageal cell lines. This up-regulation may be related to expression of EGF receptor, which is 

over-expressed in the squamous carcinoma cell lines studied. Alginate also up-regulates fluid 

phase endocytosis but has no effect on receptor mediated endocytosis of EGF, indicating that the 

alginate effect is distinct from EGF receptor. GM3 modulates the effect of EGF on endocytosis. 

}" "REGULATION OF ENDOCYTOSIS IN OESOPHAGEAL EPITHELIAL CELLS"  
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A25 IS SURGICAL FUNDOPLICATION ONLY USEFUL IN MEDICALLY CONTROLLED 

PATIENTS WITH GASTRO-ESOPHAGEAL REFLUX?  

F. Berrevoet, P. Pattyn, D. De Looze, U. Hesse, B. de Hemptinne 

\i University Hospital, Ghent, Belgium  

Drugs that reduce gastric acid secretion are currently the most common therapeutic regimen for 

patients with reflux esophagitis. Although laparoscopic fundoplication has been reported to give 

success rates of 78-97%, improvement of quality of life is not always obtained.  

{ Material and methods:} Seventy-five patients were treated surgically for reflux esophagitis. 

Group I (n=15) consisted of patients with no or minimal symptoms of heartburn of dysphagia 

under medical treatment (Visick grade I and II). Group II (n=60) consisted of patients with 

moderate to severe complaints (Visick grade III or IV). Follow-up was monitored at 1 and 6 

months and by questionnaire at time of analysis.  

{ Results:} Mean duration of preoperative pharmacological therapy was 40 months (range 27-60 

months). There were 27 female and 48 male patients. A sliding hiatal hernia was seen in 6 

patients in group I and in 28 in group II (p=ns). Ninety percent of the patients were diagnosed 

having stage II or III esophagitis (no difference between the groups). In all patients pH-study 

confirmed the presence of abnormal reflux. After surgical treatment at 1 month 1 patient (6.7%) 

in group I and 9(15%) (p=0.03) patients in group II had still complaints of pyrosis with need for 

medical therapy. At 6 months this was 2 (14%) versus 11 (18.3%) (p=ns). At time of 

questionnaire (mean follow-up of 42 months) this was 2 (14%) versus 12 (20%) (p=ns). Only 4 

patients in group II (7%) complained of no improvement after surgery at all, versus none in 

group I (p=0.04). In group I all but 3 patients (80%) are without medication (80%) versus 43 

patients (71.7%) in group II (p=ns), while 5 were comfortable with need for medication and 12 

had still complaints despite medical treatment. 

{ Conclusion:}  Antireflux surgery alleviated symptoms of gastro-esophageal reflux and cured 

esophagitis in great majority of cases. Regarding long term results there is no significant 

difference between patients with no or minimal complaints using medical therapy versus patients 

with moderate or severe complaints. }" "IS SURGICAL FUNDOPLICATION ONLY USEFUL 

IN MEDICALLY CONTROLLED PATIENTS WITH GASTRO-ESOPHAGEAL REFLUX?"  
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\i Dpt. of Descriptive Epidemiology, IARC, Lyon, France  

The most employed endoscopic treatment of early gastric cancer is EMR, after submucosal 

saline injection, either with a double channel endoscope or with a cap. EUS helps in assessement 

of submucosal invasion and is proposed to control submucosal injection during the procedure. 

The {\i en bloc} is preferred to the {\i piecemeal} resection. In incomplete resection (25%), 

thermal laser, heater probe, repeated EMR, are used in complement. Most EMR results are in the 

Japanese literature. The procedure has been developed in a country with high incidence of gastric 

cancer and where high grade dysplasia is classified as intramucosal cancer; this plays a major 

role in the relevance of the results. In Japan the indications of EMR are very precise and only for 

the intestinal type of neoplasia: - elevated lesion < 20 mm- depressed lesion without ulcer < 10 

mm. In a National Mass Survey of screening (1995 data file), out of 6718 cases of gastric cancer 

(T1 in 66.7%), surgery was adopted in 88% and endotherapy in only 7%. Most published results 

limit to the description of the EMR procedure and rate of complete resection (75%). Follow up is 

often short, with no average duration and the 5 y survival rate is generally not available. In a 

recent review of Japanese literature (1), 1832 cases are listed, collected in 12 series (including 7 

with over 100 cases each). Follow up data (range 4 months to 11 years) are found in 9 out of 12 

series. Estimation of results are as follows: - complication in 4.8% for bleeding, 1.1% for 

perforation - recurrence in 1.6% - metachronous lesions in 8.1% after an interval of 33 months - 

disease specific survival over 99%. It is concluded that endotherapy has strict but reliable 

indications in the treatment of high grade dysplasia or intramucosal cancer. A strict surveillance 

policy is required to detect either recurrence or metachronous cancer. The risk of evolution 

toward disseminated cancer is near to nil (1 case reported out of 1832) d\plain \s14 \f0\fs16 \i \fi-

1134\li1134\tx1134 Reference:\tab 1. Kojima T et al.. Gastrointest. Endoscopy, 1998, 48, 550-

554 }" "ENDOTHERAPY OF EARLY GASTRIC CANCER: LONG TERM RESULTS"  
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\i On Behalf of the Dutch Gastric Cancer Group; Leiden, Netherlands  

To improve outcome for gastric cancer several trials were undertaken in Western countries. Not 

only the role of extended lymphadenectomy and of extent of gastrectomy (total versus subtotal) 

was therefor analyzed in several prospective randomized trials, but also treatment with 

perioperative chemotherapy and radiotherapy or a combination of these was analyzed recently. 

The first randomized trial dealing with the issue concerning the place of extended lymph node 

dissection (D2) in the treatment of gastric cancer, by Dent et al. (South Africa), was a warning 

against extended lymph node dissection. Two other prospective randomized trials (one in the 

Netherlands by the Dutch Gastric Cancer Group (DGCG), and the other in Great Britain by the 

Medical Research Councel (MRC) comparing D1 and D2 dissection were completed in 1993. In 

the DGCG trial 1078 patients were entered; 711 of these patients underwent a curative resection 

in intent. Strict quality control measures were taken in the DGCG trial to guarantee the intended 

difference between these to resection types. For patients with lymph node metastasis limited to 

the first echelon (N1), those with stage II and IIA disease generally benefit significantly from D2 

dissection. A problem remains, however, in preoperative patient selection for the D2 procedure. 

The DGCG conducted the first randomized trial on neo-adjuvant chemotherapy without 

significant improvement of resectability rate. Thereafter the DGCG joined the MRC trial in 

which an ECF regimen was evaluated. This regimen shows better survival in esophagal cancer, 

whereas the gastric trial (MAGIC) is still ongoing. Patient selection, prognostic factors and the 

use of preoperative chemotherapy will be discussed. }" "GASTRIC CANCER; NEW TRENDS 

IN MANAGEMENT"  
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Several studies have demonstrated a role for cyclooxygenase-2 (COX-2) and prostaglandins in 

promoting dysregulated cell proliferation, tumor growth and metastasis, particularly in the 

gastrointestinal tract. The objectives of this study were to investigate the regulation of COX-2 at 

the transcriptional level in gastric and colon cancer cells. COX-2 promoter activity was measured 

in cancer cell lines of colon (HCA-7, HT-29) and gastric (AGS) origin, using transient 

transfections with 5 deletion constructs of the COX-2 promoter driving luciferase reporter gene 

expression. A series of 8 constructs were used ranging from 50 to 1840 bp upstream from the 

transcriptional start site. The results were corrected for transfection efficiency by co-transfection 

of a pRL vector. In all 3 cell lines, the critical elements were found between 50 and 80 bp 

upstream from the transcription start site. This region contains a CRE binding site. The gastric 

cancer cell line, AGS, expresses minimal levels of COX-2 protein although significantly higher 

levels of promoter activity were observed in these cells. On the other hand, the colon cancer cell 

line HCA-7, and to a lesser extent HT-29 express abundant COX-2 levels yet promoter activity 

was much lower in this cell type. This data suggests that COX-2 is differentially regulated at the 

promoter level in epithelial cancer cells. }" "TRANSCRIPTIONAL REGULATION OF 

CYCLOOXYGENASE-2 IN GASTROINTESTINAL CANCER CELLS"  
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{ Background:} Unfortunately, gastric cancer is usually advanced and consequently mostly not 

curatively resected at diagnosis. Two year survival, even after curative operation, with diffuse 

type, for patients (pts) with T3 and higher tumors is less than 30% if lymph node metastases are 

presented at surgery. Many phase III trials of adjuvant chemotherapy have been conducted so far 

but because of the variety of interpretation and not significantly prolonged survival, this therapy 

needs further investigation.  

{ Methodology:} From January 1997, we conducted study with per oral UFT plus Leukovorin 

(LV) as adjuvant chemotherapy for pts with diffuse type gastric cancer, curatively operated with 

TNM stage II, IIIA and IIIB. In a chemotherapy group (CTG), UFT caps., was given 300 

mg/m{\up6 2} and LV tbl., was given 60 mg/day, 28 days followed by a 7 day rest period, both 

divided in three doses, during one year. The control group (CG) was formed from pts who had 

been operated only, with no differences in clinical and pathological background data between 

two groups. Forty-two pts in CTG and 41 in CG were available to estimate the two year survival.  

{ Results:} Two year survival in CTG (57%) was significantly higher than in CG (26%). Also, 

median survival in CTG was 26,7 months versus 12,1 months in CG. Significant toxicity (WHO 

grade 3 or 4) were: diarrhea in 16 pts. (38,1%), nausea 12 pts (28,6%), oral mucositis 9 (21,4%).  

{ Conclusions:} We can recommend UFT/LV as adjuvant chemotherapy for diffuse type gastric 

cancer in TNM stage II, IIIA and IIIB because of favorable activity, significantly prolonged 

survival and tolerable toxicities. Long time survival will be announced after 5 year observation. 

}" "PROLONGED TWO YEAR SURVIVAL WITH UFT AND LEUKOVORIN AS 
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\i Department of Surgery, Royal Gwent Hospital, Newport, United Kingdom  

{ Aims.} Delays in the diagnosis and treatment of patients with gastric cancer remain common 

and may account for the advanced stage of disease frequently seen in western patients. Blind 

treatment with powerful acid suppressing drugs and tardy referral for open access gastroscopy 

(OAG) have been implicated as contributing to such delays. The aim of this study was to 

examine the relationship between blind acid suppression by the patients General Practitioner 

(GP), delays in diagnosis and outcome.  

{ Methods.} One hundred and thirty eight consecutive patients with gastric cancer [median age 

71 (39-89) yr, 84m] were studied prospectively. Seventy-two of these patients had been treated 

blindly for dyspepsia by their General Practitioners without gastroscopy (42 with proton pump 

inhibitors, 30 with H2 antagonists). The time taken to diagnose gastric cancer was quantified and 

the source of any delay identified.  

{ Results.} \tx2610\tx4290\tx5775\tx8150\fs4 \ul \tab \tab \tab \tab Acid suppression No acid 

suppression \tab \tab \tab Number 72 66 Age yrs 71(39-86) 71 (56-89)* Stage of disease 

I:II:III:IV:X 7:7:26:27:5 2:11:29:24:0 R0 resection n (%) 32 (44%) 28 (42%) Delay from GP 

consultation 15 (2-130) 6 (3-108) * to diagnosis (weeks) No. referred for OAG 25 (18%) 17 

(12.5%) Acute admisssion with 24 (17%) 18 (13%) complications n (%) No. Diagnosed within 4 

weeks 32 (44%) 31 (47%) \tab \tab \tab *Median (range), p=n.s.  

{ Conclusion.} Blind treatment of new onset dyspepsia did not adversely affect outcome for 

patients in terms of the stage of disease at presentation and the numbers of patients undergoing 

potentially curative surgery. However, the 52 per cent of patients who were blindly treated for 

dyspepsia without investigation did suffer a delay in diagnosis, which on average, was at least 

twice as long as the patients who received no acid suppression. }" "BLIND ACID 

SUPPRESSION BEFORE DIAGNOSIS WITH GASTRIC CANCER. DOES IT MATTER?"  
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A26 THE ROLE OF CHEMOTHERAPY IN GASTRIC CANCER  

D. Cunningham 

\i The Royal Marsden Hospital, London, United Kingdom  

Gastric cancer is a chemo-sensitve disease: response rates of 40-50% have been recorded in 2 

large randomised phase III trials for one of the most active regimens, ECF - epirubicin, cisplatin 

and protracted venous infusion 5-fluorouracil. Three large randomised trials have demonstrated a 

survival advantage and quality-of-life benefit for chemotherapy versus best supportive care in 

patients with advanced disease. A small number of patients with locally advanced disease who 

are treated with chemotherapy may undergo sufficient downstaging such that surgery becomes a 

possibility. For patients with localised resectable disease, the survival rates from surgery are 

disappointing. Knowing the response to chemotherapy in the advanced setting, one might expect 

adjuvant chemotherapy to improve survival following surgery by eliminating micrometastatic 

disease, but this has been difficult to prove so far in large randomised trials, probably because the 

regimens used have been sub-optimal. Results presented at the plenary session of this years 

ASCO meeting suggested a survival benefit for adjuvant chemoradiation compared with surgery 

alone, but the radiotherapy component was probably compensating for sub-optimal surgery. The 

results from an ongoing multi-centre MRC phase III trial for patients with resectable disease 

(randomised to surgery alone, or 3 cycles of ECF before and after surgery) should help to make 

more definitive recommendations regarding the role of chemotherapy in localised disease. Newer 

regimens are likely to come in to practice including some of the newer active agents (e.g. the 

taxanes, irinotecan and oxaliplatin). If these show improved activity in advanced disease then 

they too will need to be assessed for their potential benefit as adjuvant treatment. }" "THE ROLE 

OF CHEMOTHERAPY IN GASTRIC CANCER"  
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A26 RECOMMENDATIONS FOR NUTRITIONAL SUPPORT IN DIGESTIVE DISEASE: 

INFLAMMATORY BOWEL DISEASE  

J.A. Walker-Smith 

\i University Department of Paediatric Gastroenterology, Royal Free Campus, London, United 

Kingdom  

For children there is evidence that enteral nutrition is as effective as corticosteroids in the 

induction of clinical remission in Crohns disease. Unlike steroid therapy there are no side effects 

and there is a short term growth advantage. Enteral feeding not only has nutritional benefit but 

there is evidence that polymeric diets may have a specific anti-inflammatory effect. In a study of 

29 consecutive children with active Crohns disease who were treated with a polymeric diet 

(Modulen IBD) as sole nutrition for 8 weeks there was evidence of down-regulation of mucosal 

pro-inflammatory cytokine mRNA. In the ileum there was a fall in interferon {\f1 g} mRNA and 

in the colon interleukin-8 mRNA fell, when studied again after the 8 week period. Furthermore, 

there was a rise in transforming growth factor {\f1 b}1 m RNA in the ileum! In another study the 

tissue metalloproteinase stromelysin-1 in 10 children before and after 8 weeks of enteral 

nutrition with a polymeric diet, there was a complete down-regulation of stromelysin-1 transcrips 

to normal levels{\up6 2}. This provides firm evidence of the effectiveness of enteral feeding in 

induction of a remission of active Crohns disease in childhood. Unfortunately subsequent relapse 

does occur in about 40% in the first year. Whether oral supplementation with enteral feeding 

reduces the risk of relapse awaits evaluation. d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 

Reference:\tab 1. Fell, JME., Paintin, M., Arnaud-Battandier F, Beattie RM, Hollis A, Kitching, 

P. Donnet-Hughes, A, Macdonald TT & Walker-Smith J.A. Mucosal healing and a fall in 

mucosal pro-inflammatory cytokine mRNA induced by specific oral polymeric diet in paediatric 

Crohns disease - Aliment Pharmacol Ther 2000: 14: 281-289 d\plain \s16 \f0\fs16 \i \li1134 2. 

Heuschkel, RB. MacDonald, TT. Monteleone, G. Bajaj-Elliott, M. Walker-Smith, JA. Pender 

SLF. Imbalance of stromelysin-1 and TIMP-1 in the mucosal lesions of children with 

inflammatory bowel disease. {\i Gut 2000; 47: 57-62} }" "RECOMMENDATIONS FOR 

NUTRITIONAL SUPPORT IN DIGESTIVE DISEASE: INFLAMMATORY BOWEL 

DISEASE"  
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A26 PERIOPERATIVE NUTRITION SUPPORT IN (ABDOMINAL) SURGERY  

M.F. von Meyenfeldt 

\i Dept. of Surgery, Univ. Hosp Maastricht, Maastricht, Netherlands  

Approximately 35 prospective randomized trials have been performed to investigate the clinical 

efficacy of perioperative nutritional support. Many of these trials show minor or major 

deficiencies with regard to trial design or a number of patients included. Therefore several meta 

analyses and combined data analyses have been performed. 13 trials involved preoperative 

parenteral nutrition. Patients in those trials were moderately malnourished and received between 

7 to 10 days prior to surgery parenteral nutrition support. The majority of these trials documented 

an often significant decrease of postoperative complications. When these results were pooled the 

total parenteral nutrition support turned out to decrease the overall risk of postoperative 

complications by approximately 10%. No effect on postoperative mortality was documented. 

Nine prospective randomized clinical trials investigated the effect of parenteral nutrition support 

in the immediate postoperative period. Again mostly moderately malnourished patients were 

studied. In several trials a clear increase of postoperative infectious complications was noted. 

The overall analysis indicated an increased risk of postoperative complications while 

approximately 10%. Again no effect on postoperative mortality was documented. With regard to 

the use of enteral nutrition formula fewer studies have been performed. The 2 studies employing 

preoperative enteral nutrition support documented a tendency towards lower postoperative 

complications. The 4 prospective randomized trials compared early postoperative, mostly tube 

feeding with the usual advancement of oral intake as tolerated by the patient. These trials 

indicated no benefit from early enteral nutrition support compared to the regular oral intake 

resumption. In addition, data from trials investigating the effect of the addition of specific 

nutrients to the enteral formula diet do not support the use of these diets. One trial investigated 

the effect of supplementary tube feeding and found this nutritional regimen to be effective in the 

group described as very thin. The patient group receiving the supplement tube feedings displayed 

a shorter time until weight bearing and independent morbidity were restored and was discharged 

earlier from the hospital. There was a suggestion of decreased mortality that did not reach 

statistical significance.  

{ In Conclusion:} Parenteral nutrition support given to malnourished patients scheduled to 

undergo major GI surgery and given 7 to 10 days before the surgical procedure decreases 

postoperative complications by approximately 10%. Routine use of postoperative parenteral 

nutrition in malnourished patients increases the risk of postoperative complications by 

approximately 10%. The use of artificial nutrition support in patients unable to eat for a long 

period postoperatively is beyond discussion, while the use of specific formula nutrition support 

adding specific nutrients must still be considered experimental and subjected to clinical research. 

}" "PERIOPERATIVE NUTRITION SUPPORT IN (ABDOMINAL) SURGERY"  
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A27 RECOMMENDATIONS FOR NUTRITIONAL SUPPORT IN CANCER PATIENTS  

A. Giacosa 

\i Gastroenterology and Nutrition Unit, National Cancer Institute, Genoa, Italy  

Malnutrition is a frequent finding in cancer patients, due to effects directly or indirectly 

correlated with cancer or to side effects of cancer treatment. In a number of cancer patients 

ranging from 3 to 23% the cause of death is primarly correlated to metabolic and nutritional 

problems. As far as nutritional support is concerned, cancer patients may be classified in 5 major 

groups: a) {\i non-malnourished patients}: in these cases, nutritional support is indicated only 

when starvation is planned for more than 10 days. b) {\i Patients undergoing major 

gastrointestinal (G.I.) surgery with weight loss > 10%}: a pre and post operative nutritional 

support is indicated in order to reduce surgical morbidity. c) {\i Malnourished cancer patients 

undergoing medical treatment}: nutritional support is indicated when malnutrition preventss 

from doing a proper chemo or radiotherapy intervention or when the medical treatment is 

associated with high G.I. toxicity. d) In {\i patients undergoing bone marrow trasplantation}, 

total parenteral nutrititon (TPN) is associated with a better clinical outcome. Glutamine support 

reduces the infection rate and hospital stay. e) In {\i terminal cancer patients} nutritional support 

(and paticularly home artificial nutrition) may be considered when: 1) survival is thought to be 

>2 months; 2) severe associated sympthoms (in particular pain) are missing or are well 

controlled by palliative care; 3) Karnofsky index is higher than 50. In cancer patients, the 

efficacy of nutritional support is limited, being higher in case of intestinal failure or of G.I. 

toxicity after chemo or radiotherapy, while it appears poor in severe cancer cachexia. These 

recommendations follow the guidelines of the Italian Society of Parenteral and Enteral Nutrition 

(http://www.sameint.it/sinpe). }" "RECOMMENDATIONS FOR NUTRITIONAL SUPPORT 

IN CANCER PATIENTS"  
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A27 PROGRESS IN INTESTINAL TRANSPLANTATION  

J. Pirenne 

\i Abdominal Transplant Surgery Department, U.Z. K.U. Leuven, Leuven, Belgium  

Each year, many people die, suffering from an anatomical or functional loss of their intestine; 

these patients would benefit from bowel transplantation; the difficulties of bowel transplantation 

are as follows: (1) the physiological characteristics of the small bowel, and the fact that 

denervation, lymphatics interruption and ischemia, independently from rejection, may disturb its 

fonction; those changes however are fully reversible, as proved by recent successful bowel 

transplantation between identical twins; (2) secondly, the intestine is septic; thus, its 

transplantation causes major infectious problems; in addition, endotoxin may have 

immunoadjuvant effects and aggravate the immune response; (3) at last, the immunological 

characteristics of the intestinal allograft. Bowel transplantation causes a two-way immunological 

conflict, mostly a severe rejection response, but also a graft-versus-host reaction, similar to that 

observed after bone marrow transplantation; this reaction is caused by the lymphoid tissue 

conveyed within the bowel graft. The introduction of new and more potent immunosuppressive 

agents, in combination with profound antibiotic prophylactic regimens, decontamination 

protocols in both donors and recipients, and vigorous anti-viral protection (against 

cytomegalovirus and Epstein-Barr virus), have significantly improved the results. Bowel 

transplantation is now a clinical option and a life saving procedure in patients suffering from 

short gut syndrome and who are not tolerating total parenteral nutrition (liver disfunction, sepsis, 

shortage of venous access, ...). The one-year survival rate of intestinal grafts reaches now 70% 

(similar to results of lung transplantation). Still, there is no doubt that, due to its microbiological 

and immunological characteristics, the small bowel remains the most challenging abdominal 

organ to transplant. Development of immunomodulatory strategies and further refinement in 

immunosuppressive protocols are needed before widening indication of intestinal transplantation 

to patients who present no complications of parenteral nutrition (transplantation for quality of 

life). }" "PROGRESS IN INTESTINAL TRANSPLANTATION"  
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A27 GASTRODUODENAL LESIONS INDUCED BY NSAIDS AND ANALGESICS. 

PATHOPHYSIOLOGY AND DIAGNOSIS  

A. Lanas 

\i University Hospital, Zaragoza, Spain  

The most commonly reported gastrointestinal side effect of NSAIDs are the presence of 

abdominal pain or dyspepsia (which is present in 25% of cases), gastric or duodenal ulcers (10-

30% of those using NSAIDs for 6 months) and complications (1%). Well controlled studies have 

shown that the sensitivity of symptoms to predict the presence of gastroduodenal lesions is poor, 

and that NSAID use is associated with both upper and lower gastrointestinal complications. The 

impact of aspirin use in both gastrointestinal bleeding and perforation has been underestimated in 

many studies since aspirin use is not always recalled by patients at the time of hospital 

admission. However, aspirin and other OTC NSAIDs are more frequently used than prescription 

drugs in many countries. Objective testing of aspirin use found that NSAID use was aspirin in 

more than 65% of cases and showed 10-20% more ASA users than history alone. Low-dose 

aspirin (75-300 mg) increases the risk of upper gastrointestinal bleeding from 2.3 to 3.9 fold and 

10-15% of current hospital admission for upper GI bleeding are now associated with chronic 

low-dose aspirin use. NSAIDs also delay healing of peptic ulcers, even to the extent of 

intractability, and may cause recurrence after gastric surgery. It is not clear how lesions and 

complications arise. Most acute clinically irrelevant lesions are induced by a direct, local and 

toxic effect on the mucosa. However, chronic ulcers are probably associated with the systemic 

effect of inhibition of COX, which also explain the increased risk of complications associated 

with the use of parenteral or enteric coated NSAID use. Platelet inhibition is seen as a 

mechanism involved in NSAID-induced gastrointestinal bleeding. In addition to the dose and 

type of the NSAID used, well established risk factors for peptic ulcer complications in NSAID 

users include past ulcer history, age older than 60 and concomitant use of NSAID with 

corticosteroids or anticoagulants and high dose. The role of H. pylori in NSAID users is 

controversial. }" "GASTRODUODENAL LESIONS INDUCED BY NSAIDS AND 

ANALGESICS. PATHOPHYSIOLOGY AND DIAGNOSIS"  
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A27 EFFECTS OF COX-1 AND COX-2 INHIBITORS ON CHRONIC GASTRIC ULCER 

HEALING. INFLAMMATORY RESPONSE AND COX EXPRESSION  
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1
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, Francisco Javier 

Moreno{\up6 2}, Maria Jos\'e9 Mart\'edn
1
 

\i 
1
 Dept. of Pharmacology, Faculty of Pharmacy, Seville, Spain; {\up6 2} Dept. of Cellular 

Biology, Faculty of Biology, Seville, Spain  

Prostaglandins derived from the inducible cyclooxygenase, COX-2, play an important role in 

gastric ulcer healing. The question is, whether the new predominant COX-2 inhibitors are really 

safe in conditions of a previously established chronic ulcer.  

{ Aim:} To assess the different healing and biochemical parameters using Piroxicam (PRX), 

predominant COX-1 inhibitor, and the new selective COX-2 inhibitor celecoxib (CLX).  

{ Materials and methods:} After inducing a 5% AcOH chronic gastric ulcer, rats were treated i.g 

during 8 days b.i.d with: vehicle, PRX or CLX. Ulcer index (UI), myeloperoxidase activity 

(MPO) and PGE2 content were measured at the ulcer site and in mucosa around the ulcer crater. 

Histology and immunoreactivity for COX-1 and COX-2 were also studied.  

{ Results:} Both NSAIDs delayed ulcer healing, but without significant differences in UI. MPO 

was significantly higher at the ulcer site than in the surrounding tissue with both drugs 

(p<0.001). PRX increased MPO activity at the ulcer site vs sham significantly (p<0.01), though 

the increase was not significant vs ulcerated control. PRX also showed significant difference in 

MPO values vs CLX in the ulcer area (p<0.05). PGE2 content increased significantly at the ulcer 

site (p<0.01) vs surrounding mucosa of the ulcerated control and this value was in the range of 

normal gastric mucosa. PRX and CLX decreased PGE2 values vs sham but showed no relevant 

changes between ulcerated and surrounding mucosa. Histology confirmed high neutrophil 

infiltration in case of PRX. COX-2 was expressed mainly in superficial mucous cells and 

mucous cells of the foveoles. COX-1 was expressed predominantly in the neck region and 

bottom of gastric glands. COX-2 expression was markedly stronger with PRX and control than 

with CLX. COX-1 expression was high with CLX, similar to ulcerated control, and was very 

weak with PRX.  

{ Conclusions:} PRX and CLX delay ulcer healing, which may be related with a descent in 

PGE2 content and different behaviour in COX-1 and COX-2 expression. Inflammatory responses 

in case of PRX may be also implicated. }" "EFFECTS OF COX-1 AND COX-2 INHIBITORS 

ON CHRONIC GASTRIC ULCER HEALING. INFLAMMATORY RESPONSE AND COX 

EXPRESSION"  
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A28 ROLE OF APOPTOSIS AND HEAT SHOCK PROTEIN 70 (HSP 70) IN THE GASTRIC 
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Med., Cracow, Poland  

Gastric mucosa exhibits the ability to adapt to ulcerogenic action of ASA but the precise role of 

apoptosis, HSP 70 and growth factors such as transforming growth factor alpha (TGF{\f1 a}) in 

this phenomenon has not been fully explained. The aim of this study was to analyse the apoptosis 

rate and to study the expression of apoptosis regulating genes (bax and bcl-2), HSP 70 and 

TGF{\f1 a} in gastric mucosa adapted to ASA.  

{ Methods:} Gastric lesions were produced in Wistar rats by ASA (100 mg/kg in 1.5 ml of 0.2 M 

HCl) applied intragastrically (i.g.) as a single dose every day for 5 days. Control rats were given 

vehicle during 5 consecutive days. Gastric blood flow (GBF) was measured by H{\dn6 2} gas 

clearance technique and mucosal generation of prostaglandin E{\dn6 2} (PGE{\dn6 2}) and 

TGF{\f1 a} was measured by radioimmunoassay. The apoptosis was analysed by means of 

TUNEL method. In addition, the cleavage of poly(ADP-ribose)polymerase (PARP) as a 

hallmark of apoptosis was determined by Western blotting. The gene and protein expression of 

bax, bcl-2 and HSP 70 was assessed in the samples of gastric mucosa by RT-PCR and Western 

blot, respectively.  

{ Results:} ASA applied once produced numerous gastric erosions, but with repeated ASA doses 

for 5 days the adaptation developed, the area of gastric lesions being reduced by ~85% of initial 

value. The adaptation to ASA was associated with a significant increase of GBF and mucosal 

content of TGF{\f1 a} and with a ~90% reduction in PGE{\dn6 2} biosynthesis. The apoptosis 

rate was decreased in gastric mucosa during repeated exposures to ASA and the 85 kD cleavage 

fragment of PARP as a hallmark of apoptosis was not detected by Western blot. During 

adaptation to ASA a significant decrease in bax expression (bax/GAPDH ratio: 0.91 ± 0.08 in the 

vehicle treated mucosa vs. 0.7 ± 0.06 in ASA-adapted mucosa) and only slight increase in bcl-2 

expression was detected on RNA and protein levels. The adaptation to ASA was associated with 

a significant increase of gene and protein expression of HSP 70 and TGF{\f1 a} in gastric 

mucosa.  

{ Conclusions:} Gastric adaptation to aspirin injury involves the increased expression of HSP 70 

and suppression of apoptosis due to the downregulation of bax possibly as a result of 

overexpression of TGF{\f1 a}. }" "ROLE OF APOPTOSIS AND HEAT SHOCK PROTEIN 70 

(HSP 70) IN THE GASTRIC ADAPTATION TO ASPIRIN"  
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{ Background:} Gastrin and prostaglandins (PG) exhibit trophic effect on the gastric mucosa but 

role of COX-2 that derived PG at a site of inflammation, in gastroprotective and ulcer healing 

effects of gastrin remains unknown.  

{ Methods:} Two major series of rats (A&B) were used; in series A, rats were pretreated with 

gastrin (G-17) (1-100 ng/kg i.p.) 30 min prior 75% ethanol and in series B, gastric ulcers were 

induced by serosal application of acetic acid (ulcer area 28 mm{\up6 2}) and G-17 (50 ng/100 

\'b5l) was injected subserosally at day 0 and 2 upon ulcer induction without or with the 

concurrent treatment with Vioxx (5 mg/kg-d i.g.), a selective COX-2 inhibitor. At day 13 and 21, 

the animals were killed and ulcer area was determined by planimetry, the gastric blood flow 

(GBF) at ulcer margin was examined by H{\dn6 2} clearance technique and expression of COX-

1 and COX-2 mRNA was analyzed by RT-PCR.  

{ Results:} G-17 dose-dependently reduced the area of ethanol lesions and raised GBF (series B) 

with the extent similar to those of 8% peptone meal and these effects were significantly 

attenuated by RPR10268, a specific CCK-B receptor antagonist and Vioxx. Gastric ulcers (series 

B) healed progressively being accompanied by the significant rise in the GBF and upregulation 

of COX-2 mRNA but not of COX-1 mRNA at the ulcer margin. Vioxx delayed ulcer healing and 

completely abolished the G-17-induced acceleration of the ulcer healing and an increase in the 

GBF at ulcer margin.  

{ Conclusions:} 1) gastrin exerts a potent gastroprotective activity against ethanol damage due to 

activation of CCK-B receptors and the rise in the GBF; 2) local application of gastrin in the ulcer 

area might offer a new modality for treatment of gastric ulcer; and 3) PG derived from COX-2 

may play an important role in acceleration of the ulcer healing by gastrin. }" 

"GASTROPROTECTIVE AND ULCER HEALING EFFECTS OF GASTRIN INVOLVE THE 
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Helicobacter pylori has been classified by the World Health Organisation as a definite 

carcinogen and is implicated in the development of gastric adenocarcinoma and MALToma. 

Several reports suggest that H. pylori induces cyclooxygenase-2 (COX-2) in gastric mucosa. We 

and others have also recently shown that H. pylori induces COX-1. However, the mechanism of 

induction of either gene is not clear. The COX-2 promoter contains several transcriptional 

regulatory elements including CRE, NF-IL-6, and NF-kB. H. pylori induces translocation of NF-

kB, a transcription factor for COX-2. Elements involved in COX-1 promoter induction are 

unknown. The aim of this study was to explore the regulation of COX-1 and COX-2 by H. pylori 

at a transcriptional level. COX-1 and -2 promoter activities were measured in a cancer cell line 

of gastric origin (AGS) using transient transfections with 5 deletion constructs of the COX-1 and 

-2 promoters driving luciferase reporter gene expression. For COX-1, a 2075 base pair fragment 

was used. For COX-2, eight fragments were used ranging in size from -50 to -1840 base pairs 

upstream of the transcriptional start site. Transfected cells were incubated for 8 hours with live 

H. pylori (strain 60190) at a concentration of 2x108 bacteria per ml. For transfections with the 

COX-1 construct, there was a 31% (± 6.9%) increase in promoter activity (2075 base pair 

construct) for H. pylori treated cells compared with uninfected cells. For all constructs of COX-

2, there was increased expression of the COX-2 promoter in H. pylori treated cells compared 

with uninfected cells. The largest increase occurred in the region of 161 to 326 base pairs. H. 

pylori caused an increase of mean 70% (±4.5%) in COX-2 promoter activity in this region 

compared with uninfected cells. Interestingly, this region contains an NF-kB binding site at -232 

bp. These data are the first to show that H. pylori regulates both COX-1 and COX-2 at a 

transcriptional level. The NF-kB site on the COX-2 promoter at -232 bp may be critical in the 

regulation of COX-2. Sp1 sites on the COX-1 promoter may also be involved. This gives an 

important insight into the possible mechanisms of development of H. pylori-associated disease 

and gastric cancer in particular. }" "REGULATION OF THE PROMOTERS OF BOTH 

CYCLOOXYGENASE-1 AND -2 BY HELICOBACTER PYLORI IN GASTROINTESTINAL 

CANCER CELLS"  
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A28 CLASSIC NSAID AND SELECTIVE CYCLOOXYGENASE (COX)-1 AND COX-2 

PRODUCTS IN HEALING OF CHRONIC GASTRIC ULCERS  
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Nuremberg, Erlangen, Germany  

{ Background:} Prostaglandins (PG) derived from COX-1 are essential for homeostasis but the 

role of COX-2 isoform and cytokines such as IL-1{\f1 b} and TNF{\f1 a} in ulcer healing 

remains unknown.  

{ Methods:} Rats with gastric ulcers produced by serosal application of acetic acid (ulcer area 28 

mm{\up6 2}) were treated either with vehicle (saline), NS-398 and Vioxx (5 mg/kg-d i.g.), both, 

highly specific COX-2 inhibitors, resveratrol (10 mg/kg-d i.g.), a specific COX-1 inhibitor and 

indomethacin (Indo; 5 mg/kg-d i.g), a non-selective COX inhibitor. At day 3-14 alter ulcer 

induction, the area of gastric ulcers was determined by planimetry, gastric blood flow (GBF) at 

ulcer margin was measured by H{\dn6 2} clearance technique and expression of COX-1, COX-

2, IL-1{\f1 b} and TNF{\f1 a} mRNA was assessed by RT-PCR.  

{ Results:} Gastric ulcers healed progressively and the healing was completed within 14 days 

with significant rise in the GBF at ulcer margin. The IL-1{\f1 b}, TNF{\f1 a} and COX-1 

mRNA were detected in intact and ulcerated gastric mucosa, whereas COX-2 mRNA was 

upregulated only in ulcerated mucosa. Indo that suppressed PGE{\dn6 2} generation, reduced 

significantly the rate of ulcer healing and GBF at ulcer margin and further elevated the plasma 

IL-1{\f1 b} and TNF{\f1 a} levels. NS-398, Vioxx and resveratrol delayed ulcer healing and 

attenuated significantly the GBF and PGE{\dn6 2} generation in the ulcerated tissue while 

raising significantly the plasma IL-1{\f1 b} and TNF{\f1 a} levels.  

{ Conclusions:} 1) classic NSAID delay ulcer healing due to suppression of PG, impairment in 

GBF at ulcer area and excessive cytokine expression and release, and 2) this deleterious effect of 

classic NSAID on ulcer healing is mimicked by selective COX-1 and COX-2 inhibitors 

suggesting that both COX isoforms are important sources of PG during healing of pre-existing 

ulcers. }" "CLASSIC NSAID AND SELECTIVE CYCLOOXYGENASE (COX)-1 AND COX-

2 PRODUCTS IN HEALING OF CHRONIC GASTRIC ULCERS"  
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A29 NO-NSAIDS: POTENT ANTI-INFLAMMATORY AND ANALGESIC AGENTS WITH 

GI- AND RENAL-SPARING PROPERTIES  

J. Wallace 

\i Univ. of Calgary, Calgary, Canada  

While nonsteroidal anti-inflammatory drugs (NSAIDs) are extremely useful drugs for the 

treatment of a number of inflammatory conditions as well as for reducing pain and fever, they 

also exert significant toxic effects, particularly in the gastrointestinal tract and kidney. In an 

effort to circumvent such toxicity, a new class of agents called nitric oxide-releasing NSAIDs 

(NO-NSAIDs) were developed. We have extensively characterized the effects of these drugs in 

various inflammatory and pain models, and for toxicity in the GI tract and kidney. NO-NSAIDs 

inhibit prostaglandin synthesis as effectively as the parent drugs. However, NO-NSAIDs have 

substantially reduced ulcerogenic effects in the stomach and intestine. Moreover, while 

conventional NSAIDs interfere with renal blood flow and contribute to the generation of 

hypertension, the NO-NSAIDs do not. Particularly interesting is the observation that NO-

NSAIDs exhibit anti-inflammatory and analgesic effects beyond those of the parent drug. This 

appears to be attributable to the nitric oxide released from the NO-NSAIDs, since a similar 

increase in efficacy can be seen when NO donors are given together with an NSAID. NO-

NSAIDs are well tolerated in animals with pre-existing gastric ulcers, colitis or hypertension, in 

contrast to selective COX-2 inhibitors. Also in contrast to selective COX-2 inhibitors, NO-

NSAIDs exert significant anti-thrombotic effects. NO-NSAIDs represent a significant advance in 

anti-inflammatory and analgesic therapy, not only because of the markedly reduced toxicity, but 

also because of a significant enhancement of efficacy. }" "NO-NSAIDS: POTENT ANTI-

INFLAMMATORY AND ANALGESIC AGENTS WITH GI- AND RENAL-SPARING 

PROPERTIES"  
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A29 {\i H. PYLORI} IN CHILDREN  
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Ladys Hospital for Sick Children, Dublin, Ireland  

{\i H. pylori} is almost always acquired in childhood, and if untreated is usually lifelong. The 

main risk factor for infection is poor socioeconomic conditions in childhood. In developed 

countries, although the overall prevalence of infection in young children is less than 10%, up to 

50% of children living in poor socio-economic conditions are infected. In developing countries 

up to 80% of children under 10 years of age are infected. Cross-sectional studies indicate that the 

incidence of infection is highest in the toddler age group. Adults rarely become infected or 

reinfected with {\i H. pylori.} The only consistent source of H. pylori is the gastric mucosa of 

human beings and some non-human primates. An environmental source of infection has not been 

identified. Person-to-person spread therefore seems to be the most likely mode of transmission. 

Possible routes of transmission are faecal-oral, oral-oral or gastric-oral. If faecal-oral 

transmission is common then outbreaks of infection should occur but there is no evidence for 

this. Furthermore {\i H. pylori} has not been cultured from any water source. Evidence against 

oral-oral transmission is that culture from saliva and from dental plaque has rarely been reported. 

Gastric oral transmission has been postulated in young children where vomiting and 

gastroesophageal reflux are common and {\i H. pylori} has been isolated from vomitus. 

Prospective studies following cohorts of young children and their families are required for a full 

understanding of the epidemiology of {\i H. pylori.} }" "H. PYLORI IN CHILDREN"  
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\i St Georges Hospital Medical School, London, UK  

{ Objective:} There is currently much interest in the relationship between chronic infection and 

coronary heart disease (CHD). Studies have shown that Hp infection is associated with CHD, but 

it is unclear whether this relationship is causal. We conducted an interventional study using 

treatment regimens consisting of antibiotics active against Hp in subjects with acute coronary 

symdromes. The aim was to determine whether eradication of Hp caused reduction in cardiac 

events and alteration of inflammatory markers (CRP and Fibrinogen).  

{ Method:} The study was a double blind, randomised, placebo-controlled trial. Patients 

admitted with acute myocardial infarction (MI) or unstable angina were randomised to receive a 

weeks course of one of three treatment regimens: (1) Azithromycin 500mg od, Metronidazole 

400mg bd, Omeprazole 20mg bd: (2) Amoxycillin 500mg bd, Metronidazole 400mg bd, 

Omeprazole 20mf bd: (3) Placebo. Subjects were followed for 1 year. Cardiac death, surgical 

revascularisation and re-admission with MI or angina were considered as endpoints.  

{ Results:} 325 patients were enrolled. No difference in frequency or timing of endpoints was 

observed between the Amoxycillin and the Azithromycin groups. Combined, both produced a 

15% reduction in all endpoints at week 12 (p=0.034) with respect to the placebo group. This 

reduction persisted at the same level to week 52. The Amoxycillin, but not the Azithromycin, 

regimen caused a significant reduction in Fibrinogen (p=0.017). Hp infection status at entry to 

the study did not affect response to antibiotic treatment. 

{ Conclusion:}  We observed a 15% reduction in cardiac events in patients with acute coronary 

syndromes treated with antibiotics. This supports the infective hypothesis for the aetiology of 

CHD, but the nature of the infection requires further investigation. }" "DOES HELICOBACTER 

PYLORI CAUSE HEART DISEASE"  
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Kim, Young Il Min 

\i Department of Internal Medicine, University of Ulsan College of Medicine, Asan Medical 

Center, Seoul, Korea  

{ Background:} Only a few studies were performed to evaluate the rate of Helicobacter pylori 

(H. pylori) reinfection in developing countries. Furthermore, the relationship between H. pylori 

reinfection and recurrence of gastric ulcer (GU) compared with that of duodenal ulcer (DU) has 

not been clarified yet. Aims: We performed this study to investigate the rate of H. pylori 

reinfection in Korea where the prevalence of H. pylori infection is very high. Taken together, we 

were to evaluate the rate of peptic ulcer (PU) recurrence in patients previously cured of DU and 

GU after eradication of H. pylori. Methods: Four hundred fifty-six patients (M: F=352:104, 

median age 48 yrs) with DU (n=218), GU (n=181), and DU plus GU (n=60) in whom H. pylori 

was eradicated were enrolled to follow-up in this study. Endoscopy was scheduled to study H. 

pylori reinfection and PU recurrence every 12 months or if clinically indicated. H. pylori 

eradication and reinfection were confirmed by CLO test and histology (modified Giemsa stain).  

Results: 1) Two hundred thirty-three patients were followed up for 6 months, 71 for 1 year, 94 

for 2 years, 42 for 3 years, 15 for 4 years, and 1 for 5 years, giving 392 patient-years of follow-

up. A total of 21 H. pylori recurrences were observed (3 at 6 months, 6 at 1 year, 7 at 2 years, 3 

at 3 years, 1 at 4 years, and 1 at 5 years), yielding that the reinfection rate was 5.4% per year. 2) 

The PU recurrence rate in the non-reinfection group was 3.8% (8/208), 3.5% (6/170), and 7.0% 

(4/57) in patients with DU, GU, and DU plus GU, respectively. However, The PU recurrence 

rate in the reinfection group was 80% (8/10), 33.3% (3/9), and 100% (2/2) in patients with DU, 

GU, and DU plus GU, respectively. DU and GU recurrence rates in the non-reinfection group 

were significantly lower than those of the reinfection group (p < 0.001).  

Conclusions: The rate of H. pylori reinfection in Korea is higher than that in western countries. 

Nevertheless, the eradication of H. pylori in PU patients, including GU is of value because of the 

dramatic reduction in PU recurrence after H. pylori eradication in long-term follow-up. }" 

"RECURRENCE RATE OF PEPTIC ULCER IN PATIENTS REINFECTED BY 

HELICOBACTER PYLORI IN KOREA"  
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1
 Ghent University, Merelbeke, Belgium; {\up6 2} Clinique St-Pierre, Ottignies, Belgium; 

{\up6 3} Bayreuth Hospital, Bayreuth, Germany; {\up6 4} Delft Diagnostic Laboratory, Delft, 

The Netherlands; {\up6 5} Nouvelle Clinique de la Basilique, Brussels, Belgium In recent years, 

circumstantial evidence has been provided suggesting that human gastric helicobacter-like 

pathogens other than {\i H. pylori}, also referred to as ``{\i H. heilmannii}-like organisms 

(HHLO), may be transmitted through animals and may represent different Helicobacter species.  

{ Objective:} To determine the presence of gastric {\i Helicobacter} species naturally colonizing 

the stomachs of domestic animals in human ``{\i H. heilmannii} infected stomachs.  

{ Methods:} Gastric paraffin-embedded biopsy specimens of 49 HHLO-infected patients were 

screened with 3 PCR assays targeting the 16S rDNA regions of Helicobacter species 

predominantly colonizing cats, dogs, pigs and cows. Furthermore, the presence of {\i H. pylori} 

was evaluated by multiplex PCR analysis.  

{ Results:} Analysis with the ``{\i Candidatus} Helicobacter suis, ``{\i Candidatus} Helicobacter 

bovis and {\i H. pylori} specific PCR assays revealed a 8.2% (4/49), 2.0% (1/49) and 8.0% 

(4/49) prevalence, respectively. A small 16S rDNA amplimer common for {\i H. bizzozeronii}, 

{\i H. salomonis}, {\i H. felis} (pet carnivore helicobacters) was amplified by PCR from 25 

biopsy specimens (51.0%). Three of these patients had a concomitant infection with H. pylori. 

Two other patients were simultaneously positive for the presence of ``{\i Candidatus} H. suis-

like organisms. 

{ Conclusion:}  These results suggest the presence of different Helicobacter species, naturally 

colonizing the stomachs of domestic animals, in the stomach of patients infected with HHLO. 

Gastric Helicobacter species from dogs and cats are the most prevalent group. These infections 

can coincide with the presence of H. pylori. }" "DETECTION OF HELICOBACTER SPECIES 

FROM DOMESTIC ANIMALS IN H. HEILMANNII-POSITIVE HUMAN GASTRIC BIOPSY 

SPECIMENS BY PCR ANALYSIS"  
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\i Department of Medicine, Changi General Hospital, Singapore, Singapore  

{ Introduction:} {\i H. pylori} infection (especially with CagA positive strain) is believed to be 

associated with an increased risk of developing gastric carcinoma. We have previously 

demonstrated that racial difference in gastric cancer risk in the 3 ethnic groups in Singapore 

(Chinese, Malay and Indians) could be correlated with {\i H. pylori} seroprevalence in the case 

of Chinese and Malays but not in Indians living in Singapore.  

{ Aim:} This study aims to determine if the ethnic difference in gastric cancer risk could be 

explained on the basis of CagA positivity.  

{ Method:} In 1998, a randomized health survey of 11,000 household was conducted in 

Singapore, and 7,000 persons aged 18-69 were invited to participate in a health screening. From 

this group, 50 specimens of blood were taken from each gender and ethnic group from ages 25-

39 yrs and 55-65 yrs. This data was related to the incidence rate of gastric cancer in these ethnic 

groups obtained from the Singapore Cancer Registry using linear regression.  

{ Result:} \tx1545\tx2610\tx3330\tx5040\tx8150 OR of \i H. pylori\i0 by ethnicity & gender 

with Ca Stomach ASR \tab \tab \tab \tab Adjusted Positive OR ASR Ca Stomach 93-97 (%) \tab 

\tab \tab \tab Male Chinese 50 (53.2) 1 25.7 Male Malay 72 (69.9) 0.33 8.40 Male Indian 45 

(48.9) 1.10 6.60 Female Chinese 52 (54.2) 0.99 12.6 Female Malay 88 (73.9) 0.36 6.30 Female 

Indian 50 (54.9) 0.93 4.00 \tab \tab \tab \tab d\fs20 The seroprevalence of CagA was 75.8% in 

Chinese, 93.5% in Malays and 76.1% in Indians and the difference was not statistically 

significant. Chinese and Indians have very similar {\i H. pylori} seroprevalence and CagA but 

quite different cancer rates (Chinese is 3 times more than Indian). 

{ Conclusion:}  It was concluded that the difference in gastric cancer incidence between the 

ethnic groups in Singapore was not due to differences in seroprevalence of CagA. }" 

"SEROPREVALENCE OF H. PYLORI, CagA AND INCIDENCE OF GASTRIC CANCER IN 

A MULTI-ETHNIC POPULATION"  
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A30 HELICOBACTER PYLORI NEGATIVE GASTRODUODENAL ULCERS  
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{ Objective:} (1) To assess the prevalence of HP negative ulcers and the contributing factors. (2) 

To investigate the possible etiologic factors in the absence of HP.  

{ Methods:} The review is based on an analysis of the literature on the basis of PUBMED and on 

the experience of the authors.  

{ Results:} Over time, the proportion of ulcers related to HP seems to be decreasing in different 

countries as well as in our experience. The clinical context is a major determinant. HP is very 

frequent in chronic recurrent ulcers. The prevalence is lower in gastric ulcer, in bleeding ulcers. 

It is not the major cause in acute ulcers, in perforation and in stenosis. The main cause of HP 

negative ulcers is NSAIDs an among them low dose aspirin is a major factor. Another cause is 

false-negative tests for HP: when active gastritis is present on biopsy, HP is likely to be the 

cause. Multiple gastric biopsies are a good basis for an etiologic differential diagnosis. Among 

the other etiologies: other infections (Tbc - syphilis - CMV - {\i Helicobacter Heilmannii} in our 

experience) - hypergastrinemia (ZE) - acid hypersecretion - vascular ischemia - Crohns disease - 

cancer.  

{ Conclusions:} {\i HP} gave us an etiologic perspective in gastroduodenal ulcers. {\i HP} neg 

ulcers are more frequent and require a detailed etiologic inquiry. }" "HELICOBACTER 

PYLORI NEGATIVE GASTRODUODENAL ULCERS"  
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\i 
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 Department of Clinical Pharmacology, Royal College of Surgeons in Ireland, Ireland; {\up6 

2} Beaumont Hospital, Dublin, Ireland; {\up6 3} University Hospital, Nottingham, United 

Kingdom  

Human and animal data have demonstrated H.pylori induced platelet aggregation in gastric 

vasculature, but the mechanism of this interaction is unknown. Clinical studies have suggested a 

possible role for H. pylori in cardiovascular disease. Formation of platelet aggregates may 

contribute to the pathogenesis of H.pylori associated gastric injury and may also explain the link 

with cardiovascular events. Five strains of {\i H. pylori} were evaluated: 60190, 60190 VacA-, 

M99, J104 and Tx30a. 50 ml of bacterial suspension (4x109 CFU/ml) were added to 450 ml of 

platelet rich plasma. {\i H. pylori} strains 60190 and 60190 VacA- induced platelet aggregation 

(mean 56% ± 2% and 58% ± 3% respectively), while the other {\i H. pylori} strains had no 

effect. Platelet glycoprotein (GP) IIb/IIIa antagonists orbofiban and abciximab inhibited 

aggregation, demonstrating that H pylori induced platelet aggregation is mediated by GP IIb/IIIa 

rather than non-specific bacterial agglutination. Platelet GPIb blocking antibodies AN51, AP-1 

and SZ-2 also completely inhibited aggregation whereas Vm16-d had no effect. These antibodies 

bind to different epitopes on the vonWillebrand factor binding site of GPIb. These results 

suggest that the site of the {\i H. pylori}-platelet interaction involves a particular region of 

platelet GPIb. To confirm the role of GPIb, we also examined platelets from a patient with 

Bernard-Soulier syndrome in whom the GPIb was absent and found no aggregation with {\i H. 

pylori} strain 60190. In addition, CHO b-IX cells transfected with GPIba bound {\i H. pylori} 

60190 whereas no binding occurred in mock transfected cells. These results demonstrate that {\i 

H. pylori} induces platelet aggregation, which is strain specific and is initiated via glycoprotein 

Ib but also involves cyclooxygenase-1 and glycoprotein IIb/IIIa. These data support the 

suggestion that {\i H. pylori} induced platelet microthrombi in gastric vasculature may be an 

important early event in gastric injury, possibly with subsequent white cell recruitment. Variation 

in strain pathogenicity of {\i H. pylori} may be related to the ability to induce such vascular 

disturbances. We suggest that certain strains of {\i H. pylori} release or shed proteins that may 

diffuse across the gastric mucosa and cause platelet aggregation in the gastric microvasculature 

via interaction with glycoprotein Ib. }" "MECHANISMS OF PLATELET AGGREGATION 

INDUCED BY HELICOBACTER PYLORI"  
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A31 IDENTIFICATION OF GENES REQUIRED FOR THE SURVIVAL OF 

HELICOBACTER PYLORI IN THE PROLONGED ACID EXPOSURE  

Quanjiang Dong, Colm A. OMorain, Martin Buckley 

\i Dept. of Gastrornterology, Meath and Adelaide Hospital, Dublin, Ireland  

{ Background:} Helicobacter pylori uniquely colonises the acid environment of human stomach. 

The molecular response of H.pylori to such a weak acid environment is unclear.  

{ Aim:} The aim of the present study is to identify the genes of H.pylori involved in the response 

to prolonged weak acid exposure. { Method:} Gene transcripts of H.pylori, grown and passaged 

on pH5.5 and 7.4, were statistically comprehensively analysed by differential display PCR.  

{ Results:} Using 6 pairs of random primers which were specially designed for the prokaryotic 

differential display PCR, about 1800 transcripts were screened which covered all of the encoding 

sequences of H.pylori genome. Eleven candidates appeared to be differentially expressed. These 

cDNA fragments were cut from the gel, re-amplified, subcloned and sequenced. Northern blot 

confirmed that 6 of them were acid inducible and 1 was down-regulated. Sequences comparison 

with gene database available from internet suggested that the acid inducible genes were 

topoisomerase A, translation elongation factorB, galU, ureaseB, flagellinA and a cDNA 

fragment, designed as Srp57, with 34% similarity to a hypothetical protein of E.coli at amino 

acid level. HP0695 encoding a hypothetical membrane integral protein was down-regulated. 

Urease and flagellin protein are two well characterised factors associated with the colonisation 

and virulence of H.pylori. Increased expression of ureB and flaA suggested that prolonged acid 

exposure may increase the virulence of H.pylori. So far, the function of topA, tufB and galU in 

H.pylori is unclear. Studies on other species of bacteria suggested that these three genes are 

essential for the survival and are important for the ability to the cope with stress. Increased 

expression of them in the prolonged acid exposure suggested that they may play an important 

role in the acid survival of H.pylori. The implications of HP0695 and Srp57 in the acid stress of 

H.pylori are unclear. Further studies on them are warranted. 

{ Conclusion:}  Seven genes of H.pylori were identified to be regulated by prolonged acid 

exposure in the present study. These genes may be associated with acid survival. }" 

"IDENTIFICATION OF GENES REQUIRED FOR THE SURVIVAL OF HELICOBACTER 

PYLORI IN THE PROLONGED ACID EXPOSURE"  
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Background Increasing evidence suggests an accelerated development of atrophic gastritis in 

Helicobacter pylori infected patients treated with acid inhibition. The underlying mechanism is 

still unclear. In this study we tested the hypothesis that non-Helicobacter pylori intragastric 

bacterial flora - secondary to acid inhibition - is a cofactor in the development of atrophic 

gastritis.  

{ Methods} A consecutive series of 150 patients on continuous medium-term (6 weeks to 1 year) 

or long-term (longer than 1 year) acid inhibition with either proton pump inhibitors (n=113) or 

histamine2-receptor antagonists (n=37) for gastro-oesophageal reflux disease, and 76 dyspeptic 

patients without acid inhibition (control group) was investigated. Gastric biopsy specimens were 

examined for detection of H.pylori by immunohistochemistry (IMM), of non-H.pylori flora by 

modified Giemsa (according to morphology, location, and negative IMM on the same position) 

and for classification of gastritis (Sydney system).  

{ Results} Patients on acid suppression with either PPIs or H2RAs had a similar prevalence of 

H.pylori infection as non-treated controls, but a higher prevalence of non-H.pylori flora (61.1% 

and 59.5% versus 28.9%, P<0.0001 and P<0.001, respectively). Logistic regression analysis 

identified infection with either H.pylori or with non-H.pylori flora as independent risk factors of 

atrophic gastritis in antrum and corpus (antrum: OR [95%CI], 10.1 [2.1-47.6] and 5.1 [1.1-24.4]; 

corpus: 11.7 [1.4-97.8] and 6.4 [0.8-53.9]). Double infection with H.pylori and non-H.pylori 

flora was associated with markedly increased risk of atrophic gastritis (antrum: OR, 20.3 [4.3-

96.1]; corpus: OR, 20.4 [2.5-168.6]), compatible with a synergistic effect. Risk of corpus 

atrophic gastritis increased with the duration of acid inhibition, from 6.6 % of patients after 1 

year of treatment to 30% of patients after 4 years of treatment (P<0.0001).  

{ Conclusions} In H.pylori infected patients treated long-term with acid inhibition, the additional 

infection with non-H.pylori flora seems to markedly potentiate the risk of atrophic gastritis. In 

H.pylori positive individuals, eradication therapy should therefore be considered prior to the start 

of long-term gastric acid inhibition. }" "DOES DOUBLE INFECTION WITH 

HELICOBACTER PYLORI AND NON-HELICOBACTER PYLORI BACTERIAL FLORA 



ACCELERATE THE DEVELOPMENT OF ATROPHIC GASTRITIS IN PATIENTS 

TREATED WITH GASTRIC ACID INHIBITION?"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 58/05#" " Abstract: 58/05 0 Citation: Gut 2000; 47(Suppl III): 

A31 A LIOPHYLIZED AND INACTIVATED COLTURE OF {\i LACTOBACILLUS 

ACIDOPHILUS} INCREASES {\i HELICOBACTER PYLORI} ERADICATION RATE  

F. Canducci, A. Armuzzi, G. Gasbarrini, A. Gasbarrini 

\i Internal Medicine Department, Catholic University, Rome, Italy  

{ Background:} Acid suppression plus two antibiotics based therapy is considered the reference 

anti-{\i H. pylori} (HP) treatment. Nevertheless, eradication rates are still around 65%-80%. 

Human {\i Lactobacillus acidophilus} has previously been demonstrated to have an {\i in vitro} 

inhibitory effect on the attachment of HP to gastric epithelial cell lines. Moreover, colture 

supernatant dramatically decreased the {\i in vitro} viability of HP, independent of pH and lactic 

acid levels.  

{ Aims:} To evaluate whether the supplementation with a preparation of inactivated {\i L. 

acidophilus} could improve the efficacy of a standard triple anti-HP therapy.  

{ Methods:} One-hundred twenty HP-positive patients, were randomly assigned to a standard 7-

day triple therapy based on Rabeprazole (20 mg b.i.d.), clarithromycin (250 mg t.i.d.) and 

amoxycillin (500 mg t.i.d.) (Group 1: 60 subjects), or to the same regimen supplemented with a 

liophylized and inactivated colture of {\i L. acidophilus} (Lact\'e9ol Fort, Bruschettini-Genoa, 

t.i.d. each preparation containing at least 5 \'d7 10{\up6 9} bacterial bodies) (Group 2: 60 

subjects).  

{ Results:} In Group 1 eradication was successful in 72.5% (42/58 patients; drop outs 2/60 

patients) by per protocol (PP) analysis, or 70% (42/60 patients) by intention-to treat (ITT) 

analysis. In Group 2 a significant increase in the eradication rate was observed: 88% (52/59 

patients; drop outs 1/60 patients) by PP analysis, 86.6% (52/60 patients) by ITT analysis (p < 

0.05).  

{ Conclusions:} These {\i in vivo} results seem to confirm the {\i in vitro} anti-HP effect of {\i 

Lactobacillus acidophilus.} This data suggest that this inactivated {\i Lactobacillus acidophilus} 

preparation may improve eradication rates of a standard triple anti-HP therapy. }" "A 

LIOPHYLIZED AND INACTIVATED COLTURE OF LACTOBACILLUS ACIDOPHILUS 

INCREASES HELICOBACTER PYLORI ERADICATION RATE"  
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Cytokines play a critical role in gastric injury and immune response in H. pylori infection.  

Aims: To determine i) whether there is a H. pylori-modulated gastric Th response, ii) what the 

immunogenic H. pylori products are, & iii) whether the cytokine response can be modified in 

vitro.  

Methods: A cytokine profile (IFN-{\f1 g}, IL-2/-5/-10/-12p40) characterized by mRNA 

expression (RT-PCR) or protein secretion (ELISA) was investigated in non- & mitogen-activated 

gastric biopsies (Bx, local) & PBMCs (systemic compartment) from H. pylori-negative & 

positive donors. In addition, Bx & PBMCs were cultured in vitro with H. pylori urease, intact 

bacteria, French press lysate & genomic DNA in a dose-dependent fashion. Blocking antibodies 

(Ab) against IFN-{\f1 g} & IL-12 were used to gain a switch of H. pylori-induced cytokine 

balance in vitro.  

Results: There were: 1. systemic IL-5 mRNA (Th2) response in contrast to gastric mucosal Th1 

predominance (IFN-{\f1 g}) in H. pylori infection in vitro, 2. IL-12 & IL-10 induction in H. 

pylori-infected gastric tissue ex vivo & in H. pylori-stimulated PBMCs in vitro, 3. modulatory 

effect by H. pylori products on cytokine response by PBMCs (i.e., dose-dependent i) inhibition 

of IL-2 & IL-5 & ii) induction of IFN-{\f1 g}, IL-10, IL-12p40), 4. slight in-vitro modulation of 

cytokine response toward an alteration of Th1-predominance by {\f1 a}-IFN-{\f1 g} & IL-12 

Ab, 5. IFN-{\f1 g} induction &IL-2 inhibition by H. pylori-genomic DNA.  

Conclusion: Urease is one of the main immunogenic H. pylori factors, whereas intact bacteria & 

lysates may exert a dose-dependent modulatory effect on the cytokine production. H. pylori 

DNA is partly responsible for the alteration of IFN-{\f1 g} & IL-2. The minor in vitro alteration 

of cytokines by {\f1 a}-IFN-{\f1 g} & IL-12 Ab suggests that the majority of gastric mucosal Th 

cells are differentiated effector cells. }" "MODULATION OF CYTOKINE RESPONSE BY H. 

PYLORI IN VIVO AND IN VITRO"  
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The inflammatory and immune responses induced by {\i H. pylori} are likely to be major 

contributors to mucosal damage via multiple mechanisms, including the generation of 

autoimmune responses. Cytokines have a major role in the regulation of both innate and antigen 

specific responses and there are strain specific differences in both the magnitude and 

characteristics of the gastric cytokine and chemokine responses. Strains with the {\i cag} 

pathogenicity island (PAI) are associated with elevated gastric C-X-C chemokines and pro and 

anti-inflammatory cytokine responses. The induction of epithelial chemokines, which requires 

multiple genes in the {\i cag} PAI, is likely to be a key factor linking strains with the {\i cag} 

PAI with more severe clinical outcome. The antigen-specific chronic inflammatory response in 

the gastric mucosa has a Th1 profile characterized by gamma interferon secreting effector cells. 

The mucosal production of gamma interferon and Th1 inducing cytokines such as IL-12 and IL-

18 may be important in the induction of mucosal damage and development of autoimmune 

responses. Cytokines also play an important role in modulating gastric physiological responses in 

{\i H. pylori} infection. Host IL-1 loci polymorphisms, which have been linked with 

hypochlorhydria and increased risk of gastric cancer, are also important factors determining the 

consequences of {\i H. pylori} infection. }" "INTERLEUKINS AND HELICOBACTER 

PYLORI"  
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Associated with {\i Helicobacter pylori} infection is the development of an inflammatory 

response contributing to pathology in the gastroduodenal tract. Many studies have documented a 

greater severity of inflammation and virulence of CagA{\up6 +} than CagA{\up6 {\f1 -}} {\i H. 

pylori} strains; the CagA protein acting as a serological marker for the {\i cag} pathogenicity 

island whose secreted products increase bacterial virulence. However, a large proportion (>85%) 

of {\i H. pylori} strains express the Lewis (Le) antigens, Lewis x (Le{\up6 x}) and Lewis y 

(Le{\up6 y}), and more recent evidence has implicated these carbohydrate-based antigens in the 

development of inflammation. Although reports suggested that the relative expression of 

Le{\up6 x} and Le{\up6 y} corresponds to the host Le phenotype, indicating selection for host-

adapted strains, and that Le antigen expression was linked to {\i cag} status, studies in a distinct 

ethnic populations failed to establish these correlations. These findings reflect differences 

between the host populations studied, and indicate the adaptation of different {\i H. pylori} 

strains with differing attributes to different populations. In chronic gastritis patients, significant 

relationships were found between Le expression and {\i H. pylori} colonisation density, 

neutrophil and lymphocyte infiltrates. Thus, the ensuing inflammatory response appears, at least 

in part, to be influenced by Le antigens. Anti-Le antibodies are present in most patients with {\i 

H. pylori} infection, and although it had been concluded that such antibodies were not induced 

through bacterial molecular mimicry of Le antigens, recent evidence shows that this response is 

independent of host Le phenotype, but related to bacterial Le phenotype. These antibodies can 

bind to host gastric epithelium and after complement fixation lead to tissue destruction, and 

potentiate the inflammatory response. Also, Le mutant studies have shown the involvement of 

Le{\up6 x} as a bacterial adhesin to antral gastric mucosa in situ and that loss of Le{\up6 x} 

expression affects {\i H. pylori} colonisation of various mouse models. Due to more intimate 

contact with the gastric mucosa, Le{\up6 x} expression may aid delivery of secreted products to 

the epithelium, influencing the inflammatory response which requires further investigation in 

future studies. }" "HELICOBACTER PYLORI-ASSOCIATED INFLAMMATORY 

PROCESSES"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 59/05#" " Abstract: 59/05 0 Citation: Gut 2000; 47(Suppl III): 

A32 DIAGNOSTIC NEWS  

D. Vaira 

\i Ist Medical Clinic, University of Bologna, Italy  

Helicobacter pylori (H pylori) caused a chronic gastric infection, which is usually life-long 

lasting. Up to now, there were only two widely available non-invasive  

methods: 1) {\up6 13}C or {\up6 14}C labelled urea breath test and 2) serology (which is based 

on the detection of a specific anti-H pylori immune response, mostly by IgG antibodies, in 

patients serum). Over the last few years it has been obtained the culture of H pylori from stool 

samples but it has been also shown that viable organism are present only in a small percentage of 

case. Despite the difficulties encountered in colture from stool samples the fact that the organism 

was present at all raised the possibility of developing a new non-invasive diagnostic test on the 

detection of bacterial antigen in stool. Over the last two years an enzymatic immunoassay (EIA) 

which detects the presence of H pylori antigen in stool specimen has become available 

(HpSA\'99- H pylori Stool Antigen Meridian Diagnostics Inc., Cincinnati USA) and begun to be 

tested in clinical practice to evaluate its performance compared to that of the other already 

available diagnostic tests. The HpSA test has recently received from the United States Food and 

Drugs Administration (FDA) two indication for use: 1) diagnosis of H pylori infection in adults 

symptomatic patients and 2) monitoring response and post-therapy in adult patients. The test 

utilises polyclonal ant-H pylori capture antibody absorbed to microwells. It is clear that such a 

test, which detects bacterial antigen in an actual ongoing infection, is theoretically useful not 

only for screening, but also as an early predictor of successful treatment. We will briefly 

consider the currently available evidences supporting a possible role for non-invasive diagnostic 

test. }" "DIAGNOSTIC NEWS"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 59/06#" " Abstract: 59/06 0 Citation: Gut 2000; 47(Suppl III): 

A32 THERAPY IN CLINICAL PRACTICE  

Colm A. OMorain 

\i Meath and Adelaide Hospital, Dublin, Ireland  

Helicobacter pylori (Hp) which causes duodenal ulcer is a risk factor gastric cancer and has been 

implicated in dyspepsia. Current European guidelines recommend that patients who present with 

dyspepsia should be tested for Hp and treated if found to have the bacteria. These patients 

present to family practitioners who may not have non-invasive methods available to them and 

usually treat the patients empirically. Non-invasive test serology validated locally urea breath 

tests and stools antigen tests should become more readily accessible. Treatment options should 

be limited to those that achieve at least 80% eradication rates on intention to treat. There are may 

treatments available and patients should be counselled on possible side effects which are usually 

trivial and not enough to discontinue the medication. Compliance is the key to success in 

treatment. Despite these accepted guidelines there is confusion with many ineffective treatments 

being utilised. The success of treatment in practice is less than 70%. The treatment efficacy 

should be assessed by urea breath or stool tests. The need to treat non ulcer dyspepsia or to test 

for the presence of Hp in patients on non-steroidal anti inflammatory drugs or patients on long 

term proton pump inhibitors is debatable but if patients have been tested for the presence of Hp 

and found positive, should be treated. The test and treat policy is well accepted by family 

practitioners and reduces the demand for invasive tests. Hp is a risk factor for gastric cancer. 

70% of all gastric cancers can be attributed to the bacteria. Compelling epidemiological clinical 

and laboratory studies vindicate the IARC recommendation of listing Hp as a class 1 carcinogen. 

Patients presenting with a family history of gastric cancer should be screened for Hp. Hp is now 

a public health issue and the question in clinical practice is; should a search and treat regime be 

accepted. }" "THERAPY IN CLINICAL PRACTICE"  
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{ Background and Aim:} The reported data on the risk of lymphoma among patients with 

inflammatory bowel disease (IBD) remain conflicting. We have previously collected a truly 

population-based cohort of 1160 ulcerative colitis (UC) patients diagnosed in the County of 

Copenhagen between 1962 and 1987. This cohort has been followed-up until the end of 1997 in 

order to assess the occurrence and risk of Non-Hodgkins Lymphoma (NHL) and Hodgkins 

Disease (HD). The total observation period was 36 years with a median follow-up time of 19 

years after diagnosis of UC.  

{ Methods:} Patients were traced in the Danish Central Person and the National Cancer 

Registers. Observed lymphoma incidence rates were compared with expected rates calculated 

from individual person-years at risk and 1995-figures for the Danish population (the Danish 

National Board of Health). Observed versus expected lymphoma occurrence was presented as 

standardised morbidity ratio (SMR) and compared using the c2 test. The risk of lymphoma 36 

years after UC diagnosis was calculated based on the cumulative incidence rate (CIR) as 

Risk{\dn6 36} = 1-e{\up6 -CIR}.  

{ Results:} The cohort was observed for a total of 22290 patient-years. By the end of 1997 only 

2 male patients had developed lymphoma. Both were Non-Hodgkins Lymphomas, one was 

located in the ileum. The expected number in a sex- and age-matched background population 

was 3.96 (SMR 0.51, NS). The expected number among men alone was 2.10 (SMR 0.95, NS). 

The calculated risk of lymphoma 36 years after UC diagnosis was 0.34% compared to 0.76% in a 

matched Danish background population. The calculated expected risk for men only was 0.38%. 

{ Conclusion:}  In this strictly population-based cohort the risk of developing lymphoma after a 

diagnosis of ulcerative colitis is not different from that of the background-population after 

median 19 years disease duration. }" "RISK OF LYMPHOMA IN PATIENTS WITH 

ULCERATIVE COLITIS:36 YEARS FOLLOW-UP OF A POPULATION-BASED COHORT"  
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The term ``intractable diarrhoea of infancy (IDI) embraces a heterogenous syndrome with a 

diverse aetiology (1). An attempt to classify IDI according to villous atrophy was proposed on 

the basis of immunohistological criteria emphasizing the role of activated T cells in the intestinal 

mucosa (2). According to clinical and histological analysis, several groups are currently 

delineated (1). The most commonly recognized form of immune-mediated infantile intractable 

diarrhoea is AIE. Onset of the disease is usually early during the first 2 years of life. Diarrhoea is 

characterized as secretory but is variable in intensity and aspect. Faecal output of 150 ml/kg per 

day may be seen as well as blood and mucus discharges suggesting extensive histological lesions 

and poor prognosis. The vast predominance of boys, as well as the familial history in several 

male patients, suggest that some cases may be X-linked inherited. Diarrhoea is usually associated 

with extra-digestive manifestations such as arthritis, diabetes, dermatitis, thrombocytopenia and 

renal disease. Villous atrophy is moderate to severe and always associated with intestinal 

mononuclear cell infiltration. Crypt hyperplasia is variable. Low mitotic rate has been reported. 

In most cases, severe to total villous atrophy is associated with crypt hyperplasia. Mononuclear 

cell infiltration within the lamina propria includes mainly CD4+ T lymphocytes (TCR ab+ 

subset) (2). and macrophages; numerous cells express CD25 while HLA-DR expression is 

increased on crypt epithelium. These changes are largely observed in small bowel while other 

segments of the digestive tract, such as colon and stomach are affected. Extensive digestive 

involvement is associated with poor outcome. Circulating gut epithelial cell auto-antibodies 

(aAb) are detected. They are primarily IgG and indirect immunofluorescence has shown that they 

are directed against components of the brush border or cytoplasm of the enterocytes of normal 

small bowel mucosa. Data suggest that these aAb may appear secondary to gut epithelial lesions 

and are more likely to play an aggravating than a primary role in epithelial damage. The role of 

intestinal T cells activated by an autoimmune process has been propounded. T cells may act 

directly against epithaliel cells by exerting a cytotoxic activity or through a lymphokine 

secretion. They could also recruit and activate macrophages and/or favour the production of aAb. 

Other associated aAb are mainly directed against the nucleus, DNA, smooth muscle or 

mitochondria. In some cases of AIE associated with nephropathy, circulating autoantibodies 

reactive with the renal tissue have also been reported. A 75 kDa antigen reacting with the aAb 

from two unrelated patients with X-linked auto-immune enteropathy associated with 

tubulonephropathy has been reported. We have shown recently, circulating antibodies against 

this 75 kDa antigen. Prognosis of AIE is globally poor with a need of long-term TPN. Because of 

the clues in favour of an autoimmune disease, or of the associated autoimmune disorders, various 

immunosuppressive treatments have been attempted: Immunoglobulins, steroids alone or with 

azthioprine or Cyclosporine A, cyclophosphamide, antilymphocytic immunoglobulins and more 

recently tacrolimus have induced durable improvement and even recovery in several patient. The 

various reports suggest that a neonatal onset, a diarrhoea exceeding 150 ml/kg per day, extensive 

crypt destruction, associated lesions of colon and/or the upper digestive tract, severe renal 



involvement and perhaps high titre of circulating enterocyte autoantibodies are criteria of bad 

prognosis, associated with a poor response to immunosuppressive treatment and with a fatal 

outcome. Recently, we have performed a fully compatible bone marrow transplantation in an 

infant with IDI, diabetes and dermatitis. Two months after the procedure he was weaned from 

parenteral nutrition with almost normal histology. One year later he is still doing very well 

without any treatment. d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Goulet O, 

Brousse N, Canioni D, Walker-Smith JA, Schmitz J, Philipps AD. Syndrome of intractable 

diarrhoea with persistent villous atrophy in early childhood: A clinicopatological survey of 47 

cases. J Pediatr Gastroenterol Nutr 1998; 26: 151-161. d\plain \s16 \f0\fs16 \i \li1134 2. Cuenod 

B, Brousse N, Goulet O, et al. Classification of intractable diarrhea in infancy using clinical and 

immunohistological criteria. Gastroenterology 1990; 99: 1037-43. }" "AUTOIMMUNE 
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Strict epidemiological studies of GI lymphoma are lacking. However from the hospital series, it 

seems that frequency of Gastric Lymphomas of Malt type (GML) is increasing worldwide. In 

Algeria, their frequency has increased 3 fold over these last ten years. The small intestine 

lymphomas represent 38% of all GI lymphomas. Immunoproliferative small intestinal Disease 

(IPSID) is not vanishing in Algeria - we have seen an average of 5 new cases per year in our 

hospital for the last 12 years. We have reviewed a series of 88 patients with GML and 63 patients 

with IPSID. 1. Gastric Malt Lymphomas: 31 were female and 57 were male with a sex ratio of 

1.8. According to Isaacson classification, 75% of the cases were Low grade. Hp was detectable 

in 75% of all examined cases. Staging according to Ann Arbor classification modified by 

Mushoff shows that: 22 cases were in {\i I E} stage; 53 cases were in {\i II E} stage; 1 case was 

in {\i III E} stage; 12 cases were in {\i IV E} stage. Therapeutic modalities consisted in Hp 

eradication treatment on 2 patients who had a favorable response more than 3 year follow up; 

Gastrectomy + CHOP in 59 cases; Chemotherapy + Radiotherapy in 3 cases; Chemotherapy only 

in 24 cases. Treatment results were 71% at a 5 year survival rate. 2. IPSID In 63 cases, there 

were 23 females and 40 males. The main clinical presentation is chronic diarrhea with 

steatorrhea. The search for Alpha chain disease protein was positive in 31 patients (49%). In GI 

endoscopy, the gastric mucosa was involved in 17 cases. According to Isaacson classification 54 

cases were low grade. Staging according to Mushoff system showed that 16 patients were in {\i 

IE;} 19 patients were in {\i IIE1;} 15 patients were in {\i IIE2;} 13 patients were in {\i IVE.} 

The treatment consisted on CHOP for 43 patients. The 5 year overall survival rate from the start 

of treatment was 41%. At one year, it was 56.3% and the median follow up for 63 patients was 

26 months with a range from 12 to 264 months. }" "GASTROINTESTINAL LYMPHOMAS OF 

MALT TYPE IN ALGERIANS"  
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{ Background:} Helicobacter pylori (HP) has developed many antibiotic-resistance mechanisms, 

particularly to metronidazole (MET) and clarythromycin (CLAR). Human gastrointestinal cells 

overexpress multidrug transporter P-glycoprotein (Pgp), a transmembrane protein known to 

confer resistance by pumping a wide range of drugs out of the cell. by using energy from ATP. 

The aim of the study was to determine whether the local resistance depends on active extrusion 

of antibiotics from gastric cell by Pgp.  

{ Methods:} Study population consisted of 28 patients with endoscopi-cally determined antral 

gastritis. HP infection was confirmed in 24 cases by both E test and histology (Giemsa). At the 

beginning of the study 24 patients were treated with classical short triple therapy containing PPI 

(pantoprazole) and 2 antibiotics [amoxicilin (AMX) and MET or CLAR or azytromycine (AZT)] 

in combination. The Pgp activity was measured in gastric biopsy samples by flow cytometry 

using the rhodamine efflux (RE) test. Using the fluorescent rhoda-mine dye and the cyclosporine 

it is possible to distinguish resistant samples from sensitive samples. Test controls were K562 

cell.  

{ Results:} Ten patients had multiple therapy failures. HP+ samples (patients with one or more 

therapy failures) show higher RE in comparison to HP eradi-cated ones and four HP- controls 

(Wilks Lambda 0.4731 with F=23.38; p<0.0001). For determing drug resistace sensitivity of RE 

was 90%, specificity 78% and accuracy 83,3%. The result indicates that the previous therapy in 

10/14 HP+ patients increased Pgp activity (p<0.01). There was no difference in RE between 

AZT and MET treated patients. High RE in 8/14 patients was associated with resistance to MET 

and/or AZT chemotherapy. Conclusion: Our results indicate that Pgp activity measured by the 

method of rhodamine efflux in patients with HP infection could serve to discover resistant 

phenotype and to monitor the therapy outcome. }" "INCREASED MULTIDRUG 

TRANSPORTER PGP ACTIVITY IN PATIENTS WITH HELICOBACTER PYLORI 

INFECTION"  
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{ Background:} The proportion of H. pylori-negative (Hp-ve) duodenal ulcer disease appears to 

be increasing. Data on clinical outcome and prognosis in this subgroup are lacking.  

{ Methods:} 276 duodenal ulcer patients randomised to either eradication therapy or 

maintenance omeprazole (double-blind, double-dummy design) for 1 year were studied. Patients 

were followed up for 2 years with visits performed every 2 months the first year and every 6 

months for the following year. Hp status was assessed by culture, immunohistochemistry, and 

urea breath test at entry, at 6, 12, and 24 moths or at failure. Primary end-point was 

discontinuation irrespective of reason. Patients were considered Hp-ve if all three tests were 

negative. All test results were kept blinded throughout the study.  

Results: 32 (12%) patients were Hp-ve at entry. Additional Hp tests were done in 31/32 patients 

(median 5 per patient, range 1-12). Positive tests were found in one patient during follow-up. 

There were no differences according to Hp status for a number of clinical and demographic 

characteristics. However, Hp-ve patients had a shorter history of ulcer symptoms but a longer 

duration of the current episode and were more likely to be females (47% vs 27%, p<0.05) and 

NSAID users (19% vs 1%, p<0.001). Only 28% of the Hp-ve patients completed the study as 

compared to 40% of Hp+ve patients. The main reasons for discontinuation were (Hp-ve vs 

Hp+ve): ulcer relapse/ulcer not healed: 35% vs 26%; severe dyspepsia/reflux symptoms without 

ulcer relapse: 16% vs 7%; adverse events: 6% vs 6%. Hp-ve patients spent significantly fewer 

days in the study before meeting an end point compared to Hp+ve patients (353±296 vs 

509±284, p<0.004). Notably, Hp-ve patients randomised to eradication therapy left the study 

early compared to Hp-ve patients randomised to long-term omeprazole therapy (277±313 vs 

421±271). Outcome in omeprazole treated patients did not differ according to Hp status.  

{ Conclusions:} 1) Clinical characteristics in Hp-ve and Hp+ve duodenal ulcer patients differ 

little; 2) Clinical outcome over 2 years is significantly poorer in Hp-ve patients, especially if 

treated empirically with eradication therapy; 3) These results suggest that Hp infection should be 

assessed in all duodenal ulcer patients before deciding on treatment. }" "PROGNOSIS OF 

HELICOBACTER PYLORI-NEGATIVE DUODENAL ULCER DISEASE. RESULTS FROM 

A CLINICAL TRIAL WITH 2 YEARS FOLLOW-UP"  
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Kyo-Young Choo, Soo-Heon Park, Ho Jin Song, Myung-Gyu Choi, Jae Kwang Kim, Seok Won 

Han, Kyo-Yong Choi, In Sik Chung, Kyu Won Chung, Hee Sik Sun 

\i Department of Internal Medicine, Catholic University of Korea, Seoul, Korea  

{ Background & aims:} Proton pump inhibitors administered twice daily do not provide 

complete nocturnal acid suppression. The effect of drug adminstration o.d. and b.i.d. on 

nocturnal acid breakthough(NAB) is unknown. Further effect of NAB on H. pylori eradication is 

unexplored. The aims of this study were, first to compare drug administration o.d. and b.i.d. 

affect the occurrence of the NAB, and second to access the role of NAB on H. pylori eradication.  

Materials & methods: A total of 67 patients with H. pylori-positive duodenal ulcers and/or 

gastric ulcers were randomized into two groups, and treated with a combination of lansoprazole 

60 mg, clarithromycin 1.0 g and amoxycillin 1.5 g once per day before breakfast (Group 1), or 

divided dose before breakfast and dinner (Group 2) for two weeks. After one week of combined 

treatment, 24-hour measurements of intragastric pH were performed for all patients.  

{ Results:} NAB occurred in 55.2% in Group 1 and 39.5% in Group 2 (P=0.271). H. pylori 

eradication was achieved in 19 out of 31 NAB positive patients(61.3%), and in 30 out of 36 

NAB negative patients (83.3%) (P=0.055). The mean intragastric pH was significantly higher in 

patients in whom H. pylori was eradicated (5.7 ± 0.2) than in patients in whom H. pylori 

persisted (4.2 ± 0.4) during the entire 24-hour period (p=0.005).  

{ Conclusions:} NAB does not influence H. pylori eradication in peptic ulcer patients. We 

concluded that the mean intragastric pH is important factor for eradication of H. pylori in 

patients with peptic ulcer. }" "THE EFFECTS OF NOCTURNAL ACID BREAKTHROUGH 

ON HELICOBACTER PYLORI ERADICATION"  
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Liano Moreira 
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In order to evaluate a treatment schedule for HP eradication, 100 symptomatic HP-positive adult 

patients (by culture and 13C breath test or by at least two methods among urease test, histology 

and stained smears) with or without duodenal ulcer (DU) who fulfilled entry criteria received 40 

mg PZ (Byk) plus 500 mg CLA (Abbot) b.i.d. and 200 mg FZ (Uci-Farma) b.i.d. for one week. 

FZ and CLA resistance was evaluated by agar dilution method. Point mutations for CLA were 

identified by PCR amplification of the genes encoding 23S r RNA and subsequent digestion with 

BsaI or MboII. Ninety four patients completed the course of treatment (patients who took at least 

90% of the trial medication) and were evaluated by 13C breath test three months after the end of 

treatment.HP was eradicated in 83 (88.3%) patients (95% CI 73.9-89.5). Although the 

eradication rate had been lower in patients without DU (84.4%) than in those with DU (91.8%), 

statistical difference was not observed (p=0.4). Mild side effects, mainly taste disturbances were 

observed in 50% of the patients. All strains were susceptible to FZ and 10 resistant to CLA. 

Eight of them were isolated from 8 patients in whom the treatment failed. Three patients were 

infected by a resistant and a nonresistant strain. In one of them the resistant strain was isolated 

only from the corpus. The A2142G and/or A2143G mutation was present in 90.0% of 

clarithromycin-resistant HP isolates examined. Significant difference was observed between 

patients in whom the treatment failed or not, regarding to CLA resistance (p=10-6), but not to 

gender (p=0.2),tobaco (p=0.7) and alcohol (p=1) use, age (p=0.4) and intensity (p=0.8) and 

activity (p=0.6) of the antral gastritis In conclusion, the combination of CLA, FZ and a proton 

pump inhibitor is highly effective in the eradication of HP from DU patients and the primary 

resistance to CLA is the main reason to the treatment failure. }" "PANTOPRAZOLE (PZ), 

CLARITHROMYCIN (CLA) AND FURAZOLIDONE (FZ) IN THE ERADICATION OF H. 

PYLORI (HP): FACTORS ASSOCIATED TO TREATMENT FAILURE"  
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Many novel Helicobacter spp. are now known to play a role in naturally occurring 

gastrointestinal diseases in humans and several species of animals. Since the discovery of gastric 

helicobacters, an increasing number of Helicobacter spp. have been isolated from the lower 

gastrointestinal tract of humans. The intestinal tract of a variety of animals is the natural 

reservoir of many of these helicobacters. These spiral, motile bacteria have evolved to inhabit the 

intestinal mucus. These organisms reside in a similar niche in humans; indeed H. cinaedi and H. 

fennelliae (previously classified as Campylobacters) were first isolated in homosexual males 

suffering from proctitis and colitis. Other novel helicobacters, H. pullorum, H. canis, and `H. 

rappini isolated from chickens and dogs and cats and several animal species respectively have 

also been linked to diarrheal disease in humans. An organism previously misidentified as strains 

of H. pullorum, have now been identified as a novel helicobacter, H. canadensis. H. hepaticus, H. 

bilis and H. rodentium and two novel urease negative Helicobacter spp have been isolated from 

intestines of mice. In certain strains of mice, persistent H. hepaticus infection is linked to hepatic 

adenocarcinoma and hepatic adenomas. In a period of several years since the discovery of H. 

pylori, at least 20 additional Helicobacter species have been isolated from the stomachs, 

intestinal tracts, and livers of a variety of mammalian and avian species. Importantly, there are at 

least 30 unnamed species which have been isolated from intestinal tracts of a variety of 

mammals. An overview of the enterohepatic and gastric helicobacters (other than H. pylori) and 

their emerging role as important gastrointestinal pathogens in humans will be highlighted. }" 

"OTHER HELICOBACTERS INVOLVED IN HUMAN DISEASE"  
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A probe emitting radiofrequency (RF) waves is able to destroy tumour tissue by thermal 

ablation. Currently, liver tumours of 4 cm in diameter can be destroyed safely, as can larger 

tumours, provided vascular clamping is associated with RF. More than 200 patients were treated 

from January 1997 to January 1999. One hundred sixty-one patients were treated percutaneously, 

half of them as outpatients. The main indications for this approach are similar to those for 

alcoholisation for hepatocellular carcinomas but can be extended to treat liver metastases (a 

maximum of 3, less than 4 cm in diameter, and amenable to a transcutaneous puncture). Two 

very interesting indications are small hepatocellular carcinomas and liver recurrences following 

hepatectomy. RF successfully treated 87% of the cases. Selective vascular occlusion can be used 

percutaneously in several cases to improve RF results. RF was used intraoperatively and 

associated with a hepatectomy in 40 cases. The mean number of liver metastases was 6.2 ± 4.3 

(range 1-15) per patient. A greater number of patients were treated curatively when RF was 

combined with hepatectomy. Vascular clamping is a simple and very interesting way to enhance 

the safety of the method and extend its indications, because a substantial increase can be 

obtained in the diameter of coagulation necrosis. Intraoperative RF was successful in 94% of the 

cases. In more tricky cases, when tumours are close to the main bile ducts, treatment is possible 

with a continuous cooling perfusion via catheters inserted inside the biliary branches. 

Transpleural RF can also be simpler and safer than an abdominal approach. The intermediate 

microinvasive approach with coelioscopy can be of interest in certain cases. It is mainly 

indicated for multiple tumours, lesions localized at the top of the liver or close to the colon or 

stomach, and then a Pringle maneuver can simply be used. 

{ Conclusion:}  RF is a very promising and efficient tool for the treatment of liver tumours. 

Complications are very rare. Indications are different for transcutaneous, intraoperative and 

coelioscopic uses. The danger would be to use it too rapidly for non validated indications or for 

tumours that are too large. Prospective trials are needed to clearly define suitable indications. }" 

"USEFULNESS OF RADIOFREQUENCY THERMOABLATION OF LIVER TUMORS 

ASSOCIATED OR NOT WITH HEPATECTOMY"  
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The liver is the most common site of metastases from colorectal cancer. Despite primary tumour 

resection, 35-60% of patients will die from liver metastases. Less than 10% of liver metastases 

are resectable. There is now clear evidence that palliative intravenous (IV) 5-fluorouracil (5-FU) 

and folinic acid (FA) in these unresectable patients is superior to supportive care alone. What is 

not clear is the role of hepatic arterial infusion (HAI) chemotherapy in the treatment of liver 

metastases. The rationale for HAI chemotherapy is plausible as it delivers high drug levels to the 

liver, which has a high extraction capacity before release into the systemic circulation, thus 

reducing systemic toxicity. However, HAI requires surgery and is associated with complications 

such as hepatobiliary and gastric toxicity. Also, aberrant arterial anatomy may preclude HAI. 

Although randomised trials comparing HAI versus IV regimes show consistently superior 

responses rates with HAI (42-62%) compared with IV regimes (10-21%), these did not translate 

into a significant survival advantage for the HAI groups. Trial designs using suboptimal IV 

regimes, patient crossover into the HAI arms and small patient numbers have prevented these 

trials from providing definite answers regarding HAI. Another concern is the use of 5-

fluorodeoxyuridase (FUdR) in the HAI groups, which has high hepatic extraction, but is 

associated with a high rate of extrahepatic recurrence. In conclusion, the role of HAI for 

unresectable liver metastases remains unclear. There is a need for well designed, large 

randomised trials comparing the most effective IV regimen versus HAI. In parallel with the U.S. 

Intergroup study of FUdR HAI, we are recruiting into an MRC-funded, randomised trial 

comparing infusional 5-FU/FA HAI versus an IV infusional regime. This study has recruited 300 

patients and is powered to detect a 50% increase in median survival. These studies will more 

clearly define the role for HAI. }" "HEPATIC ARTERIAL CHEMOTHERAPY FOR 

METASTATIC COLORECTAL CANCER"  
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{ Background:} Prophylactic colectomy in Familial Adenomatous Polyposis (FAP) has 

decreased the incidence of colorectal cancer such that duodenal cancer and desmoid disease are 

now the leading causes of death. Management of the duodenal risk is complicated by the fact that 

despite over 95% of patients having identifiable adenomatous polyps in the duodenum only 5-

10% go on to develop cancer.  

{ Aim:} To predict which patients are at the most risk of duodenal cancer. { Subjects and 

methods:} 114 patients with FAP were screened for duodenal adenomas ten years previously to a 

set protocol using a side-viewing duodenoscope. The site, number and size of polyps were 

recorded and biopsies were taken of polyps and of representative mucosa from the peri-

ampullary area. The patients were graded and a staging system described1 (Spigelman staging - 

table 1) \tx1545\tx2565\tx3855\tx4365\tx8150 Table 1. Classification of the severity of duodenal 

polyposis (Spigelman et al [1]) \tab \tab \tab \tab \ul No. of points (pts) \ulnone 1 2 3 \tab \tab 

\tab \tab No. of polyps 1-4 5-20 >20 Polyp size (mm) 1-4 5-10 >10 Histology tubulous 

tubulovillous villous Dysplasia mild moderate severe \tab \tab \tab \tab Stage 0, 0pts; stage I, 1-4 

pts; stage II, 5-6 pts; stage III, 7-8 pts; stage IV, 9-12 pts  

{ Results:} Six of 114 patients developed duodenal cancer at a median of 6 years (range 2 to 10 

years) after entering the study. Four patients died, one has lung metastases and one had 

pancreaticoduodenectomy and has disease recurrence three years later. Median age at diagnosis 

was 68 yrs. Four of the duodenal cancers were from eleven patients who had Spigelman stage IV 

disease 10 years previously (36% risk), one was from 41 original stage III patients (2%) and one 

was from 44 stage II patients (2%). There were seven other stage IV patients without duodenal 

cancer: one is well after a pancreaticoduodenectomy, two have persistent stage IV disease, one 

has improved to stage III and one has improved to stage II. Overall, in the patients without 

duodenal cancer and taking all stages 0 - IV, the Spigelman stage worsened in 13 of 85, stayed 

the same in 36 and improved in 36. There was no genotype/ phenotype correlation for duodenal 

cancer and no association between duodenal and rectal cancer. 

{ Conclusion:}  The surveillance programme described here has facilitated both a better 

understanding of the natural history of duodenal polyposis in FAP and the development of the 

Spigelman staging system for stratification of duodenal cancer risk. In this long-term cohort 

study it is clear that those with stage IV disease have by far the greatest risk of duodenal cancer. 

Selection of patients with advanced benign (Spigelman stage IV) duodenal polyposis for pylorus 

preserving duodenectomy can be justified on the basis of this study. 1. Spigelman AD, Williams 

CB, Talbot IC, Domizio P, Phillips RK. Upper gastrointestinal cancer in patients with familial 



adenomatous polyposis. Lancet 1989; 2: 783-5. }" "DUODENAL CANCER IN PATIENTS 

WITH FAMILIAL ADENOMATOUS POLYPOSIS"  
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Numerous studies have suggested a role for cyclooxygenase-2 (COX-2) in the pathogenesis of 

colorectal cancer. It is thought that COX-2 acts primarily through the effects of prostaglandins 

on apoptosis. The aim of this study was to investigate the expression and functional activity of 

COX-2 in colorectal cancer cells. Two colon cancer cell lines were acquired - HCA-7 and HT-

29. COX-2 expression was characterized using immunohistochemistry, rt-PCR and western 

blotting. Prostaglandin synthesis was evaluated using ELISA. Apoptosis was evaluated by 

determining cytoplasmic histone associated DNA fragmentation using an ELISA technique, and 

by assessment of Caspase-3 activation. There were considerable variations in the levels of COX-

2 expressed and in the type and amount of prostaglandins produced by the two cell lines. HCA-7 

expressed more COX-2 than HT-29. Both cell lines produce PGE2, TXB2 but only HCA-7 

produces 6-keto-PGF1a. In both cell lines, prostaglandin synthesis was reduced by inhibitors of 

p38 MAPK (SB 203580), PPARa activation (Wy 14643), aspirin and the selective COX-2 

inhibitors NS-398 and SC 236. Inhibition of the erk MAP kinase (PD 98059),) was only effective 

in reducing PGE2 synthesis in HT-29. Despite a significant reduction in PGE2 by aspirin, Wy 

14643, NS-398 and SC 236, apoptosis could only be significantly induced by PPARa activation. 

Finally, addition of PGE2 could not protect against apoptosis. This data suggests that COX-2 is 

differentially regulated and expressed by several mechanisms in the two colon cancer cell lines 

studied. Furthermore, the extent of COX-2 inhibition did not correlate with the induction of 

apoptosis, suggesting that COX-2 may act by several mechanisms in colon cancer cells. }" 

"DIFFERENTIAL CYLOOXYGENASE-2 EXPRESSION AND REGULATION IN 

COLORECTAL CANCER CELLS"  
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{ Introduction:} The discovery of cyclins and their associated catalytic subunits, the cyclin-

dependent kinases (cdks), as key regulators of progression through the cell cycle, opened up a 

new debate on their possible involvement in tumorigenesis. The purpose of the present study was 

to define the overexpression of cyclin E in colorectal adenocarcinomas and to investigate 

whether the expression of this molecule indicates a poor prognosis.  

{ Patients and methods:} We studied 112 patients with colorectal adenocarcinoma who 

underwent surgical resection. The patients age ranged from 42 to 94 years (mean age: 71 years). 

There were 62 (55.4%) males and 50 (44.6%) females. No patient received chemotherapy or 

radiation therapy before surgery. For the diagnosis and classification, the WHO grading system 

and TNM staging system were used. Streptavidine-biotine complex technique was employed on 

paraffin sections using a monoclonal antibody to cyclin E (Santa Cruz, Inc.) and a polyclonal 

antibody to pRb. Normal colonic mucosa was used as positive control. The chi-square test was 

used, while survival curves were calculated using Kaplan-Meier method and analysed by log 

rank test. The influence of each variable on survival was assessed by Cox regression analysis.  

{ Results:} Fifty-five tumours (49.1%) were stained positive for cyclin E, while the rest 57 

tumours (50.9%) were negative. Cyclin E expression was significantly associated with age 

(p=0.018) and pRb expression (p=0.02), while no statistically significant association was found 

between cyclin E expression and tumour stage, histological grade and patients survival. Cyclin E 

intensity of staining and percentage of positive for cyclin E cells were not statistically different 

compared with the clinicopathological parameters examined.  

{ Conclusions:} Our study demonstrates that cyclin E overexpression did not play a role in the 

prognosis of patients with colorectal cancer. Further studies on the role of cyclin E would prove 

valuable for the evaluation of its prognostic significance. }" "CYCLIN E OVEREXPRESSION 

AND PROGNOSIS IN COLORECTAL ADENOCARCINOMA"  
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{ Background:} Alterations to genes that regulate G1/S progression and thus cell proliferation 

are frequent events in carcinogenesis. Many such genes are considered candidates for prognostic 

indicators of disease. p21{\up6 WAF1/CIP1} (p21) is a key cell-cycle regulator that mediates 

p53-induced G1/S cell-cycle arrest and apoptosis. Loss of p21 protein correlates with tumour 

progression in colorectal cancer. p21 contains a frequent C/A polymorphism at codon 31 which 

has been associated with susceptibility to cancer. In a cohort of colorectal cancers we have 

studied the association of tumour p21 protein expression and allelic variation with tumour p53 

expression and patient clinical-pathological characteristics.  

{ Methods:} Expression of p21 (n=148) and p53 (n=138) was assessed by 

immunohistochemistry using a standard immunoperoxidase technique on archival paraffin-

embedded tumour sections. p21 genotypes were determined from patient blood DNA (n=174) by 

RFLP-PCR analysis. The data was compared with patient clinical, pathological and outcome 

details.  

{ Results:} p21 expression and p21 genotypes were not associated with patient gender, age of 

onset, tumour site, Dukes stage differentiation, node status or metastasis. However, loss of p21 

protein correlated with increased T-stage (p=0.01) and with a worse outcome: patients with 

tumours displaying >50% staining (n=30) were more likely to survive than patients with <50% 

tumour staining (n=118) (p=0.03, HR, 0.32, 95% CI 0.12-0.90). Also patients with the p21 wild-

type CC genotype had a significantly improved overall survival compared to patients with the 

p21 AA/AC genotype (p=0.008, HR, 0.46, 95% CI 0.26-0.82). There was no correlation between 

p53 and p21 expression, however tumour p53 expression (>50%) was significantly more 

common in patients with the AA/AC genotypes (n=78, p=0.008). 

{ Conclusion:}  We have demonstrated that p21 protein expression and also for the first time that 

the codon 31 polymorphism are associated with patient survival in colorectal cancer, as well as a 

relationship between protein expression and extent of local disease. Further work is required to 

investigate the putative relationship between allelic variants of p21 with biological function of 

the different proteins and their relationship to clinical outcome. }" "p21WAF1-CIP1 

POLYMORPHISM AND PROTEIN EXPRESSION ARE ASSOCIATED WITH OVERALL 

SURVIVAL IN PATIENTS WITH COLORECTAL CANCER"  
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A36 SCREENING FOR HEREDITARY NON-POLYPOSIS COLO-RECTAL CANCER: A 

PROPOSITION  

Christine Sempoux
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Dumoulin{\up6 2} 

\i 
1
 Department of Pathology, Cliniques Universitaires St. Luc, Brussels, Belgium; {\up6 2} 

Department of Genetics, Cliniques Universitaires St. Luc, Brussels, Belgium  

Hereditary non-polyposis colorectal cancer (HNPCC), responsible for 10 to 15% of all colorectal 

cancers, is related to a germline mutation in DNA mismatch repair (MMR) genes, mostly 

hMLH1 or hMSH2. Gene inactivation results in absence of staining of its product by 

immunohistochemistry (IH) and in replication errors detected by genetic analysis of 

microsatellite instability (MSI). From September 1998 to May 2000, 250 unselected colo-rectal 

cancers were studied for MMR gene products expressions and MSI. Among these cases, 110 

tumors had strictly the same conditions of fixation and embedding and were used to determine 

the most reliable tools to screen for HNPCC. IH was performed for MMR gene products 

(hMLH1: clone G168-15 and hMSH2: clone G219-1129, PharMingen) and for P53 oncoprotein 

(clone DO7, Dako) after an antigen retrieval. MSI was determined by PCR amplification of 6 

loci (BAT25 and 26, D3S1497, TP53, AC10 and D2S123) and considered positive if at least 

three microsatellites were abnormal (MSI-high phenotype). MSI was detected in 20 tumors, all 

with at least abnormality in BAT25 and 26. In 16 of them there was no expression of hMLH1, in 

2 no expression of hMSH2 and in the last 2 cases, a normal expression of the two MMR gene 

products. P53 staining was focal in 18 cases, strong in one case and absent in another case both 

missing hMLH1. Based on these results, our proposition is to perform IH for hMLH1, hMSH2 

and P53 in all colo-rectal cancers, to search for MSI by analysis of BAT25 and 26 in patients 

with normal MMR gene products expression but focal or negative expression of P53 and to 

search for mutations in patients missing one of the MMR gene products. }" "SCREENING FOR 

HEREDITARY NON-POLYPOSIS COLO-RECTAL CANCER: A PROPOSITION"  
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INSTABILITY  

R. Fodde 

\i Dept. of Human and Clinical Genetics, Leiden University Medical Center, Leiden, Netherlands  

Colorectal cancer (CRC) represents a unique model to study the molecular and cellular 

mechanisms underlying tumor formation and progression. The analysis of the two major 

inherited predisposition to colorectal cancer, namely FAP and HNPCC, has revealed that two 

signal transduction pathways, WNT and TGF-{\f1 b}, and two types of genetic instability, CIN 

and MIN, lie at the basis of the vast majority of the CRC cases, both sporadic and inherited. Data 

from both murine and human experimental models will be presented to illustrate the 

consequences of defects in signal transduction and of genetic instability, both at the 

chromosomal and nucleotide sequence level, during tumor initiation and progression along the 

adenoma-carcinoma sequence. }" "COLORECTAL CANCER: TALES OF SIGNAL 

TRANSDUCTION AND GENETIC INSTABILITY"  
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A36 INVASION, ADHESION AND METASTASIS  

M. Mareel 
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Invasion is the hallmark of cancer malignancy. It causes the death of patients either directly as in 

primary brain tumors or indirectly through locoregional and distant metastasis as in most 

epithelial cancers. At the primary site of a cancer, invasion is considered within the frame of a 

micro-ecosystem comprising the proper cancer cells, tumor infiltrated host cells and extracellular 

matrix. Cancer cells are the creators of the micro-ecosystem. Genes implicated in cancer 

development are subdivided into promoter genes, also called oncogenes, and suppressor genes. 

The E-cadherin/catenin cell-cell adhesion and signaltransducing complex acts as an invasion-

suppressor. Evidence comes from the observation that downregulation of one of the elements of 

the complex correlates with invasiveness. Such downregulation may be irreversible, e.g. through 

mutation plus loss of heterozygosity, or reversible, e.g. through transcriptional modulation, 

through tyrosine phosphorylation or through proteolysis with ectodomain shedding. E-cadherin 

acts also as a typical suppressor of tumor formation as evident from i) the association of E-

cadherin mutations in lobular breast cancer with loss of heterozygosity of the other allele, ii) 

mutations in sporadic lobular carcinoma in situ and iii) germline mutations in families with 

diffuse gastric cancer. }" "INVASION, ADHESION AND METASTASIS"  
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A37 THE IMPORTANCE OF CELL BIRTH AND DEATH IN GASTROINTESTINAL 

CARCINOGENESIS  

N. Wright 

\i Department of Histopathology, Imperial College School of Medicine, Hammersmith Hospital, 

London, United Kingdom  

It is a truism to state that neoplastic progression in the gastrointestinal tract involves a sequential 

series of mutation {\i and} selection events. For a mutation to continue to be preserved within a 

cell population, it is necessary for the cell(s) to be selected. It has been usual to state that such 

mutations can often confer a {\i growth advantage} to the evolving precancerous cell during the 

process of clonal evolution, such as occurs when a mutation in a proto-oncogene which 

constitutively activates a growth signal transduction pathway, or when a tumour suppressor gene 

or cell cycle inhibitor is inactivated. Additionally, of course, mutations in genes which regulate 

cell death could similarly provide such a survival advantage. Also important, although indirectly, 

is the evolution of {\i genetic instability,} which will not directly confer a growth advantage but 

sets the scene for subsequent mutations which will confer such a survival advantage to the 

cell(s). In recent years a great deal of information has been accumulated on cell cycle regulatory 

genes and DNA repair genes, and their ability to affect cancer development through genetic 

instability mechanisms. Important cell cycle regulatory genes, usually classified as tumour 

suppressor genes, help to maintain genomic stability and inhibit neoplastic progression by acting 

as cell cycle checkpoints. Other genes might confer a selective advantage to cells by inducing 

resistance to cell death signals. This presentation will explore the role of such mutations in 

conferring such a growth advantage and attempt to establish how these mechanisms can operate 

within the framework of what we recognise as definition pre-cancerous stages in the evolution of 

the neoplastic phenotype. }" "THE IMPORTANCE OF CELL BIRTH AND DEATH IN 

GASTROINTESTINAL CARCINOGENESIS"  
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{ Background:} The reasons why esophageal squamous cell carcinoma (ESSC) is clearly more 

common in smokers and drinkers are not known.  

{ Aim:} To compare the frequency of the genotypes of N-acetyl-transferase 1 and 2 (NAT 1 and 

2), cytochrome P4502E1 (CYP2E1) and 1A1 (CYP1A1) and the glutathione-S-transferases M1 

and T1 (GST T1 and M1) in patients with ESSC to that in healthy blood bank controls (BBCT).  

{ Methods:} The case-control study included 43 white adults with biopsy proven ESSC and 200 

BBCT. The genotype was determined after amplification of DNA by PCR, followed by 

restriction fragment length polymorphism.  

{ Results:} (all values in percentage) 

\tx810\tx1500\tx2265\tx2955\tx3720\tx4545\tx5370\tx6120\tx6555\tx8150\fs4 \ul \ul NAT-1 

\ulnone \ul NAT-2 \ulnone \ul CYP1A1 3{\f1 ¢} \ulnone \ul CYP1A1 exon 7\ulnone fast slow 

fast slow m1m1 m1m2 Ile/Ile Ile/Val \tab \tab \tab \tab ESSC 28 72 63
*
 37 77 23 91 9 BBCT 33 

67 39
*
 61 80 20 90 10 \tab \tab \tab \tab d\fs20 

\tx810\tx1575\tx2340\tx2955\tx3570\tx4185\tx4890\tx5550\tx6255\tx6510\tx8150\fs4 \ul \tab \ul 

CYP2E1 5{\f1 ¢} \ulnone \ul CYP2E1 intron 6 \ulnone \ul GST M1 \ulnone \ul GST T1 \ulnone 

c1c1 c1c2 DD DC CC plus Null plus Null ESSC 98 2 81 14 5 40 60 81 19 BBCT 94 6 85 14 1 

46 54 80 20 
*
 p < 0.01  

{ Conclusions:} Fast acetylators of NAT-2 are at increased risk for developing ESSC. The other 

genotypes do not influence susceptibility. }" "FAST ACETYLATORS (NAT2) ARE AT 

INCREASED RISK FOR DEVELOPING ESOPHAGEAL SQUAMOUS CELL 

CARCINOMA"  
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Department of Pathology, Istituto Clinico Humanitas, Rozzano, Milan, Italy; {\up6 3} 

Department of Genetics and Microbiology, University of Pavia, Pavia, Italy; {\up6 4} 

Department of Human Pathology, IRCCS Policlinico S. Matteo, Pavia, Italy; {\up6 5} Research 

Group in Human Genetics, University Hospital, Basel, Switzerland; {\up6 6} Department of 

Internal Medicine, University of Milan, Milan, Italy; {\up6 7} Department of Pathology, 

University of Milan, Milan, Italy  

Background & Aim. Gastrointestinal tumours with high-frequency microsatellite instability 

(MSI), often contain frameshift mutations in coding mononucleotide repeats of target genes 

possibly involved in tumorigenesis. Aim of this study was to see whether tumours with MSI 

harbour insertion/deletions in the (T)8 repeat contained in the exon 5 of the gastrin receptor gene 

(hGARE).  

{ Methods:} Frameshift mutation analysis of the hGARE (T)8 tract was performed in 

gastrointestinal cancer cell lines and in sporadic cancers with or without MSI, as well as in 

hereditary nonpolyposis colorectal cancers.  

{ Results:} hGARE frameshift mutations, were found in the LoVo colon cancer cell line and in 8 

of 43 (19%) tumours with MSI, but in no cancer cell line or tumour without MSI. The frequency 

of somatic mutations was not significantly different in gastric (3 of 13, 23%) or colorectal (2 of 

15, 13%) sporadic cancers, and in hereditary nonpolyposis colorectal cancers (3 of 15, 20%). 

Truncating mutations were characterized as 1 bp deletions, leading to a (T)7 repeat, in the LoVo 

cells and in all mutated tumours but one gastric cancer in which a (T)9 was found. Expression 

studies revealed that the LoVo cells, although harbouring a heterozygous mutation, expressed 

only mutated mRNA.  

{ Conclusions:} The occurrence of frameshift mutations in the Lovo cells and in MSI 

gastrointestinal cancers, makes hGARE a new candidate target gene of the MSI pathway. The 

LoVo cells express no wild-type receptor but only mutated mRNA, thus suggesting that the loss 

of the carboxyl terminus in the receptor protein might contribute to the trophic effects of gastrin 

and of its intermediates. }" "FRAMESHIFT TRUNCATING MUTATIONS OF THE HUMAN 

GASTRIN RECEPTOR GENE IN THE LOVO CELLS AND IN GASTROINTESTINAL 

CANCERS WITH MICROSATELLITE INSTABILITY"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 64/07#" " Abstract: 64/07 0 Citation: Gut 2000; 47(Suppl III): 

A37 DUAL MECHANISM OF VASCULAR ENDOTHELIAL GROWTH FACTOR (VEGF) 
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Z. von Marschall, T. Cramer, M. H\'f6cker, B. Wiedenmann, S. Rosewicz 

\i Med. Klinik f\'fcr Hepatologie/Gastroenterologie, Charit\'e9, CVK, HU Berlin, Germany  

{ Background/Aims:} Vascular endothelial growth factor (VEGF) plays a key role in regulation 

of tumor associated angiogenesis. In the current study, we analysed expression of VEGF and its 

receptors in human hepatocellular carcinoma (HCC) and investigated the molecular mechanisms 

of VEGF regulation by hypoxia.  

{ Methods:} VEGF, KDR/flk-1 and flt-1 expression were examined by immunohistochemistry 

and {\i in situ}-hybridization in 15 human HCC tissues. Expression of VEGF and regulation by 

hypoxia was assessed in three human HCC cell lines using a quantitative-competitive-RT-PCR, 

ELISA and a series of 5{\f1\'a2}-deletion reporter gene constructs of the human VEGF promoter 

in transient transfection assays.  

{ Results:} Compared to liver cirrhosis or normal liver we observed a concurrent overexpression 

of VEGF and its receptors in human HCC. VEGF expression in HCC was strongly increased in 

tumor cells adjacent to necrotic/hypoxic regions. In analogy, exposure to hypoxia resulted in a 

profound up-regulation of VEGF mRNA and protein levels in all three human HCC cell lines. 

Furthermore, hypoxia treatment resulted in an increase of VEGF mRNA stability (220 min 

versus 120 min in untreated controls). In addition, deletion analysis of the human VEGF 

5{\f1\'a2}-flanking region indicated the presence of multiple cis-acting elements in the region 

between {\f1 -}2018 and +50 that induce transcriptional activity of the VEGF gene under 

hypoxic conditions. Profound reduction of transcriptional activation after deletion of the 

sequence between {\f1 -}1286 and {\f1 -}789 indicated a significant contribution of the {\f1 -

}975 putative HIF-1 binding site for hypoxia mediated transcriptional regulation of VEGF. 

{ Conclusion:}  These data suggest hypoxia as a central stimulus of angiogenesis in human HCC 

through up-regulation of VEGF gene expression by at least two distinct molecular mechanisms: 

activation of VEGF gene transcription and an increase of VEGF mRNA stability. }" "DUAL 

MECHANISM OF VASCULAR ENDOTHELIAL GROWTH FACTOR (VEGF) UP-

REGULATION BY HYPOXIA IN HUMAN HEPATOCELLULAR CARCINOMA"  
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A38 MOLECULAR PATHOLOGY OF PRENEOPLASTIC DUCTAL LESIONS OF THE 
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W. Schmiegel, S.A. Hahn 

\i Department of Pathology, University of Kiel, Kiel, Germany  

The suspected precursor lesions of ductal adenocarcinoma of the pancreas were designated 

recently as pancreatic intraepithelial neoplasia (PanIN) and were graded according to the degree 

of dysplasia. To correlate each PanIN grade with molecular genetic alterations, we determined 

the frequencies of allelic loss at chromosomal arms 9p (the location of p16 gene), 17p (p53) and 

18q (DPC4 SMAD4) in 81 microdissected PanINs, using a combination of whole genome 

amplification and microsatellite analysis. These genetic data were complemented by 

immunohistochemical analysis of p53 and Dpc4 protein expression. Allelic losses were 

essentially absent in PanIN-1 lesions and were identified at moderate frequencies (20%, 33% and 

17% for 9p, 17p and 18q) in PanIN-2 lesions with low grade dysplasia. A sharp increase in these 

frequencies (to 46%, 77% and 58%) was observed within the group of PanIN-2 lesions 

progressing from low to moderate grade dysplasia. PanIN-3 lesions with high grade dysplasia 

and invasive carcinomas exhibited the most abundant losses (87%, 60% and 88%, and 100%, 

91% and 82%, respectively). At the protein level nuclear accumulation of p53 and loss of Dpc4 

did not appear concurrent with the allelic losses of the respective chromosomal regions but 

almost exclusively occurred in PanIN-3 lesions and in invasive carcinomas. The findings suggest 

that a separation of low and moderate grade dysplasia within PanIN-2 lesions reflects genetically 

and biologically distinct progression steps towards invasive carcinomas. In addition, our data 

indicate that further tumor suppressor genes involves in early steps of pancreatic carcinogenesis 

may be located on chromosomal arms 17p and 18q. }" "MOLECULAR PATHOLOGY OF 

PRENEOPLASTIC DUCTAL LESIONS OF THE PANCREAS"  
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Adenocarcinoma of the pancreas accounts for 3% of all malignancies and holds the fourth 

position of cancer-related deaths in western countries. Only a minority of patients are candidates 

for curative surgery, which is one of the reasons why survival is less than 3% after 5 years. Thus, 

palliative chemotherapy and/or radiotherapy combined with supportive care are the only 

therapeutic options for most of the patients. Even though response rates with systemic 

chemotherapy generally do not reach 20%, chemotherapy has demonstrated a clear survival 

benefit over supportive care in at least two recent randomized studies. In addition, chemotherapy 

seems to confer a palliative benefit when measured with a validated tool (the QLQ-C30 

questionnaire) or with more arbitrary measures such as the `clinical benefit response. The 

optimal therapeutic regimen is unknown. Monochemotherapy with 5-FU as bolus injection or 

short term infusion achieves response rates between 0 and 19% and median survival around 5 

months. Over the past few years, gemcitabine (2{\f1\'a2}difluoro-2{\f1\'a2}deoxycytidine) has 

been developed as a novel agent with moderate response rates of 12%. Gemcitabine is the only 

agent with a demonstrated benefit in disease-related symptoms and survival when compared to 

5-FU as short-term infusion in a small randomized trial of two times 63 patients. Other active 

substances include docetaxel or ciplatin, which achieve response rates up to 29% or 21%, 

respectively. A wealth of recent phase I and phase II studies demonstrated the feasibility of 

combination therapies with 5-FU, gemcitabine, docetaxel, cisplatin, irinotecan, oxaliplatin, or 

other agents. The most extensively studied combinations are gemcitabine/5-FU which may 

achieve tumor control rates, i.e. remissions and stable disease rates, of around 50%, and 

gemcitabine/docetaxel with reported disease stabilization of up to 64%. This combination 

together with docetaxel/ciplatin is part of a randomised EORTC-GITCCG phase II trial. Other 

approaches profit from the growing knowledge of the molecular basis of pancreatic cancer. 

Therapeutic strategies directed towards molecular targets such as K-ras, metalloproteases, or 

growth factor receptors are in early clinical development. However, they still have to show any 

benefit. }" "CHEMOTHERAPY FOR PANCREATIC CANCER"  
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Colorectal cancer fulfils the criteria a disease must have for organising a mass screening 

programme. The simplest and most evaluated available screening method for colorectal 

neoplasia is periodic stool testing for occult blood, followed by a colonoscopy in those screening 

positive. In 1977, Germany introduced faecal occult blood testing into a multiphasic-screening 

programme. The evaluation of this programme has been limited because of confidentiality 

problems. There are four European controlled trials comparing colorectal cancer mortality 

between the study and the control group. The mortality reduction of biennial testing is in the 

range of 14-18% with biennial non-rehydrated Hemoccult II. Five case-control studies provide 

further evidence of the efficacy of screening with the Hemoccult II test. It is the only test that has 

been extensively evaluated at a population level. Organised population-based screening with 

non-rehydrated Hemoccult II test, repeated at least every two years in asymptomatic adults aged 

50 to 74 could therefore be recommended. The Advisory Committee on Cancer Prevention of the 

European Union and the European Union and the European Commission has endorsed this 

recommendation. An organisation with a call-recall system and quality assurance evaluation is 

necessary in order to achieve effectiveness. Several pilot-screening programmes with the 

Hemoccult II will start in year 2000 or are under consideration in several European countries. 

Over the last year new faecal occult blood tests have emerged. Further studies are being done to 

determine the most efficient faecal occult blood test methods. In addition the feasibility and 

faecal occult blood test methods. In addition the feasibility and effectiveness of flexible 

sigmoidoscopy and colonoscopy are currently being evaluated in randomized studies. No 

recommendations for population screening by these methods can be given. }" "STATE OF THE 

ART IN COLORECTAL CANCER SCREENING"  
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Colorectal cancer is the third most common internal cancer in many westernised societies. In 

approximately 5-10% of all colorectal cancer cases, genetic factors play a significant role in the 

etiology. The most well-known hereditary colorectal cancer syndromes are familial adenomatous 

polyposis (FAP) and hereditary nonpolyposis colorectal cancer (HNPCC). FAP is characterized 

by the development of hundreds of adenomatous polyps in the colorectum. Multiple adenomas 

may also be found in the duodenum. HNPCC is characterized by the development of colorectal, 

endometrial and various other cancers. The clinical importance of hereditary colorectal cancer 

syndromes lies in the fact that periodic examination of family members with an increased risk 

can often lead to detection and treatment at an early stage. Since the Eighties, in many centres 

worldwide, Registries have been set up of families with FAP and HNPCC. In the Netherlands 

such a Registry was established in 1984. The aims of the Dutch Registry were (1) to promote 

surveillance of family members, (2) to guarantee the continuity of periodic examination, and (3) 

to promote scientific investigations.  

{ Patients and methods:} Personal data, results of investigation, pathology reports, and results of 

treatment of patients are collected for this Registry, as well as personal data and results of 

screening of family members who are at risk. The Registry is responsible for maintaining the 

continuity of the investigation by periodic assessment of screening results. The familys specialist 

is regularly sent a reminder (computerized) to screen family members at risk.  

{ Results:} Over the years genealogical studies have been performed of more than 1000 families 

suspected of an inherited form of cancer. The diagnosis of FAP was confirmed in approximately 

250 families. Evaluation of the value of screening and central registration showed conclusively 

that screening leads to the early detection of FAP. The value of the Registry was proven by the 

finding of many family members at risk who had not previously been screened (1). Evaluation of 

the effect of surveillance of the rectum after colorectal surgery (colectomy and ileorectal 

anastomosis) in more than 600 FAP patients from the Dutch and Scandinavian Polyposis 

Registries showed that there was a substantial risk of developing rectal cancer despite regular 

follow up (2, 3). Before starting surveillance of the upper GI tract it is important to be informed 

about the risk of developing duodenal cancer. Using data from the Dutch and Danish Polyposis 

Registries, we calculated that the lifetime risk of duodenal cancer was less than 5% (4). A total 

of 189 families were suspected of having HNPCC. Evaluation of the effectiveness of 

surveillance showed that periodic examination of mutation carriers led to an increase of life 

expectance by approximately 7 years (5). We observed a relative high incidence of interval 

cancers defined as colorectal cancers detected shortly after a negative colonosopy (6). Because of 

the latter finding, a screening interval was recommended of maximal 2 years. 



{ Conclusion:}  National Registries play a significant role in the identification of high risk 

families, coordination of the surveillance programs and evaluation of the surveillance protocols. 

d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Vasen HFA, Griffioen G, 

Offerhaus GJA, et al. The value of screening and central registration of families with familial 

adenomatous polyposis A study of 82 families in the Netherlands. Dis Colon & Rectum 1990; 

33: 227-230 d\plain \s16 \f0\fs16 \i \li1134 2. Vasen HFA, van der Luijt RB, Slors JFM, et al. 

Molecular genetic tests as a guide to surgical management of familial adenomatous polyposis. 

Lancet 1996; 348: 433-435 d\plain \s16 \f0\fs16 \i \li1134 3. Bulow C, Vasen HFA, Jarvinen H, 

et al. Ileorectal anastomosis is appropriate in a subset of patients with familial adenomatous 

polyposis. Gastroenterology 2000, in press d\plain \s16 \f0\fs16 \i \li1134 4. Vasen HFA, Bulow 

S, Myrhoj T, et al. Decision analysis in the management of duodenal adenomatosis in familial 

adenomatous polyposis. Gut 1997; 30: 716-719 d\plain \s16 \f0\fs16 \i \li1134 5. Vasen HFA, 

van Ballegooijen M, Buskens E, et al. Cost-effectiveness analysis of colorectal cancer screening 

in hereditary nonpolyposis colorectal cancer. Cancer 1998; 82: 1632-1637 d\plain \s16 \f0\fs16 \i 

\li1134 6. Vasen HFA, Nagengast FM, Meera Khan P. Interval cancers in hereditary non-

polyposis colorectal cancer (Lynch syndrome). Lancet 1995; 345: 1183-1184 }" "REGISTRY-
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At the beginning of the third millennium, there is increasing evidence to suggest that colorectal 

cancer may be a preventable disease. In the last 20 years, the important effect of aspirin and 

other nonsteroidal anti-inflammatory drugs (NSAIDs) in reducing the risk of colorectal cancer 

was shown in over 90 animal and human studies. The first clinical observation in humans, was 

noted in Familial Adenomatous Polyposis (FAP). It was further confirmed by intervention data, 

establishing the effect of NSAIDs on the multi-step process of colorectal adenoma formation. 

Supportive evidence in sporadic colorectal neoplasia, comes from both case-control and cohort 

studies, that found decreased risk of colorectal cancer in men and women, for both aspirin and 

other NSAIDs. Based on the consistency of epidemiological, clinical and experimental data, the 

association between regular, long-term aspirin and/or NSAIDs intake and a decreased death rate 

from colorectal cancer is firm and there is no need for further placebo trials. Therefore, the main 

question in the great jigsaw puzzle of NSAIDs chemopreventive treatment should not be ``if, but 

``how. Further investigations are needed to clarify some important missing parts required for 

cancer-preventive activity i.e. the proper patients selection, the ultimate drug, the optimal dosage 

and duration of use. The molecular mechanism responsible for the chemopreventive action of 

these agents is not completely clear yet. It may inhibit several pathways including both COX-2 

as well as COX-2 independent routes. Candidate targets are key proteins in the cell cycle and the 

apoptotic process. The recent development of newer agents - the COX-2 specific inhibitors and 

the selective apoptotic antineoplastic drugs (SAANDs), offers the benefits of cancer-protection, 

without the gastrointestinal toxicity that was reported for the ``old NSAIDs. The presence of 

multiple molecular targets offers a potential for possible combinations therapy, that may act 

more effectively than either agent alone. }" "ASPIRIN, NSAIDs AND SAANDs IN THE 

PREVENTION OF COLORECTAL CANCER: FROM OBSERVATIONS TO 

EXPECTATIONS"  
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{ Background:} Hyperplastic polyps (HPs) have always been considered unimportant lesions 

with no malignant potential. Consequently there has never been a proper description of their 

epidemiology in living subjects. We have addressed this in the UK flexible sigmoidoscopy 

screening trial.  

{ Aim:} To accurately describe the prevalence, sex and age distribution of distal HPs in an 

asymptomatic UK population. { Subjects and method:} 40,673 individuals aged 55 to 64 years at 

the time of invitation (median age 60 years) had a flexible sigmoidoscopy as part of the UK 

flexible sigmoidoscopy screening trial. Subjects investigated with lower gastrointestinal 

endoscopy during the last two years, a history of inflammatory bowel disease, colorectal 

dysplasia or family histories of colorectal cancer were excluded. All polyps above the distal 5cm 

of the rectum smaller than 1cm diameter were recorded, removed and sent for histopathological 

assessment. Polyps 1cm or larger were removed at a later colonoscopy. Polyps in the distal 

rectum less than 3mm diameter were recorded but not included in the analysis of results.  

{ Results:} 19.1% of 20,518 males and 11.3% of 20,155 females had one or more distal HPs 

(male: female ratio = 1.7:1; p<0.0001). 84.2% HPs were 1 - 4mm in diameter, 14.5% were 5 - 

9mm and 1.2% (n=129) were >=10mm. The mean diameter was 3.4mm. The majority of distal 

HPs were located in the rectum (59.3%). 79.0% were pedunculated, 15.0% sessile and 2.3% flat 

or depressed. Males were more likely than females to have multiple distal HPs (43.4% vs 34.2%; 

p<0.001). There were no sex differences in size, location or morphology. Neither prevalence, 

size, location or multiplicity changed with age in either sex. 

{ Conclusion:}  Most people have their full complement of HPs by 55 years. Many of the results 

of autopsy series have been confirmed. Risk factors for HPs will be examined soon. }" 

"POPULATION-BASED EPIDEMIOLOGY OF DISTAL HYPERPLASTIC POLYPS"  
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The assessment of the patients own experience on their well being or quality-of-life (QoL) has 

been incorporated in clinical trials as an important parameter, complementing the traditional 

measures. QoL assessments are particularly important in the palliative situation. In health care, 

most conclude that QoL is a multidimensional concept. Therefore, the Karnofsky index, or 

similar indices, is not a satisfactory measure. A multitude of different QoL instruments ranging 

from short estimates to comprehensive ones has been developed. Several methodological issues 

remain, however, to be resolved. Some of these are the choice of time points in relation to 

treatment related events, incomplete data and especially data attrition that may be selective, the 

multiplicity of the data together with a general lack of predefined endpoints and, finally, the 

conceptual difficulties in the interpretation of QoL data. In spite of remaining methodological 

issues, QoL measurements in GI-cancer trials have provided new insights into the advantages 

and disadvantages of various treatments not provided by traditional endpoints. Improvements in 

the well being of the patients may be seen during chemotherapy in spite of its toxicity provided a 

tumour response or at least disease stabilisation is seen. To improve the possibilities to 

understand QoL data in clinical trials, research must be devoted to categorise changes into 

clinically meaningful response groups (in analogy with objective response categories). }" 

"QUALITY OF LIFE IN GASTROINTESTINAL CANCER"  
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Oesophageal, gastric and pancreatic cancers respond poorly to chemotherapy. Standard therapy 

included combination of 5-fluorouracil (5FU) and cisplatin for oesophageal cancer, high-dose 

methotrexate and 5FU/doxorubicin (FAMTX), etoposide/leucovorin/5FU (ELF), cisplatin/5FU 

or epirubicin/cisplatin/5FU (ECF) therapy in gastric cancer and cisplatin/5FU in pancreatic 

cancer. Many other chemotherapeutic options have been investigated which never reached wide-

world acceptation. New agents including taxanes, (taxol and taxotere), CPT-11, gemcitabine and 

navelbine are upcoming in the field of gastrointestinal cancers. As single agents the response rate 

is about 20% with a median survival time, which does not exceed 6 months. Various 

combinations of all these agents are now underway in Japan, USA and Europe. No final, 

consistent data are, so far, available. Depending on the tumour type, response rate of about 40% 

could be reached. Whether this doubling in response rate would significantly impact the survival 

time and the quality of life remains unsettled. Advanced oesophageal, gastric and pancreatic 

cancers are often considered by gastroenterologist as hopeless diseases. Sometimes patients are 

not even given their diagnosis/prognosis and often not given chemotherapy in order to be 

``protected against poorly active and potentially toxic agents. The medical community should be 

informed that the benefit of treating advanced gastric and pancreatic cancer has been investigated 

through randomised studies comparing chemotherapy versus best supportive care, which, did 

demonstrate a doubling in survival time together with an improved quality of life. Each patient 

should at least be informed of that possibility. }" "WHICH NEW DRUGS WILL BECOME 

AVAILABLE FOR OESOPHAGEAL, GASTRIC AND PANCREATIC CANCER?"  
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Alosetron is potent selective 5-HT3 antagonist, that reduces abdominal pain in female non-

constipated IBS patients and increases colonic transit time. High-Amplitude Propagating 

Pressure Waves (HAPWs) occur 4-6 times a day in healthy volunteers and are thought to be the 

most important colonic propulsive events.  

{ Aim:} To investigate the effect of alosetron on HAPWs in non-constipated IBS patients and 

healthy volunteers.  

{ Methods:} In a double blind, randomized, cross-over design, 10 IBS patients (39 ± 8 years; 

5m/5f) and twelve sex- and age-matched volunteers (38 ± 9 years, 6m/6f) were treated for two 7-

days periods with alosetron 4 mg bd or placebo bd, with a 2- to 4-week washout period. On day 

6 of each treatment period the left colon was cleaned and a 6-channel, 10-cm interval, solid-state 

manometric catheter was positioned with the distal channel 10 cm above the anal verge. The 

catheter was connected to a portable data logger and the subject was sent home. All subjects used 

a standard diet and performed normal daily activities on day 7.HAPWs (peristaltic pressure 

waves across {\f1\'b3} 3 channels of which at least: 1 channel {\f1\'b3} 75 mmHg and 2 channels 

{\f1\'b3} 100 mmHg) were visually determined and the daytime frequency (HAPWs/hr), 

propagation velocity (cm/sec), mean amplitude (kPa), mean duration of contraction (sec) and 

mean propagation distance (cm) was calculated on day 7. Analysis of variance (ANOVA) was 

used to analyse the results.  

{ Results:} The effects of alosetron on HAPW frequency and propagation distance are shown in 

the table (mean ± S.D.). No effect was shown on the amplitude, duration and propagation 

velocity of the HAPWs. \tx1185\tx2265\tx3345\tx4425\tx5505\tx6090\tx8150\fs4 \ul \tab \tab 

HAPC \ul Volunteers \ulnone \ul IBS patients \ulnone Anova Plac. Alos. Plac. Alos. \tab 

Frequency 0.6± 0.7 0.7± 0.7 0.6± 0.4 0.8± 0.3 P=0.021 Velocity 1.3± 0.4 1.2± 0.5 1.3± 0.2 1.5± 

0.6 n.s. Amplitude 22.4± 6.5 24.2± 5.5 24.9± 5.9 22.5± 4.6 n.s. Duration 16.3± 3.2 21.2± 8.1 

17.1± 2.7 18.0± 2.9 n.s. Prop. Dist. 28.4± 7.0 33.4± 4.7 29.6± 6.4 36.1± 6.2 P=0.001 \tab d\fs20 

{ Conclusion:}  Alosetron increases the frequency and propagation distance of HAPWs. }" 

"THE EFFECT OF ALOSETRON ON HIGH-AMPLITUDE PROPAGATED PRESSURE 

WAVES IN NON-CONSTIPATED IBS PATIENTS AND HEALTHY VOLUNTEERS"  
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The aetiology of functional bowel disorder is incompletely understood. Commonly proposed 

precipitating factors are stressful life events and gastroenteritis. Recently, sleep disturbance has 

been suggested as a possible predisposing factor.  

{ Aim:} To compare the frequency of bowel disturbances between night and day shift nurses and 

to determine if these bowel symptoms are related to sleep disturbances.  

{ Methods:} Forty-nine regular day hours and 51 rotating night shift nurses were recruited from 

a major hospital. Each was interviewed using a questionnaire detailing the frequency and 

severity of gastrointestinal symptoms and associated psychological disturbances.  

{ Results:} Symptoms of bowel disturbances were present in 20 (39%) of the rotating night-shift 

nurses and 10 (20%) of the regular day nurses (p<0.05). Bowel symptoms scores (p<0.005), 

sleep scores (P<0.0001), well-being scores (p<0.05), fatigue scores (p<0.05), and 

depression/anxiety scores (<0.005) were all significantly higher among the rotating night shift 

nurses compared with their regular day counterparts. In all nurse, bowel symptoms scores were 

positively correlated with sleep scores (r=0.26 p<0.001), and sleep scores were positively 

correlated with anxiety/depression scores (r=0.34, p<0.0001) and well-being scores (r=0.33 

p<0.0001).  

{ Conclusions:} Our findings showed that bowel symptoms were more common among night 

shift nurses compared with their day shift counterparts. Bowel symptoms were associated with 

poor sleep patterns. These data suggest that the increased frequency of bowel symptoms among 

night shift nurses may be due to their disrupted sleep patterns. }" "BOWEL SYMPTOMS ARE 

RELATED TO SLEEP DISTURBANCES IN SHIFT NURSES"  
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{ Background:} The association of social class with health has been extensively studied; yet, 

relationships between social class and GI symptoms remains almost unexplored. We aimed to 

examine relationships between social class and GI symptoms in a population sample.  

{ Methods:} The prevalence of 16 troublesome GI symptoms was determined by a postal 

questionnaire sent to 15,000 subjects (response rate 60%), and compared with a validated 

composite measure of socioeconomic status (Index of Relative Socioeconomic Disadvantage; 

IRSD). Postcode areas covered by the survey were ranked into five categories, based on a 

quintile split of IRSD values. Comparisons across social class were explored for five symptom 

categories (oesophageal symptoms; upper dysmotility symptoms; bowel symptoms; diarrhoea; 

constipation). Results are reported as age standardised rate ratios (95% CI) with the most 

advantaged social class as the reference category.  

{ Results:} There were clear trends for prevalence rates of all GI symptoms to increase with 

decreasing social class. These trends were particularly strong for the five symptom categories. 

Lower social class was associated with a significantly (p<0.0001) higher number of symptoms 

reported overall and with a higher proportion of individuals reporting 1-2 symptoms, and more 

than five symptoms. In both sexes, the most pronounced effects for subjects in the lowest social 

class was found for constipation (males: rate ratio 1.83 (1.16-2.51); females: rate ratio 1.68 

(1.31-2.04) and for upper dysmotility symptoms (males: rate ratio 1.45 (1.02-1.88); females: rate 

ratio 1.35 (1.07-1.63)). Oesophageal symptoms and diarrhoea were not associated with social 

class.  

{ Conclusions:} Troublesome GI symptoms are linked to socioeconomic status with more 

symptoms reported by subjects in low socioeconomic classes. Low socioeconomic status should 

be considered a risk factor for both upper and lower GI symptoms. }" "LOW 

SOCIOECONOMIC CLASS IS A RISK FACTOR FOR UPPER AND LOWER 

GASTROINTESTINAL SYMPTOMS. A POPULATION BASED STUDY IN 15 000 

ADULTS" 
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{ Purpose:} To assess the impact of irritable bowel syndrome (IBS) on healthcare resource use in 

France.  

{ Method:} A Questionnaire about IBS-related healthcare resource utilization was administered 

by telephone interviews to a sample of 253 IBS French subjects recruited from the general 

population aged 18 years and older. These patients were diagnosed with IBS according to 

established criteria. Patients with organic diseases were excluded from the study. The following 

IBS-related healthcare resource use categories were considered: medications taken over the last 4 

weeks, physiciansconsultations, tests and investigations over the last 3 months, hospitalizations 

over the last 6 months and sick leave over the last 6 months. Average monthly costs were 

estimated.  

{ Results:} About 75% (192) of these subjects were women. The mean age of persons 

interviewed was 48.3 years. 36% of the sample had IBS for more than 10 years and a further 

20% between 5 and 10 years. 51% of patients had consulted a physician over the last 3 months. 

77% had consulted a general practitioner at least once and 43% had consulted a 

gastroenterologist. 29% of subjects had at least one test or investigation, and 25% reported at 

least one hospitalization. 61% of patients reported taking medication. They took on average 1.7 

drugs (95%CI=[1.5-1.8]). 12% of employed patients (n=141) lost at least one day over the last 6 

months from work due to their IBS symptoms. The average monthly medical direct cost was 

estimated to be about \'8071.8 (95%CI = [57.6-86.0]) with a very skewed distribution (median = 

\'8028.1) due to a large proportion (27%) of non medical resource users. The main components 

of cost were investigations (39%), hospital stays (22%), medications (21%) and consultations 

(19%). High costs were correlated with low scores of quality of life (QOL) and especially with 

the physical functioning scale of IBSQOL instrument (p<0.001). There was no statistical 

difference between men and women. Higher costs were associated with treatment of severe cases 

of IBS. Mean monthly sick leave cost was estimated between \'803.2 (95%CI = [0.3-6.1]) and 

\'8015.1 (95%CI = [5.3-24.9]) according to the perspective considered (Health Insurance or 

societal).  

{ Conclusion}: IBS has a significant impact on medical resource utilization. }" "IMPACT OF 

IRRITABLE BOWEL SYNDROME ON HEALTHCARE RESOURCE USE IN FRANCE"  
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{ Background:} Effect of bradykinin (BK) on gastrointestinal motility is well known. Two 

subtypes of BK receptors (BK B1 and B2 receptor) have been pharmacologically characterized.  

{ Aims:} This study was designed to investigate the role of BK receptor subtypes in the 

contractile effect of BK on caecal circular smooth muscle cells.  

{ Methods:} Smooth muscle cells were isolated from caecal circular smooth muscle layer of the 

guinea pig. The effect of BK and des-Arg9-BK (a selective agonist of BK B1 receptor) on these 

muscle cells were examined. Furthermore, the effects of des-Arg9-[Leu8]-BK (a selective 

antagonist of BK B1 receptor) and D-Arg-[Hyp3, Thi5, D-Tic7, Oic8]-BK (HOE140) (a 

selective antagonist of BK B2 receptor) on BK-induced contraction were examined. The 

contractile effect was determined as a decrease in the average length of 50 muscle cells after 

their exposure to a test agent. Contraction was expressed as the percentage change from the 

control length.  

{ Results:} In the kinetic study, the maximal contractile response to 0.1\'b5M BK was attained 

after 30s of incubation. The contraction at this time was 17.7±0.89% and was similar to the 

maximal response to 1\'b5M carbachol (20.2±0.55%, mean±SEM, n=5). Although des-Arg9-BK 

did not have any significant contractile effect, BK caused the contractile response in a dose-

response manner, with an ED50 value of 2.7nM. Des-Arg9-[Leu8]-BK could not inhibit the BK-

induced contraction. Although HOE140 inhibited the BK-induced contraction in a dose-response 

manner, the inhibition was not complete.  

{ Conclusions:} This study demonstrates the contractile effect of BK on circular smooth muscle 

cells of guinea pig caecum via not only BK B2 receptor but also unknown BK receptor subtype. 

}" "PRESENCE OF UNKNOWN BRADYKININ RECEPTOR IN GUINEA PIG CAECAL 

CIRCULAR SMOOTH MUSCLE CELLS"  
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Patients with idiopathic constipation have a normal diameter colon and rectum but complain of 

either decreased bowel frequency or excessive need to strain during defaecation. In physiological 

terms, patients can be divided into those in whom whole gut transit (which largely reflects 

colonic transit) is slow, and those in whom it is normal. Transit is most easily assessed using 

either ingested radio-opaque markers or radioisotope with a long half-life, such as {\up6 111}In. 

The use of markers is a simpler and less demanding technique which gives similar data to the 

radioisotope; the latter is useful if upper gut transit needs to be assessed. Measurement of transit 

time is most useful for providing objective evidence for gut function, to establish better 

communication and understanding with the patient, and as an absolute prerequisite if surgery is 

being contemplated. In patients with idiopathic slow transit constipation the primary disturbance 

of motility appears to be a decrease in the frequency and duration of high pressure propagated 

contractions. Although there are defined abnormalities of colonic neuronal morphology and 

neurotransmitter content in the colon of these patients, chemical stimulation of the bowel leads to 

the induction of cooordinated peristalsis. Behavioural treatment (``biofeedback) has also been 

shown to induce normal transit in some patients. The defined pathological changes are therefore 

likely to be secondary. In patients with normal transit, the symptom of straining relates largely to 

impaired rectoanal function. The precise nature of this motor and sensory abnormality is variable 

and often poorly understood, although behavioural techniques are often helpful in this setting 

also. The cause of disturbed motor function is likely to include a range of causes, including 

psychological factors with altered autonomic extrinsic bowel control, and intrinsic pathology in 

other patients. }" "ROLE OF DISTURBED RECTAL & COLONIC MOTILITY IN 

CONSTIPATION"  
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Surgical treatment of rectal cancer has changed significantly during the last 30 years. Improved 

surgical technique, better understanding of tumor biology, and technical innovations allow 

continence preserving surgery in 85% of patients with rectal cancer. An overall recurrence rate 

of <10% in patients with R0 resections leads to survival rates between 50 and 80%. As the 

middle and lower thirds of the rectum are encoded in a fascia, rectal cancer remains a local 

problem for a long time. Complete removal of the rectum and mesorectum ensures complete 

resection in the lower and middle thirds, as does adequate distal resection of the mesorectum in 

the upper third. Abdomino-perineal excision is not superior to low anterior resection as far as 

oncologic outcome is concerned. In respect to quality of life, low anterior resection gives better 

results. The importance of distal resection margins was overestimated for a long period. Recent 

studies have shown that distal intramural spread of more than 1 cm is rare. As a consequence a 

distal resection margin of 2 cm is postulated in our days. In certain cases (high tumor 

differentiation, low tumor stage) the distal resection margin may even be less than 2 cm. In these 

cases frozen section is mandatory to show tumor free resection margins. Improved technical 

feasibility permits the performance of an anastomosis even in the super-sphincteric region. This 

allows preservation of continence in up to 85% of all patients with rectal cancer. Continence may 

be restored either by direct colo-anal or by colon-pouch-anal anastomosis. The functional results 

differ in the early postoperative period. After six months the functional outcome becomes 

similar. A multitude of investigations have been performed regarding the question whether 

oncologic outcome can be improved by adjuvant or neo-adjuvant therapies. Some studies show 

tumor down-staging by preoperative radiotherapy or the combination of chemotherapy/radiation. 

Intra-operative radiotherapy is also evaluated in current studies. Improved understanding of 

tumor biology, new technical devices, and the addition of adjuvant therapies result in good 

oncological and functional outcome of the therapy of rectal cancer. Nevertheless, the role of 

technical skills and experience of the surgeon has been shown in many studies to be of crucial 

importance in the therapy of rectal cancer. }" "RESTORATIVE RECTAL RESECTION IN 

RECTAL CARCINOMA"  
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{ Aim:} Investigate the role of intra-operative RIGS exploration on staging and ``curative 

surgical treatment of patients with primary (PCRC) or recurrent (RCRC) colorectal cancer.  

{ Materials:} 28 days after an IV injection with radiolabeled monoclonal antibody ({\up6 125}I-

MAb; B72.3 or CC49) 30 patients with PCRC and 12 patients with RCRC were included: classic 

surgical plan, eventually adjusted after RIGS-exploration and after resection, checked for 

residual RIGS tissue.  

{ Results:} RIGS localised the PCRC in 87% and the RCRC in 92% and found suspected lymph 

nodes in 75% of the cN{\dn6 0} and in 79% of the cN{\dn6 +} PCRC patients; tumour could be 

confirmed on pathology in respectively 84% and 36%. In 1 patient RIGS lymph node exploration 

was false. Due to RIGS exploration, the margins of lymphadenectomy were extended in 23% of 

the patients. In 1 of these, the extended margins contained H&E lymph nodes. RIGS localised in 

55% of the RCRC patients occult RIGS lesions. In 20% of these, RIGS/H&E lymph nodes were 

detected. However, 42% of these lymph nodes stained for cytokeratin Cam 5.2 and can be 

considered as precursors of RIGS/H&E lymph nodes.  

{ Conclusions:} 1) RIGS localised the PCRC in 87% of the patients. 2) In 30-40% the initial 

surgical plan changed due to RIGS exploration. 3) The appreciation of lymph node involvement 

with RIGS is superior to that with conventional staging methods. 4) In some way RIGS 

overestimated the lymph node stage in 40% of the patients. 5) The surgeon must aim a complete 

RIGS patient at the end of surgery. This research was funded by Neoprobe Corporation, Dublin, 

Ohio. }" "RADIOIMMUNOGUIDED SURGERY (RIGS) FOR COLORECTAL CANCER"  
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{ Background:} Butyrate and sulindac are powerful inducers of apoptosis of colorectal cancer 

(CRC) cells in vitro. Inhibition of Cox-2 by sulindac is one explanation for its effects while the 

action of butyrate is via inhibition of histone deacetylase. Our previous work shows that LIM 

1215 cells selected by a few days of butyrate treatment become resistant. The mechanism 

remains to be elucidated and it is uncertain if this resistance extends to sulindac. Aims: To 

determine the effect of combination of butyrate and sulindac on apoptosis in CRC cells and 

whether sulindac may overcome butyrate resistance.  

Methods: Sensitive and resistant LIM 1215 colorectal cancer cells were expose to butyrate and 

sulindac sulfide and sulfone respectively and combinations of them. Apoptosis was assessed by 

caspase 3 activity and DNA fragmentation.  

Results: (1) Sulindac sulfide and sulfone induced apoptosis in dose and time dependent ways: 

maximal induction of apoptosis for sulindac sulfide was at 200uM (24h) and for sulindac sulfone 

at 800 uM (48h). (2) Combination of butyrate with sulindac sulfide or sulfone (suboptimal 

concentrations) resulted in additive (but not synergistic) effects on apoptosis. (3) Butyrate 

resistant LIM 1215 cells, selected by 3 cycles of 4mM butyrate treatment were also resistant to 

sulindac sulfide and sulfone. (4) To further characterise the mechanism of resistance, sub-

optimal Cox substrate arachidonic acid (AA) 100uM was used to incubate with sub-optimal 

100uM sulfide, 300uM sulfone or 1mM butyrate. Combination of AA and sulindac sulfide or 

sulfone resulted in synergistic effects on apoptosis but not when AA was combined with 

butyrate.  

Conclusions: The mechanism of sulindac induced apoptosis is different from that of butyrate and 

is regulated differently by a Cox substrate. Yet butyrate-resistant cells are also resistant to 

sulindac. This suggests that the mechanism of butyrate resistance occurs late in the pathway, 

probably in a common effector mechanism for sulindac- and butyrate-induced apoptosis. }" 

"BUTYRATE-RESISTANT COLORECTAL CELLS ARE ALSO RESISTANT TO 
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Stapler haemorrhoidectomy is a quite new and much debated surgical technique. It has potential 

to be employed in a day surgery setting. The Authors report their experience on 153 consecutive 

stapled haemorrhoidectomy in a single institution.  

{ Methods:} From March 1997 to March 2000, 153 selected patients with symptomatic 3{\up6 

rd} and 4th grade haemorrhoids, were treated with a circular stapler. All the data have been 

prospectively collected. For each procedure surgical techniques, operative time, anesthesia, 

intraoperative complications, were noted; an histological examination of all the specimens has 

been obtained. Post operative analgesic consumption and a visual analogue charts were used to 

evaluate post operative pain. The follow-up schedule was at 1 week, 1 month and six months to 

evaluate the short term outcome.  

{ Findings:} Mean operative time was 16 min (5 to 45). The anesthesia has been a spinal cord 

block in 135 pz (88.3%) and general anesthesia in 18 pz (11.7%). A single purse string tecnique 

was used on 128 pz (83.4%) and a double pourse string on 25 pz (16.3%). 6 (3.9%) 

intraoperative complications were recorded: 4 partial suture-line disruptions, 1 purse-string 

suture break-down, 1 dislodging of the stapler head. The post operative complications were 21 

(13.7%) bladder catheterizations and 3 post-operative bleedings (1.9%), no one requested blood 

transfusion. Out of the first 120 pz (78%) the need for postoperative analgesia was recorded: 106 

pz pain control was obtained with Fans (tramadol 1 fl i.m.) with a mean dose of 1 administration 

(0 to 4); 14 pz requested 1 dose of 10 mg morfhin i.m. after the failure of a fans therapy. The 

pain leavel recorded with the analogic visual chart score 1-10 was 3 (mean) in the first 

postoperative day, 2.5 (mean) 2\'b0 day, at 1 week 50% declared a score from 0 to 1. The mean 

length of hospital stay was 1.2 days (1 to 3). 7 short-term complications (4.5%) were recorded at 

the 1st week follow-up: 2 bleedings at 72 hours from the operation, 3 partial suture-line 

disruptions, 2 pz with an external pile thrombosis. 42 pz declared a tenesmus sentation (28%). At 

6 months follow up 53 pz (35%) declared blood spotting at evacuation. No metallic agraphes 

were found at the endoscopic examination. No major complications (stenosis, incontinence, 

relapse, soiling) were recorded.  

{ Conclusions:} The stapled haemorrhoidectomy is a low pain-full technique with a low 

complication rate an very good short term results. A long term follow-up is necessary to validate 

this technique definitively. }" "CIRCULAR STAPLER HAEMORRHOIDECTOMY FOR 3RD 

AND 4TH GRADE HAEMORRHOIDS"  
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{ Objective:} Circumferential stapled anoplasty is gaining popularity as a safe and effective 

treatment modality in the surgical management of haemorrhoids and mucosal prolapse. 

However, little evidence exists regarding the medium and long-term durability of this procedure. 

The aim of this study was to evaluate the medium-term results of stapled anoplasty in 

maintaining symptom remission and to identify possible procedure-related adverse effects.  

{ Patients and methods:} Of a consecutive series of 71 stapled anoplasties carried out over an 18 

month period 44 (62%) were eligible for 6 month review, of which 40 were seen in surgical out 

patient clinics and 2 were contacted by telephone (2 patients lost to follow up). All patients 

attending outpatient clinic were questioned as to general satisfaction with the results of the 

procedure. Symptoms were graded for severity according to a tabulated scoring system. The 

staple line was digitally palpated and inspected at proctoscopy.  

{ Results:} Patient satisfaction remained high. Symptom scores were 6 (4-8) (median 

[interquartile range]) preoperatively and 0 (0-2) at 6 months (p<0.01; Wilcoxon rank test). 

Continued symptom improvement was seen in the period between 6 weeks (median score 1 [0-

2]) and 6 month follow-up, though this was not statistically significant(p>0.05, Wilcoxon rank 

test). After slight bleeding, the commonest residual symptom seen was refractory pruritus ani. 

There were no recurrences. No procedure-related adverse effects were identified, in particular 

there was no evidence of staple line stenosis or impaired continence.  

{ Conclusions:} Though longer-term follow up is required, the initial promising results of 

circumferential stapled anoplasty in effectively treating haemorrhoidal symptoms have been 

sustained at 6 month follow-up. }" "FOLLOW-UP CONFIRMS SUSTAINED BENEFIT OF 

CIRCUMFERENTIAL STAPLED ANOPLASTY IN THE MANAGEMENT OF 

PROLAPSING HAEMORRHOIDS"  
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{ Introduction:} When treating patients with anogenital condylomata acuminata (ACA) the goal 

of antiviral agents in contrast to surgical and cytodestructive therapies is not just to remove the 

papillomatous lesions but also to reduce the viral load and hence to limit both the number of 

painful coagulations and the relapse rate.  

{ Aim} of the study was to evaluate the efficacy and tolerance of topical cidofovir 1% in Beeler 

base in patients with ACA.  

{ Methods:} 20 patients treated with diathermic coagulations (group A) were compared with 27 

patients treated with cidofovir (HPMN) an acyclic nucleoside phosphonate (group B). Lesions 

refractory to cidofovir treatment were treated with additional coagulations. 

\tx855\tx1920\tx3405\tx4560\tx5100\tx8150\fs4 \ul \tab Group N (f/m) Mean age (SD) Previous 

Immune treated deficiency A 20 (2/18) 37 yr (14.5) 25% 5% B 27 (9/18) 38 yr (10.4) 37% 37% 

d\fs20  

{ Results:} Duration of treatment was 9.8 ± 7.9 w. (mean ± SD) in group A and 12.1 ± 8.6 w. in 

group B. The number of coagulation sessions however was significant lower (p = 0.002) in the 

cidofovir treated group: 1 ± 0.82 vs 2.9 ± 1.99. The relapse rate was also lower in the cidofovir 

group: 4% vs 55%. Cidofovir alone cured the lesions in 32% and induced partial regression in 

60% of the patients. Mild pain caused by erosive dermatitis occured in only 9 patients of group 

B. 

{ Conclusion:}  Topical cidofovir 1% is an efficient and well tolerated treatment for anogenital 

CA. Patients treated with cidofovir required much less coagulation sessions and had a much 

lower relapse rate despite the fact that the cidofovir group included a significant greater number 

of patients with impaired immunity. }" "TOPICAL CIDOFOVIR (1%) REDUCES THE NEED 

FOR PAINFUL COAGULATIONS IN PATIENTS WITH ANAL CONDYLOMATA 

ACUMINATA"  
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Symptoms of colonic and ano-rectal dysfunction are frequent in patients with familial amyloid 

polyneuropathy (FAP). They may represent the first symptom or even precede the development 

of the peripheral neuropathy for several years. In these cases, the diagnosis is difficult to 

establish, since these symptoms are non-specific, and detection of mutation TTR Met 30 can be 

positive in subjects without the typical sensorimotor neuropathy (SMN).  

{ Aims:} Document alterations in ano-rectal function in FAP patients.  

{ Materials and methods:} In 16 controls, 52 carriers of TTR Met 30 with SMN (TTR Met 30 

SMN +) and 14 carriers of TTR Met 30 without SMN (TTR Met 30 SMN -), we studied ano-

rectal function, using a simplified saline continence test, water perfusion manometry and balloon 

assessment of rectal sensitivity.  

{ Results:} TTR Met 30 SMN + patients had an abnormal continence test. Incontinence to saline 

was higher in patients with more severe SMN. Mean and maximum resting anal pressures were 

decreased. Ultra-slow waves (USW) were detected in 69,2 % and spontaneous transient anal 

relaxations (STAR) in 42,3 %. Absence of cutaneous-anal reflex occured in 36.5%, being more 

frequent in patients with more severe and prolonged SMN. Maximum voluntary contraction 

pressures were reduced. Recto-anal contractile reflexes (RACR) required higher distending 

volumes. Rectoanal inhibitory reflexes (RAIR) were deeper and more prolonged. RAIR was also 

marked by exaggerated rebound contractions. Rectal sensitivity test showed increased thresholds 

for conscious sensitivity and for the volume eliciting a constant call to stool. Maximum tolerable 

volumes were normal. TTR Met 30 SMN - patients also showed an abnormal saline continence 

test, decreased resting pressures and frequent USW (64,3 %). Cutaneous anal reflexes were 

positive. Voluntary contraction pressures were normal. RACR required higher distending 

volumes. Anal relaxations during (RAIR) were normal, but exaggerated rebound contractions 

were common. Rectal sensitivity test showed increased threshold of conscious rectal sensitivity 

and the volume eliciting a constant call to stool.  

{ Conclusions:} These results document ano-rectal functional alterations in FAP patients, 

deriving from the sensorimotor and autonomic impairment currently seen in this disease. }" 

"ABNORMALITIES OF ANO-RECTAL FUNCTION IN PATIENTS WITH FAMILIAL 

AMYLOIDOTIC POLYNEUROPATHY"  
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Among patients with fecal incontinence (FI), trans-anal ultrasonography (TAU) discloses an anal 

sphincter defect in aroung 2/3 of cases. However, anal sphincter defects may also be found in 

continent patients. The goal of this study was to assess the clinical and functional significance of 

these lesions in patients with FI.  

{ Methods:} 67 patients with FI (59 females and 8 males) had their clinical symptoms evaluated 

by the Wexner FI score (graded from 0 to 20). All patients underwent TAU (rigid rotating probe 

BK, 7 Mhz) and vector volume anal manometry (radial 6-lumen water-perfused catheter). The 

size of the internal and external defects were measured in degrees; anal pressures at rest and 

during squeezing, and anal assymetry index were obtained during manometry.  

{ Results:} 28 patients had no defect at TAU (41.7%). 39 had an anal sphincter defect: 19 

isolated defects (3 of the internal sphincter, and 16 of the external sphincter), and 20 combined 

internal and external sphincter defects. Squeeze anal pressures were lower and assymetry index 

(AI) were higher in the group of patients with combined defects compared to the groups of 

patients without defect and with isolated defect, as shown in the following table: 

\tx1260\tx2040\tx3195\tx4485\tx5670\tx6495\tx8150\fs4 \ul \tab \tab N resting AP squeeze AP 

resting AI squeeze AI (kPa) (kPa) (%) (%) \tab Normal S 28 5.6±1.6 11.3±2.6 21.4±4.8 18.0±5.1 

Isolated D 19 4.4±0.4 7.8±1.8* 22.0±2.3 19.8±2.0 Combined D 20 3.4±0.6 5.5±0.8*{\up6 †} 

33.3±3.8*{\up6 †} 27.1±2.6*{\up6 †} \tab * = p<0.05 vs normal S; {\up6 †} = p<0.05 vs 

isolated defect. A significant correlation was found between the Wexner score and the extension 

in degrees of the internal sphincter defects (r = 0.582, p<0.02) and external sphincter defects (r = 

0.431, p<0.02).  

{ Conclusions:} In patients with fecal incontinence, the size of anal sphincter defects is 

correlated with the severity of clinical symptoms. Combined defects are associated with 

significantly lower squeeze anal pressures and higher anal assymetry index. }" "FECAL 

INCONTINENCE: ASSESSMENT OF THE CLINICAL AND FUNCTIONAL 

SIGNIFICANCE OF ANAL SPHINCTER DEFECTS DETECTED BY TRANS-ANAL 

ULTRASONOGRAPHY"  
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{ Background:} Rectal detrusor retropulsion syndrome (RDRS) is a cause of constipation 

(Shafik A, Drugs 1993; 45: 528). In this syndrome, the distended rectal balloon, upon rectal 

contraction, is pushed up to the sigmoid colon instead of being expelled to the exterior. The 

purpose of this study was to investigate the cause of this syndrome. { Method:} Ten patients (8 

women, 2 men; mean 36.6 ± 10.2 SD years) complained of constipation of a mean duration of 

10.2 ± 4.4 SD years. Bowel evacuation was done manually. Enemas were retained.  

{ Results:} Barium enema, colonoscopy and biopsies from rectum, sigmoid and rectosigmoid 

junction (RSJ) as well as EMG activity of external anal sphincter and levator muscle were 

normal. Defecography revealed that the rectal neck failed to open on straining. The pressures in 

sigmoid colon, rectum and rectal neck were normal (p > 0.05), while it was significantly below 

normal in the RSJ (p < 0.01). The rectoanal inhibitory reflex was also normal whereas the 

sigmoidorectal reflex was absent. All the patients failed to expel the water- or gastrograffin-filled 

rectal balloon up to 200 ml; the balloon was instead pushed up to the sigmoid colon. 

{ Conclusion:}  The cause of constipation seems to be due to stool retropulsion up to the sigmoid 

colon. Normally, rectal contraction evokes two reflexes: sigmoidorectal which closes the RSJ, 

and rectoanal inhibitory which opens the rectal neck for the stools to be eliminated. IN RDRS, 

absence of the sigmoidorectal reflex transforms the contracting rectum into a tube opened at both 

ends. As the RSJ pressure in RDRS is lower than the rectal neck pressure, the contracting rectum 

pushes the stools up to the sigmoid. }" "RECTAL DETROSOR RETROPULSION 

SYNDROME. CLINICAL PRESENTATION AND PATHOGENESIS"  
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Rectal prolapse and internal rectal intussusception are related disorders of unknown etiology that 

may be associated with severely disturbed bowel function. Rectal prolapse can be treated 

surgically using different techniques and results regarding recurrence rate and mortality are 

generally good with the methods used today. Internal rectal intussusception is also possible to 

correct by surgery, but results are less encouraging as the preoperative symptoms are functional. 

Unfortunately anal incontinence and/or constipation often continue to inconvenience the patients 

after otherwise successful correction of the prolapse or internal intussusception. Long-standing 

constipation with emptying difficulties and prolonged straining may cause weakening of the 

pelvic floor and thus contribute to the development of rectal prolapse. Preoperative constipation 

has been reported in 24%-65% of patients with rectal prolapse. Postoperatively results are 

varying. In general rectopexy seems to increase the incidence of constipation. However, in an 

unpredictable way some patients improve. Rectopexy and sigmoid resection has been shown by 

some authors to cause less postoperative constipation. The knowledge about the best treatment 

for the individual patient is still under debate as many studies are retrospective and few are 

randomized. We have prospectively studied whole gut transit time in 30 patients before and after 

Ripstein rectopexy. Postoperative whole gut transit was prolonged. Preoperative retention of 

markers indicated an increased risk of postoperative constipation. 

{ Conclusion:}  Motility disturbances are common both before and after surgery for rectal 

prolapse and internal rectal intussusception. The reasons for this are only partly understood. }" 

"INTESTINAL MOTILITY BEFORE AND AFTER RECTOPEXY"  
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\i University Hospital Maastricht, Maastricht, Netherlands  

The use of stimulators in colorectal surgery is increasing. The indication for stimulation so far is 

severe fecal incontinence, that cannot be treated by conservative therapeutical methods or by 

other surgical procedures. The choice of type of stimulation is dependent on the indication and 

based on diagnostic findings. The first developed method of stimulation is the dynamic 

graciloplasty (DGP) in which the gracilis muscle is transposed around the anus and activated by 

an implanted pulse generator. The indication for DGP is absence or non functioning of the anal 

sphincters. The same principle was used for gluteoplasties, but the results were less good than for 

the gracilis. The second method forms the sacral nerve stimulation (SNS) in which direct 

stimulation of S2 or S3 gives contraction of the pelvic floor and external sphincter. The 

mechanism is not clearly understood, but the first clinical results are very promising. The 

indication for SNS is fecal incontinence in the presence of an anatomical intact, but not 

functioning sphincter and pelvic floor. The DGP method is also used for creation of a new 

anorectum after abdominoperineal resection. A stimulated gracilis sling is brought around the 

distal colon that is pulled through and anastomosed to the perineal skin. Stimulation techniques 

offer the possibility to prevent colostomies for patients with otherwise untreatable fecal 

incontinence. }" "MANAGEMENT OF ANAL INCONTINENCE. INDICATIONS OF 

PACEMAKERS"  
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A.J.P.M. Smout 

\i Department of Gastroenterology, University Medical Center, Utrecht, Netherlands  

The pathogenesis of functional dyspepsia (FD) is still far from fully elucidated. It has been 

shown that disordered motility is present in 30-60% of patients with FD and that a similar 

proportion of FD patients shows enhanced perception of gastric distension. {\i H. pylori} has not 

substantiated as an important cause of FD. It has become clear that the various mechanisms may 

overlap. The role of acid in the pathogenesis of FD is still a matter of much controversy and 

misunderstanding. It has been shown incontrovertibly that basal and peak acid output of FD 

patients are not significantly higher than those of controls. Whereas gastric acid secretion-

inhibiting drugs are frequently used in the treatment of FD, and some antisecretory drugs have 

been registered for the treatment of FD in certain countries, it is still rather doubtful whether they 

are effective in FD patients without reflux symptoms. Studies that have shown superiority of 

antisecretory agents over placebo have invariably failed to exclude patients with reflux 

symptoms rigorously. Until recently, the mechanism through which acid-inhibiting drugs might 

affect non-reflux symptoms in FD patients had remained uninvestigated. Recent studies have 

indicated, however, that patients with FD are more sensitive to intraduodenally administered acid 

than healthy controls. In FD patients intraduodenal acid typically elicited the sensation of nausea 

more than any other symptom. In addition, patients with FD were found to have an abnormal 

motor response of the duodenum to exogenous acid, leading to a delayed clearance of the 

proximal duodenum. These findings, which bear resemblance to the increased acid oesophageal 

sensitivity found in a large subset of patients with reflux symptoms, might provide new hope for 

believers in the role of acid in the pathogenesis of FD. }" "THE ROLE OF ACID IN THE 

PATHOGENESIS OF FUNCTIONAL DYSPEPSIA"  
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{ Purpose:} functional dyspepsia (FD) has been found to be associated with a high rate of 

psychiatric and psychosocial morbidity. It is unknown whether, in FD, specific symptoms or 

symptom clusters are specifically associated with psychopathology and psychosocial 

functioning.  

{ Methods:} in 196 consecutive FD patients the severity score was assessed for each of the eight 

dyspeptic symptoms. In addition the percentage of weight loss was assessed. Psychopathological 

and psychosocial dimensions were assessed in 136 patients. There were no differences in age, 

gender and FD symptoms between them and FD patients without available psychosocial data.  

{ Results:} a factor analysis with varimax rotation (KMO test =0.70, Bartlett test p<0.00000) 

provided four factors: factor 1 = nausea (loading 0.80), satiety (0.60), vomiting (0.80), 

%weightloss (0.74); factor 2 = bloating (0.81), fullness (0.85); factor 3 = epigastric burning 

(0.85), pain (0.85); factor 4 =belching (0.97). Only factor 1 was significantly associated with age 

and gender. Younger women experienced higher levels of factor 1 (r = 0.29; p = 0.008). 

Exclusively factor 3 was found to be positively associated with dimensions of psychopathology 

(alexithymia, neuroticism, anxiety, depression, somatization, r from 0.24 to 0.30; p from 0.005 to 

0.001) and to psychic and sexual trauma (p=0.017, p=0.026 respectively). SF-36 dimensions 

were found in multivariate analysis to be best explained by psychopathological dimensions (r
2
 

from 0.23 to 0.59). Factor 1 was also found to be significantly associated with bodily pain, 

physical functioning, role functioning, number of days unable to work or do household during 

the last year and number visits to GP and specialists (data not shown). 

{ Conclusion:}  FD appears as a heterogeneous condition with several symptom clusters 

differentially associated with psychosocial dimensions such as health status and 

psychopathology. }" "DIFFERENTIAL PSYCHOSOCIAL ASSOCIATIONS OF SYMPTOM 

CLUSTERS IN DYSPEPSIA"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 72/03#" " Abstract: 72/03 0 Citation: Gut 2000; 47(Suppl III): 

A44 STUDY OF THE GASTRIC MOTILE ACTIVITY: THE ``ANTRO-SPHINCTERIC 

INHIBITORY and ``SPHINCTERO-ANTRAL EXCITATORY REFLEXES  

A. Shafik 

\i Dept. of Surgery and Experimental Research, Faculty of Medicine, Cairo University, Cairo, 

Egypt  

{ Background:} The mechanism of pyloric sphincter opening to receive the gastric contents is 

not fully explored in the literature. The current study investigated this point.  

{ Method:} The study was carried out on 12 healthy volunteers: 9 men and 3 women of a mean 

age of 42.2 ± 10.6 SD years. One balloon-tipped and another manometric tube were introduced 

into the stomach. The response of the pressure in the proximal stomach, the pyloric antrum and 

the pyloric sphincter to distension of the proximal stomach was recorded. The effect of pyloric 

antrum distension on the proximal gastric, antral and sphincter pressure was also studied. Pyloric 

sphincter distension was then induced to test its effect on the antral and proximal stomach 

pressure. The aforementioned tests were repeated in 4/9 volunteers after separately anesthetizing 

the pyloric antrum and the sphincter.  

{ Results:} Balloon-distension of the proximal stomach produced no significant pressure changes 

in the proximal stomach or the pyloric antrum or sphincter (p > 0.05). Pyloric antral distension 

effected significant antral pressure rise but no significant pressure change in the proximal 

stomach. A significant sphincter pressure drop occurred only with antral distension volumes of 

above 50 ml. Pyloric sphincter distension produced a significant antral pressure rise but no 

pressure change in the proximal stomach. Separate sphincteric or antral anesthetization produced 

no significant pressure changes in the pyloric sphincter or antrum or in the proximal stomach. 

{ Conclusion:}  Pyloric sphincter relaxation upon antral distension postulates a reflex 

relationship which we call the ``antro-sphincteric inhibitory reflex. Meanwhile, pyloric sphincter 

distension effected antral contraction which we suggest to be reflex in nature and which we term 

the ``sphinctero-antral excitatory reflex. It is postulated that these 2 reflexes act to churn and 

transport the gastric contents to the duodenum. }" "STUDY OF THE GASTRIC MOTILE 

ACTIVITY: THE ``ANTRO-SPHINCTERIC INHIBITORY and ``SPHINCTERO-ANTRAL 

EXCITATORY REFLEXES"  
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Zeneca R&D, M\'f6lndal, Sweden; {\up6 4} Southbank surgery, Glascow, United Kingdom; 

{\up6 5} Med Dept Central Hospital, \'d6stersund, Sweden; {\up6 6} Odense Univ. Hospital, 

Odense, Denmark; {\up6 7} Med.klin. Zentralklin., Augsburg, Germany  

{ Background:} Prokinetic agents in the treatment of functional dyspepsia (FD) have shown 

diverging efficacy. Mosapride (mos) is a new prokinetic 5-HT4 agonist with an active 

metabolite, M1, a 5-HT4 agonist as well as 5-HT3 antagonist.  

{ Aim:} To evaluate the efficacy of three dosages of mosapride compared with placebo in the 

treatment of functional dyspepsia.  

{ Methods:} Patients with a history of at least three months of FD and a negative upper 

endoscopy and upper abdominal ultrasound were randomly allocated to treatment with either 

placebo, mos 5mg b.i.d, mos 10mg b.i.d or mos 7.5mg t.i.d. in a double blind, prospective, 

multicentre study. Patients with their most troublesome symptoms indicating GERD or IBS were 

not included. After randomisation patients entered a baseline week during which no treatment 

was given followed by a 6-week treatment period with one of the dose regimens. The change in 

severity of overall dyspeptic symptoms, registered in diary cards using a 7-graded Likert-scale, 

from the untreated baseline week to the 6th week of treatment was used as primary comparison 

of treatment efficacy. Secondary objectives were the change in severity of specific symptoms 

and the proportion of patients feeling better at the end of the treatment period.  

{ Results:} 606 patients were allocated to treatment. Valid for evaluation of efficacy in the 

analysis were 141, 140, 143 and 142 patients in the placebo, mos 5mg b.i.d., mos 10mg b.i.d. and 

mos 7.5mg t.i.d. groups respectively. Mean change in overall dyspeptic symptoms score from 

baseline week to the 6th week of treatment were -0.90, -0.94, -0.88 and -0.89 and the proportion 

of patients feeling better at the end of treatment were 60%, 59%, 59% and 61% in the placebo, 

mos 5mg b.i.d., 10mg b.i.d. and 7.5mg t.i.d. groups respectively. No statistically significant 

difference could be demonstrated with respect to any of the objectives.  

{ Conclusions:} In this study, treatment of FD with a prokinetic agent was not superior to 

placebo. The result rises the question whether treatment with prokinetic agents is appropriate for 

FD. }" "MOSAPRIDE IN THE TREATMENT OF FUNCTIONAL DYSPEPSIA"  
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Universit\'e4t Hannover; Klinikum Ludwigshafen Zentralklinikum Augsburg, Germany  

Relatively little information is available on the impact of functional dyspepsia and its clinical 

management on quality of life (Qol) over a prolonged ``natural course of the disease.  

{ Methods:} This study evaluated Qol in 2136 patients with functional dyspepsia for 1 year. QoL 

was assessed using the Psychological General Well Being Index (PGWBI) at the initial visit, and 

after 1, 6, and 12 month. In parallel the patients were assessed by their doctors. Management of 

the patients was documented but was based upon the physicians clinical decision only. Complete 

data sets of the PGWBI for all four visits were available for n = 1037 patients (48.5% of sample) 

with no relevant selection bias.  

{ Results:} 1) At the initial visit patients showed a severe impairment of Qol. Female gender, 

single status, lower educational stares, ulcer like symptoms, and increasing age were associated 

with lower Qol scores. 2) Patients from different initial management groups (A: empirical 

medical therapy, B: endoscopy, C: no initial diagnostic or medical intervention) improved to the 

same extent over one year. However, when corrected for different starting levels, there was a 

significant benefit in Qol improvement for patients with active management (groups A + B) 

when compared to group C 3) There was good agreement between Qol and doctors ratings of the 

patients symptoms and general well being. 4) Increasing age was the most important factor for 

not demonstrating improvement in Qol, whereas women and singles showed a better 

improvement than their respective counterparts. 5) 41.2% of all patients showed no improvement 

of either Qol (26.5%) or dyspeptic symptoms (27.2%) after one year. Management group B 

(endoscopy) was associated with a lower rate of symptom and Qol non-responders than group A 

or C. 

{ Conclusion:}  Functional dyspepsia in primary care shows a considerable impairment of Qol 

and was well assessed by the primary care doctors. Active management is associated with a 

better long-term improvement of Qol and lesser non-responders than a strategy with no initial 

diagnostic or therapeutic interventions. Further characterization of the non-responders will be of 

major clinical importance. }" "QUALITY OF LIFE IN FUNCTIONAL DYSPESIA - LONG 

TERM EPIDEMIOLOGY AND IMPACT OF MANAGEMENT"  
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Functional dyspepsia (FD) is highly variable in its clinical presentations and multifactorial in its 

pathogenetic mechanisms. Three factors will concur to improve the future management of 

patients with functional dyspepsia: a) {\i Better definition of dyspepsia}. Dyspepsia includes 

both painful and non-painful epigastric symptoms and often overlaps with other digestive 

syndromes such as GERD and IBS and precise identification of the relationships among these 

different clinical presentation sis difficult for investigators and practising physicians alike. More 

stringent descriptions of inclusion criteria and results as well as development and validation of 

appropriate instruments to describe and quantify the features and severity of symptoms are 

necessary to improve future studies and make it easier to extrapolate their results to the everyday 

practice. b) {\i Better understanding of underlying pathogenetic mechanisms}. Our 

understanding of potential underlying pathogenetic mechanisms of functional dyspepsia has 

substantially improved in the recent past. Gastric acid secretion, Helicobacter pylori infection, 

gastrointestinal motor abnormalities and visceral hypersensitivity may all be involved. Their 

respective roles in the determinism of individual dyspeptic symptoms has been partially 

elucidated, but further investigation is needed. It is now clear that only a few patients would 

benefit fro Helicobater pylori eardication, while the respective roles of dysmotility and 

hypersensitivity remain to be elucidated. Activation of mechanoreceptors in gastric fundus, 

gastric antrum and proximal small bowel in response to balloon distension is enhanced in a 

subset of FD patients, but to which extent this is attributable to abnormally contracted or 

stretched smooth muscle cells or rather to hypersensitive neural afferent pathways is not clear in 

the postprandial state. c) {\i Development of new drugs}. Several classes of drugs are being 

developed tier the treatment of functional digestive disease in general and for dyspepsia in 

particular. They can be roughly subdivided into two main classes: prokinetics and modulators of 

visceral sensitivity. {\i Prokinetics.} Several drugs capable of promoting gastrointestinal motor 

activities are being developed and may theoretically prove effective in the treatment of 

dyspepsia, including nitric oxide synthase inhibitors, CCK{\dn6 A} receptor antagonists 

(loxiglumide, dexloxiglumide), gonadotropin-releasing hormone analogues (leuprolide). {\i 

Modulators of visceral sensitivity.} Beyond the already available 5-HT ligands (sumatriptan) 

whose main action seems to be on smooth muscle tone, other molecules have been proposed as 

possible afferent neural pathways modulators: opioid K-receptor agonists (fedotozine), 

somatostatin analogues (octeotride), {\dn6 {\f1 a}}2-receptor agonists (clonidine). Nevertheless 

it is important to keep in mind that all these components also exert important effect on gut motor 

functions. }" "NEW DEVELOPMENTS IN THE TREATMENT OF DYSPEPSIA"  
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Recent developments in the field of both endocrine cell biology and pathology, at both 

morphologic and molecular levels, improved our understanding of neuroendocrine cell 

transformation and have been utilized as the basis for neuroendocrine tumor characterization. 

The practical diagnostic approach to neuroendocrine tumors entails the assessment of both 

general and specific neuroendocrine markers. Markers of proliferation like Ki67 and PCNA as 

well as markers of transformation like P53 have been investigated and proved informative for 

tumor behavior together with pathological parameters like tumor size, histological grade, 

infiltrating attitude, vascular and perineural space invasion. Organ-specific features have been 

recognized for tumors arising in pancreas, stomach and intestine. Based on such data a revised 

clinicopathological classification of the neuroendocrine tumors of the gastroenteropancreatic 

tract has been recently developed under the auspices of the World Health Organization (WHO). 

Two major categories of tumors are recognized and defined as well differentiated and poorly 

differentiated according to cyto-hystological aspects and expression of general and specific 

neuroendocrine markers. In addition organ-specific classifications have been developed. }" 

"PATHOLOGICAL CLASSIFICATION AND PROGNOSTIC FACTORS"  
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\i Departments of Surgery and Pathology, Sahlgrenska University Hospital, G\'f6teborg, Sweden  

Metastasis from neuroendocrine (NE) tumours of the gastrointestinal tract, carcinoids and 

endocrine pancreatic tumours (EPT), can be limited to the liver for long periods and may have 

slow growth. Considering liver transplantation (tx) for NE tumours the expected results with 

conventional treatment must be weighed against the risks with tx and subsequent 

immunosuppression. In consecutive series of patients with midgut carcinoids and liver 

metastases 5-year survival of 70% and 10-year survival exceeding 50% are reported. EPT of 

similar stage have much worse prognosis. The following indications for liver transplantation may 

be considered: Patients with metastatic disease limited to the liver; (a) not accessible for liver 

surgery (b) not responding to medical or interventional treatment (c) with life-threatening 

hormonal symptoms High grade malignant tumours (poorly differentiated NE carcinomas) have 

very poor prognosis and were not considered for tx. Six years ago the accumulated world 

experience was 30 pts. with poor 1-year survival. However, recent studies indicate 5-year 

survival of 70% in carcinoids and <10% in EPT. Over the last three years we have transplanted 8 

pts. (6 OLT + 2 cluster tx) (mean age 47 ± 8 years) with a mean follow up of 14 m (range 1-34 

months). A) Five pts. were not accessible for liver surgery (4 EPT + 1 hindgut carcinoid); B) one 

midgut carcinoid had progressive disease after embolization and medical therapy, and C) one 

foregut carcinoid had severe histamine symptoms. All pts. are alive with negative radiological 

and biochemical follow-up, except one patient who developed lymph node metastases after 11 m 

and will now receive radionuclide therapy. Liver transplantation is an option in selected cases 

with metastatic neuroendocrine tumour. }" "INDICATIONS AND RESULTS OF LIVER 

TRANSPLANTATION IN PATIENTS WITH NEUROENDOCRINE TUMOURS"  
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\i Uppsala University Hospital, Department of Internal Medicine; Department of Medical 

Sciences, Uppsala, Sweden  

Therapeutic considerations concerning neuroendocrine GEP tumors must be based on correct 

diagnosis but also taking into consideration differencies in tumor biology and stage of the 

disease. The most important screening marker for neuroendocrine tumors is chromogranin A and 

for staging somatostatin receptor scintigraphy. Surgery should always be an option in the 

treatment. Since more than 50% of the patients referred for diagnosis and treatment are 

malignant at time of diagnosis, surgery is seldomly curative but should be considered for de-

bulking and by-passing procedures. Other means of tumor reduction include embolization of 

liver metastases with or without cytotoxic treatment, radiofrequency treatment of local disease, 

smaller than 2-3 cm and finally laser or cryosurgery. Radiotherapy is usually considered to be of 

limited efficacy particularly in slow gowing neuroendocrine tumors but has some role in 

treatment of bone and brain metastases. Tumor targeted radioactive treatment has been 

performed during many years starting with {\up6 131}Iodin-MIBG but recently somatostatin 

analogue based therapy ({\up6 111}Ind or {\up6 90}Y). Medical treatment of neuroendocrine 

GEP-tumors consist mainly of cytotoxic agents, somatostatin analogues and {\f1 a}-interferons. 

Cytotoxic therapy has been attempted for many years, streptozotocin alone or in combination 

with 5-FU, doxorubicin, which has been giving response rates of 50-60% in patients with 

endocrine pancreatic tumors but less than 10% in patients with classical midgut carcinoids. 

Newer cytotoxic agents, such as taxol alone or in combination with doxorubicin and cisplatinum 

plus etoposide, have been particularly useful in foregut tumors and anaplastic neuroendocrine 

tumors. The biological treatment is based on somatostatin analogues alone or in combination 

with {\f1 a}-interferon or {\f1 a}-interferon alone. This kind of treatment is particularly useful in 

more slow growing tumors (Ki-67 < 5%) such as classical midgut carcinoids but also to control 

symptoms in foregut tumors. Both somatostatin analogues and {\f1 a}-IFN give biochemical 

response rates of 50-70% but significant tumor reduction in only 10-15%. The future treatment 

of malignant neuroendocrine GEP-tumors will still for many years be based on cytotoxic agents, 

somatostatin analouges and {\f1 a}-IFNs but these agents might be combined with anti-

angiogenetic agents. New somatostatin analogues seeing other somatostatin receptor subtypes 

will come into clinical practice and it might be possible to make a specific ``cocktail for every 

patient of somatostatin receptor subtype specific analouges based on the receptor content. Long-

acting formulations of {\f1 a}-IFN will facilitate the forthcoming treatment and it is also to be 

awaited further developments into tumor targeted radioactive treatment to come as well as 

different kinds of gene therapy. }" "ALGORITHMS FOR DIAGNOSIS AND TREATMENT 

OF NEUROENDOCRINE GEP TUMORS"  
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France  

Motilin is a 22 amino-acid peptide that stimulates the contraction of digestive smooth muscle. 

Motilin receptor (MR) activation by motilides (i.e. macrolide derivatives such as erythromycin) 

represents the most potent pharmacological stimulus for gastric contractions. New derivatives 

[i.e. motilinomimetics (MM)] devoid of any antibiotic activity have recently been developed. 

MR are predominantly located on the antrum and proximal dudodenum and to a lesser extent 

along the small intestine. MR have also been found in the colon and central nervous system and 

identified on smooth muscle as well as nerve. MR subtypes might account for the various effects 

observed with erythromycin, i.e. antral phase III contractions at low doses (inhibited by 

anticholinergics) and antral motor postprandial activity at high doses (more probably related to 

direct muscle MR activation). Despite their effects on lower esophageal sphincter pressure and 

gastric emptying, MM appear to be of limited benefit in the treatment of gastroesophageal reflux 

disease. However, they may be useful in preventing regurgitation before intubation for 

anesthesia. In gastroparesis, these drugs are helpful especially when administered i.v., though 

they seem to have little anti-dyspeptic effect. The results of MM on small bowel transit are less 

well characterized. At a low dose in the postprandial state, erythromycin inhibits small bowel 

motility. High MR density has been found in colonic smooth muscle, and some studies have 

shown that MR activation induces decreased transit in the right colon, modifying fecal 

distribution. Finally, MM may induce gallbladder emptying, which may be useful in conditions 

involving prolonged gallbladder stasis. }" "THERAPEUTIC POTENTIAL OF MOTILIN 

AGONISTS"  
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A46 INTRODUCTION: NON-INVASIVE INVESTIGATIONS OF THE GUT  

Y. Ghoos 

\i Gastrointestinal Pathofysiology, UZ Gasthuisberg, Leuven, Belgium  

Tests to investigate the gastrointestinal functions can grossly been divided in two parts; i.e. tests, 

which aim at describing the motor acitivity of the bowel, and tests which aim at demonstrating 

the digestive and absorptive function of the small intestine. Radioscintigraphy, manometry and 

electromyography, echoplanar magnetic resonance and tracing of ingested magnetic material, 

ultrasonic and impedance techniques belong to the methods, available to investigate GI motor 

functions. The ``classical methods to diagnose mal-assimilation of food ingredients consist of 

blood, urine and/or feces analysis mainly and of duodenal intubation. Most of these methods 

show drawbacks in their application, due to radiation risk, limitation in investigation conditions 

and/or acceptance by the patients. There is a need for reliable and non-invasive tests for the study 

of the different gastro-intestinal functions: patients call for simple tests and politicians call for 

clinical diagnostic tests which enable hospitalisation cost savings. In the past, the use of {\up6 

13}CO{\dn6 2}-breath tests (in some instances in combination with H{\dn6 2} breath tests) have 

proven to be very helpfull tools for this purpose. Additionally, substrate molecules, specifically 

labelled with {\up6 2}H and/or {\up6 15}N are well suited to monitor fermentation processes in 

the colon and to demonstrate fecal losses unequivocally. The use of stable isotopes represents a 

new, very rapidly expanding method for the investigation of GI functions in a non-invasive way. 

It is advised that these methods are under cover of a centralised laboratorium as service unit in 

the hospital. }" "INTRODUCTION: NON-INVASIVE INVESTIGATIONS OF THE GUT"  
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A46 BREATH TESTS IN PEDIATRICS  

G. Veereman-Wauters, M. Van Den Driessche 

\i Department of Pediatric Gastroenterology & Nutrition, University Hospitals Leuven, Leuven, 

Belgium  

{\up6 13}C breath testing, a safe and non-invasive technique allowing to measure 

gastrointestinal functions under different circumstances, is particularly well suited for children. 

The rate of {\up6 13}CO{\dn6 2} exhalation represents the rate limiting step: the process which 

is under study and liberates {\up6 13}C substance from the test meal. We describe those 

validated {\up6 13}C breath tests (BT) that were adapted so far (sampling, test meals, CO{\dn6 

2} production) for all age groups, including infants. Standardization is necessary in order to 

obtain reference values with respect to clinical diagnosis. The {\up6 13}C urea BT is applied in 

children for detection of Helicobacter Pylori. This BT is used for follow-up after therapy and for 

epidermiological studies. The {\up6 13}C lactose/sucrose BT reliably determine dissacharidase 

activities. These BTs are diagnostic of carbohydrate malabsorption. Since the {\up6 13}C mixed 

triglyceride BT reflects lipase activity it applies in the work-up of malabsorption and monitoring 

of exogenous replacement therapy of children with pancreatic insufficiency. Gastric emptying 

can be accessed in infants and children with the {\up6 13}C octanoic acid BT. Our recent 

publication of reference values now favors clinical application. This BT is relevant for diagnostic 

evaluation but also for clinical research e.g. evaluation of therapeutics. Oro-caecal transit time 

can be studied based on the break down of {\up6 13}C lactose ureide by the intestinal flora, in 

children from 6 months and older. Younger infants (prior to weaning) host a different 

(Bifidogenic) flora. The application of a prebiotic as marker for oro-caecal transit time is under 

study. }" "BREATH TESTS IN PEDIATRICS"  
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A46 A NOVEL METHOD USING COLOR DOPPLER ULTRASONOGRAPHY TO STUDY 

RELATIVE STRAIN OF THE MUSCLE LAYERS DURING ANTRAL CONTRACTIONS  

Odd Helge Gilja
1
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, Hans Gregersen{\up6 3}, Knut 

Matre
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, Arnold Berstad

1
 

\i 
1
 Institute of Medicine, Haukeland Hospital, University of Bergen, Bergen, Norway; {\up6 2} 

Dept. of Physiology and Biomedical Eng.*, Norwegian Univ. of Science and Technology, 

Trondheim, Norway; {\up6 3} Dept A, Aalborg Hospital and SMI, Aalborg University, Aalborg, 

Denmark  

This study was undertaken to explore whether relative strain of the muscularis propria of the 

gastric wall could be measured by transabdominal Strain Rate Imaging (SRI) using a novel tissue 

Doppler technique.  

{ Methods:} A GE Vingmed Sound System Five digital ultrasound scanner with a 5-8 MHz 

linear transducer was used to sample greyscale and Doppler data. Nine healthy subjects (8F, 1M; 

age 22-55 years) were studied in a seated position after an overnight fast and data were acquired 

in cineloops of 97-256 frames with 45-72 msec/frame. The mean strain length was 2.0 ± 0.6 mm 

(SD). Only the velocity component along the ultrasound beam was available. Visualisation and 

calculation of strain was performed using dedicated software: EchoPac3D\'ae and Tvi.exe.  

{ Results:} High-frequency real-time imaging and SRI enabled detailed studies of layers within 

the gastric wall in all subjects. Different strain distribution within the gastric wall was found with 

the highest values in the anterior part (82% ± 27%). SRI enabled separation of strain in the 

longitudinal and circular muscle layer and during a contraction, strain was much higher in the 

circular muscle layer. We found a correlation (r=0.79, p=0.017) between strain in the muscularis 

propria and the acceleration time of the contraction. The influence of aortic pulsatility on the 

gastric wall could also be measured. 

{ Conclusion:}  Estimation of relative strain of the muscle layer of the gastric wall by Doppler 

ultrasonography is feasible and enables a detailed mapping of local strain distribution. SRI is 

capable of distinguishing contractile activity of the longitudinal and circular muscle layers, even 

though the two layers cannot be separated in the B mode images. }" "A NOVEL METHOD 

USING COLOR DOPPLER ULTRASONOGRAPHY TO STUDY RELATIVE STRAIN OF 

THE MUSCLE LAYERS DURING ANTRAL CONTRACTIONS"  
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A47 DETERMINATION OF GASTRIC EMPTYING USING THE 13C-OCTANOIC ACID 

BREATH TEST (13C-OABT): IS THE ACCURACY OF ISOTOPE-SELECTIVE NON-

DISPERSIVE INFRARED SPECTROMETRY (NDIRS) SUFFICIENT?  

Andreas Leodolter 

\i Department of Gastroenterology, Magdeburg, Germany  

{ Background:} The 13C-OABT is a non-invasive simple and reliable tool for determination of 

gastric emptying. Analysis of breath samples for determination of the 13C/12C-ratio requires 

highly accurate detection methods. Therefore IRMS is most frequently used and up to now only 

one study has compared the accuracy of a less expensive NDIRS system (Clin Chem. 1997; 43: 

518-22) for determination of gastric emptying. Aim of our study was to confirm the previous 

findings using another NDIRS system for evaluation of gastric emptying by the 13C-OABT 

compared to IRMS.  

{ Methods:} A total of 50 subjects (26m, 24f, age 23-68y) with dyspeptic symptoms were 

studied. A 13C-OABT was performed after an overnight fast by giving a test meal consisting on 

50 g white bread, 10 g butter, 50 g cooked ham, 200 ml orange juice and an one-egg omelette 

containing 91 mg 13C-octanoic acid in the yolk. Breath samples were collected at 15 min 

intervals for a 4 hour period using 10ml glass tubes (for IRMS) and breath samples bags (for 

NDIRS). Breath samples were analyzed either by IRMS (ABCA-system, PDZ-Europa, Crewe, 

UK) and by NDIRS (FANci2, FAN Ltd., Leipzig, Germany). Lag phase and gastric half 

emptying time (t\'bd) were calculated by non-linear regression analysis. Based on the European 

validation a gastric emptying time up to 120 min is considered as normal.  

{ Results:} In 39 of 50 pat. a delayed gastric emptying was found. A reasonable linear 

correlation of gastric emptying parameters was found between the two methods (t1/2: y = 1.02 x 

-2.2, r2=0.918; lag phase: y = 1.04 x + 2.0, r2=0.924). In only one case a discordant result was 

observed after categorisation in normal and abnormal gastric emptying. 

{ Conclusion:}  The accuracy of the tested NDIRS-system for determination of gastric emptying 

is convincing. Because of the easy handling, the lower purchase price, and the proven accuracy, 

the NDIRS is a useful alternative to IRMS not only for 13C-UBT, what has frequently been 

proven, as also for 13C-OABT. }" "DETERMINATION OF GASTRIC EMPTYING USING 

THE 13C-OCTANOIC ACID BREATH TEST (13C-OABT): IS THE ACCURACY OF 

ISOTOPE-SELECTIVE NON-DISPERSIVE INFRARED SPECTROMETRY (NDIRS) 

SUFFICIENT?"  
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A47 VISCERAL PERCEPTION STUDIED BY A DRINK TEST AND THREE- 
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Trygve Hausken, Vernesa Dizdar, Ina Sunde, Odd Helge Gilja, Snorri Olafsson, Arnold Berstad 

\i 
1
 Institute of Medicine, Haukeland University Hospital, Bergen, Norway  

{ Background:} invasive balloon distension by a gastric barostat is recognized as the gold 

standard to examinine gastric perception. A non-invasive test to assess gastric hypersensitivity 

may represent a useful diagnostic tool.  

{ Aim:} to develop a test to study visceral hypersensitivity in association with tests for vagal 

tone and gastric volumes.  

{ Methods:} ten healthy medical students (age 24, 23-29 years, male/female, 5/5) were 

investigated twice with 7-14 days between tests. One hundred ml of meat soup (4 kcal/100 ml) 

was ingested every minute until maximal tolerance. Nausea, fullness and abdominal pain were 

recorded every minute on a VAS scale, ultrasound measures of antral and proximal stomach area 

every two minutes, and at the end of ingestion the volume of soup remaining in the whole 

stomach was recorded using three-dimensional ultrasound. Respiratory sinus arrhythmia (RSA) 

was used as an index of vagal tone before and after the meal.  

{ Results:} maximal drinking capacity was (mean, SD) 1520±640 ml and 1610±650 ml at the 

first and second visit, respectively (p = 0.36) with a good correlation between the two days 

(r=0.89, p=0.0002). At the end of the experiment the volume of soup remaining in the stomach 

was 878±360 and 881±320 at the two visits. There was a good correlation between residual 

volumes on the two test days (r=0.82, p=0.002). A significant correlation between maximal 

drinking capacity and residual stomach volume was found (r=0.84, p=0.002). Nine subjects 

stopped their soup ingestion because of unpleasant fullness and one subject due to nausea. Filling 

of the antrum followed similar linear curves up to 2000 ml of ingestion with a mean value of 

maximal antrum of 46±21 cm{\up6 2} and 50±15 cm{\up6 2}, at the two visits respectively. The 

area of the proximal stomach also demonstrated similar linear curves up to 1200 ml of ingestion 

and then reached a plateau of 31±4 and 33±4 cm{\up6 2} at the two visits. RSA was 6.8±2.2 at 

the first and 7.8±4 at the second visit (ns), with good correlation between the RSA measurements 

the two days (r = 0.77, p < 0.01). No change in RSA was seen in response to soup ingestion (p = 

0.64). 

{ Conclusion:}  The reproducibility of drinking capacity, motility measures and symptom scores 

was good. The drink test is a simple non-invasive tool to study visceral perception. }" 

"VISCERAL PERCEPTION STUDIED BY A DRINK TEST AND THREE- DIMENSIONAL 

ULTRASOUND"  
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Stefano Guandalini 

\i Chicago, USA Abstract will be handed out after the session. }" "STATE-OF-THE-ART 
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\i A.\'d6. Krankenhaus Hallein & Lundwig Boltzmann Institut f\'fcr Gastroenterologische und 

Experimentelle Chirurgie, Hallein, Austria  

Bariatric surgery has gone through a developing process like other disciplines in surgery. But 

this evolution goes on. The end stage, the ultimate goal of the treatment of morbid obesity might 

be the development of a drug, which guarantees a certain weight maintenance with no or little 

side effects or a genetic induced treatment. So far nothing will become obtainable in the nearest 

furture and bariatric surgery is the only option for long-term weight decrease maintenance in 

morbid obesity. The bariatric surgical procedures are based on restrictive malabsorptive or both 

principles for the induction of long-term massive weight loss. Standards should be defined but in 

a still evolutional field this is difficult. Although adjustable gastric banding and standard gastric 

bypass are most common, it is not clear which type of procedure should be preferred for which 

patient. About 70% of all bariatric procedures in the United States are gastric bypass procedures, 

whilst in Europe more than 80% are nowadays laparoscopic adjustable gastric banding 

procedures. For this reason we have compared in a randomized prospective study the outcome of 

two restrictive procedures, namely the VBG, the adjustable gastric band, and the standard Roux-

en-Y gastric bypass by using the bariatric analysis and reporting outcome system as described by 

Horia and Moorehead. The results of this comparative study favoured the standard gastric bypass 

for the treatment of morbid obesity. This operation is superior to purely gastric restrive 

procedures in terms of weight loss and in the improvement of the quality of life and equal in the 

decrease of co-morbidity. Of major interest today is the introduction of laparoscopic techniques 

into obesity surgery. Besides gastric banding, laparoscopy can be successfully applied to perform 

vertical banded gastroplasty, but also more complex operations like gastric bypass, but this is 

still undergoing technical development and early feasibility studies. }" "WHAT IS THE BEST 

SURGICAL PROCEDURE FOR OBESITY?"  
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\i Department of Immunology and Bacteriology, University of Glasgow, Western Infirmary, 

Glasgow, United Kingdom  

The intestinal immune system discriminates clearly between harmful antigens (invasive 

organisms) and those which are harmless or even beneficial, such as foods or commensal 

bacteria. The first group of antigens stimulates active immunity to protect the mucosal surface, 

while soluble proteins induce profound systemic immunological unresponsiveness. This 

phenomenon of oral tolerance has the physiological role of preventing food hypersensitivities 

such as coeliac disease and an analogous process directed at commensal bacteria may prevent 

inflammatory bowel disease. Oral tolerance can also be exploited to deliver immunotherapy 

against autoimmune disease and is an important obstacle to the development of oral subunit 

vaccines. Several immunoregulatory mechanisms have been implicated, including clonal 

deletion or anergy and the activation of regulatory CD4 T lymphocytes (``Th3 or ``Tr1). These 

may inhibit subsequent effector responses by producing cytokines such as IL 10 or TGF{\f1 b}. 

The exact mechanism may depend on the dose of antigen, but we propose that orally 

administered soluble antigens associate preferentially with antigen presenting cells (APC) that 

lack the costimulatory molecules necessary for activating T cells fully. Our recent evidence 

indicates that dendritic cells (DC) may be the principal APC involved in presenting oral antigen 

to CD4 T lymphocytes. If the antigen is a soluble protein or otherwise inert material, the relevant 

DC will not be activated, leading to T cell anergy or induction of regulatory activities. If the 

antigen is presented in the context of inflammation, active immunity will result. The relevant DC 

may first be loaded with antigen in Peyers patches and the mucosal lamina propria, before 

emigrating from the gut to tolerise T cells in the mesenteric lymph node and periphery. 

Alternatively, antigen itself may escape from the intestine and be presented by resting DC 

elsewhere. If the location and nature of the APC could be identified, selective targeting might 

help improve or overcome the induction of tolerance. }" "IMMUNE MECHANISMS IN ORAL 

TOLERANCE"  
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J. Holmgren  

\i G\'f6teborg University, G\'f6teborg, Sweden  

The mucosal immune responses to bacteria may be either protective, immunopathogenic or 

tolerogenic. 1. Mucosal immune responses protecting against bacterial pathogens are of critical 

importance. Infections of the gastro-intestinal, respiratory and urogenital mucosae are leading 

causes of illness and death globally. Effective mucosal vaccines against several of these 

infections are now in sight, and others need to be developed. 2. Bacteria colonizing or invading 

mucosal tissues may also, directly or via the mucosal epithelium, induce production of potent 

proinflammatory and immunomodulating substances, which may recruit both acute and chronic 

inflammatory cells. The role of bacteria and their products in starting and perpetuating 

inflammatory bowel disease (IBD) remains to be further defined. There is, however, substantial 

indirect evidence to suggest a clear link between IBD, bacteria and a disturbed mucosal response. 

3. It has also become clear that there is a direct link between at least one bacterial infection and 

important forms of gastrointestinal cancers. Thus, infection with {\i Helicobacter pylori} is the 

leading cause of stomach cancer, estimated to account for 500,000 new such cancers each year. 

The mucosal immune system may be a determinant for the outcome of {\i H. pylori} infection in 

the stomach: asymptomatic, acute gastritis, peptic ulcer, chronic gastritis or stomach cancer. To 

the extent effective vaccines can be developed against {\i H. pylori,} and possibly also certain 

other bacterial pathogens, these vaccines may serve as anti-cancer vaccines. }" "MUCOSAL 

IMMUNITY, BACTERIA AND VACCINES"  
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 La Jolla Institute for Allergy and Immunology, San Diego, USA; {\up6 2} University of 

Bristol, Bristol, UK; {\up6 3} Research Instititute for microbial diseases, Osaka University, 

Osaka, Japan  

To explore the effect of a regulated and site-specific delivery of IL-10 on mucosal immune 

responses in the intestine, transgenic mice were generated in which IL-10 is constitutively 

expressed by intestinal epithelial cells, using the promoter from the intestine specific fatty acid 

binding protein (Fabpi) gene to drive transgene expression. The presence of transgenic IL-10 was 

confirmed by RT-PCR, Western blot and immunohistochemistry. Transgenic mice showed a 

significant increase in number of intraepithelial lymphocytes (IEL) in the small intestine, when 

compared to wildtype mice. Whereas in wildtype mice, CD8 IEL are predominant, the epithelial 

layer in transgenic mice was significantly enriched with CD4 IEL, displaying a memory 

phenotype. Moreover, transgenic IL-10 upregulated mucosal IgA responses in the small 

intestine, as determined by ELISPOT. To investigate the effect of transgene derived IL-10 on the 

spontaneous colitis that arises in IL-10 -/- mice, IL-10 transgenic mice were crossed onto the IL-

10 -/- background, generating mice in which the only source of IL-10 is the intestinal epithelium. 

In these mice, transgene derived IL-10 significantly modified the development of colitis, as 

reflected by the significantly lower incidence of rectal prolapse. Interestingly however, mucosal 

lymphocytes of transgenic and nontransgenic animals produced comparable amounts of IFN-g 

upon TCR crosslinking, as measured by ELISA and intracellular cytokine staining. This suggests 

that the beneficial effect of IL-10 on prolapse occurrence does not involve permanent changes in 

the cytokine profile of the lymphocytes exposed to IL-10. These studies in IL-10 transgenic mice 

provide evidence in vivo of lympho-epithelial cross talk. }" "MUCOSAL IMMUNE 

RESPONSES ARE MODULATED BY INTESTINAL EPITHELIUM DERIVED IL-10 IN 

FABPI-IL-10 TRANSGENIC MICE"  
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ENTEROTOXIN-INDUCED INTESTINAL SECRETION IN THE RAT  

Matthew R. Banks, Monica Bose, Michael J.G. Farthing  

\i Digestive Diseases Research Centre, The Royal London School of Medicine & Dentistry, 

London, United Kingdom  

We investigated the effects of the enkephalinase inhibitor racecadotril on rat jejunal fluid and 

electrolyte flux after exposure to cholera toxin (CT) and Escherichia coli heat stable (STa) and 

heat labile (LT) toxins. Previous studies have shown racecadotril to reduce secretion induced by 

CT in humans and animals. The present study compared the effects of racecadotril on CT, LT, 

and STa- induced intestinal secretion before and after established secretion.  

{ Methods:} Male Wistar rats were treated with intrajejunal racecadotril (20mg/kg) or vehicle 

alone, 30 min prior to exposure to CT (50ug/kg), LT (50ug/kg) and STa (200ug/l perfusate), and 

in subsequent experiments, 45 min after secretion was established, in a 20cm jejunal loop. Intra-

peritoneal racecadotril was given for established STa-induced secretion. Loops were perfused 

with a plasma electrolyte solution (0.5ml/min) containing 14C-polyethylene glycol as a non-

absorbable marker. After an initial 30 min period of perfusion, three fluid collections were used 

to calculate the net water, chloride and sodium flux. For established STa-induced secretion 

collection continued at 10 min intervals for 90 min after treatment.  

{ Results:} \tx1830\tx3450\tx4035\tx8150 Pre-treatment with racecadotril. Annotation mean ± 

SD, Water flux ul/min/g Water Flux ul/min/g Mann-Whitney U \tab \tab \tab Control 

Racecadotril \tab \tab \tab CT -61.1 ± 43, n=10 -4.6 ± 55, n=19 P=0.009 LT -47.4 ± 32, n=15 

+20.1 ± 56, n=14 P<0.001 STa -69.3 ± 27, n=8 -53.8 ± 36, n=8 P=0.529 \tab \tab \tab d\fs20 

\tx1695\tx3150\tx3735\tx8150 Treatment of established secretion with racecadotril \tab \tab \tab 

Control Racecadotril \tab \tab \tab CT -84 ± 40, n=6 -24 ± 42, n=10 P=0.009 LT -49 ± 19, n=6 

+45 ± 58, n=8 P=0.003 STa -43 ± 31, n=8 -12 ± 32, n=8 P=0.01 \tab \tab \tab d\fs20 The net flux 

for chloride and sodium parallel those for water flux. 

{ Conclusion:}  This study demonstrates that racecadotril pretreatment and treatment of 

established secretory states induced by CT and LT significantly reduces fluid and ion secretion. 

Racecadotril also reduced established STa-induced secretion and pretreated STa secretion, 

although the latter was not significant. These results support a role for racecadotril in the 

treatment of infectious diarrhoea. }" "THE EFFECTS OF THE ENKEPHALINASE 

INHIBITOR RACECADOTRIL ON ENTEROTOXIN-INDUCED INTESTINAL SECRETION 

IN THE RAT"  
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A48 HUMAN INTESTINAL CYTOKINE PROFILES IN HEALTH AND DISEASE  

F. Mascart  

\i Dept. of Immunology, Erasme Hospital, Univ. Libre de Bruxelles, Brussels, Belgium  

There is increasing evidence that cytokines play an important role in the pathogenicity of 

inflammatory bowel diseases, and it is generally assumed that their secretion is the result of an 

abnormal activation of the immune system resulting from pathogenic processes. However, the 

normal human intestine is infiltrated with primed memory T lymphocytes (CD45RO+, 

CD62L{\f1 -}) bearing different activation markers on their surface (CD69+, CD95+, HLA-

DR+). A proportion of them (from 0.7 to 3.6%) spontaneously secretes interferon-gamma (IFN-

g), interleukin-4 (IL-4), interleukin-10 (IL-10), and/or tumor necrosing factor alpha (TNF-a). 

This proportion is lower in the colon than in the duodenum, and the secretion is nearly 

undetectable in the antrum. In addition, this natural secretion of cytokine is abolished by a 

diversion of the intestinal flow. In contrast, no significant natural secretion of interleukin-2 (IL-

2) is detected, the expression of the IL-2 receptor is low, and the in vitro proliferation of these 

cells is very low, even after polyclonal stimulation. Antigen-presenting cells also naturally 

secrete interleukin-12 (IL-12). Analysis of the expression of co-stimulatory molecules on the T 

lymphocyte surface indicates that, in contrast to circulating lymphocytes which express CD28 

but do not express CTLA-4 and CD40L, intestinal lymphocytes do not express CD28. CTLA-4 is 

expressed on one fourth of them, and CD40L on a small but nevertheless significant proportion 

of them. These data suggest that different activation pathways occur in circulating and intestinal 

lymphocytes. The human intestine is infiltrated with activated lymphocytes, but the majority of 

them are normally kept under some control to allow to maintain a state of ``physiological 

inflammation and to avoid pathologic inflammatory bowel diseases. Our data suggest the 

involvement of alimentary antigens in this physiological inflammation. }" "HUMAN 

INTESTINAL CYTOKINE PROFILES IN HEALTH AND DISEASE"  
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A49 AUGMENTED DIAGNOSTIC APPROACH OF COELIAC DISEASE  

P. Collin  

\i Tampere University Hospital, Tampere, Finland  

The current prevalence of coeliac disease is 1:300-1:1000 inhabitants, but population screening 

studies indicate that the true frequency may be 1:100, or even higher. In other words, only a 

minority of coeliac disease will be detected today. Moreover, small bowel mucosal villous 

atrophy develops gradually from inflammation to classic villous atrophy. Therefore, case finding 

and proper diagnosis of coeliac disease remains a clinical challenge. First of all, there must be a 

high index of suspicion of coeliac disease, because the symptoms and signs may be subtle. 

Small, bowel biopsy is recommended in most symptomatic cases. Serological screening tests, 

IgA class antiendomysial and anti-tissue transglutaminase tests, may be applied in risk groups, 

knowing that false negative tests may appear. First-degree relatives of coeliac disease patients 

have 10-15% risk for the disease. Other risk groups where screening can be recommended are 

patients with autoimmune thyroiditis, type 1 diabetes and patients with Sj\'f6grens syndrome; in 

these the risk of coeliac disease is at least 3-5%. When the mucosal finding is borderline, the 

increased frequency of CD3+ intraepithelial lymphocytes (IELs) is suggestive but not diagnostic 

for coeliac disease. The increase in gamma/delta+ IELs is more specific marker of overt or 

incipient coeliac disease, but even this test is not completely ideal, since some false positive and 

negative results occur. Coeliac disease is strongly associated with HLA-DQ2 or DQ8; the disease 

is rare in patients negative for both, a circumstance which can be utilised in the diagnostics. 

However, positive finding does not confirm the diagnosis, because these HLA types are common 

in the population. }" "AUGMENTED DIAGNOSTIC APPROACH OF COELIAC DISEASE"  
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\i Imperial Cancer Research Laboratories & Hammersmith Hospital, London, United Kingdom  

This presentation will attempt to answer three questions: (1) how do metaplasias in the gut arise; 

(2) what is the secretory phenotype of such metaplasias, and (3) what is their pathological 

significance? In the gastro-oesophageal junction and stomach we regard the development of {\i 

intestinal metaplasia} as an important stage leading to cancer, and mutations in tumour suppresor 

are regarded as being pivotal in this change. However, there is little current agreement on the 

phenotypic changes which accompany the sequential genetic changes: for example, the function 

of the {\i APC} gene product appears related to cell migration, or possibly to the suppression of 

apoptosis, although the relationship of such genes to the evolution of metaplasia to 

dysplasia/cancer is currently unclear. It has recently been shown that metaplastic mucosa is 

clonal on X-chromosome inactivation analysis, and both this epithelium and intestinal metaplasia 

in the stomach can show mutations in p53 and LOH for tumour suppressor genes such as {\i 

APC.} This argues strongly for early genetic changes may well lead to disturbances in the way 

stem cells control cell differentiation, and leads to the process of field cancerisation in the 

oesophagus and stomach. Observations in the human intestine have shown that abnormal 

conditions, such as chronic ulceration, can induce new cell lineages: the {\i ulcer-associated cell 

lineage} (UACL) is one of these, and this takes origin from the stem cell zone in the intestinal 

crypt in circumstances of chronic damage, grows in the intestinal wall and finally makes contact 

with the surface epithelium, pouting its secretions into the intestinal lumen. It was in this lineage 

that the {\i trefoil peptides} gene expression was first detected in the intestine and the important 

relationship of trefoil peptides to mucosal repair proposed. Since then, recombinant peptides 

have become available, and it is clear these molecules are powerful {\i motogens,} stimulating 

epithelial cell migration in ulceration, and probably operating through a basolateral receptor to 

help induce the migratory phenotype in epithelial cells. The UACL also secretes a battery of 

other peptides active in mucosal repair, and appears to be a powerful resource in the natural 

healing mechanisms of the human gastrointestinal mucosa. There has been considerable interest 

in members of the {\i Cdx} family of {\i Hox} genes in relationship to metaplasia.. While {\i 

Cdx}{\f1 -}/{\f1 -} animals fail to implant, perhaps because {\i Cdx2} is strongly expressed in 

the trophectoderm at implantation, {\i Cdx}+/{\f1 -} animals show multiple polyps in the colon, 

most frequently in the proximal colon, which is the site of maximum expression of the {\i Cdx2} 

gene in the adult animal - indeed lesions were only seen in the small intestine and colon, and not 

in the oesophagus, stomach or rectum, where {\i Cdx2} is not seen in development. These 

lesions show a fascinating appearance with areas of stratified squamous epithelium cardiac 

corpus and pyloric gastric mucosa, small intestinal and normal colonic mucosa being 

sequentially present, and all cell lineages usually present in these epithelia were present. This 

indicates that metaplasias could well arise through mutations/inappropriate expression of {\i 

Hox} genes. It is also clear that metaplasias show differing histogenesis, that metaplasias often 

have differing secretory phenotypes from the putative lineage they follow, and that metaplasia 



can influence the secretory phenotype of the indigenous epithelial cells, probably through their 

own secreted products }" "THE MOLECULAR PATHOGENESIS OF METAPLASIA IN THE 

GASTROINTESTINAL TRACT"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 79/01#" " Abstract: 79/01 0 Citation: Gut 2000; 47(Suppl III): 

A49 EVALUATION OF EDUCATION AND TRAINING OF IMMIGRANT PHYSICIANS IN 

ISRAEL. CAN THE ISRAELI EXPERIENCE HELP EUROPE?  

S. Eidelman, A. Antebi, P. Vardi, Y. Blachar, L. Wapner, A. Shanon, P.A. Vardy, J. Schenker  

\i Department of Gastroenterology, Ramdam Medical Center, Haifa, Israel  

During the period 1989-1996 approximately 800,000 ex-residents of the former Soviet Union 

immigrated to Israel. Approximately 2% of these immigrants declared that they were medical 

doctors; thus joining a health care system with one of the highest physician-population ratios in 

the world, and doubling the number of practicing physicians in Israel. During this period 

approximately 12,000 immigrants applied for a license to practice medicine in Israel. 7000 were 

granted licenses. 3000 Immigrant doctors applied for recognition as specialists in one or more of 

the 54 specialty fields. Most were required to obtain additional training and pass specialty 

examinations. 600 have so far been certified as specialists with a larger number currently in 

various stages of the specialty training programs. 70% of the licensed physicians have found 

employment in the health care system. The purpose of this presentation is to highlight some of 

the unique features and problems that were encountered in the credentialling process of this 

massive migration of medical personnel, and their eventual integration into an already 

problematic health care system. This process entailed coping with a host of educational, social, 

administrative, legal and humanitarian issues that surfaced in the course of its evolution. The 

unanticipated nature of many of these issues required flexibility original thinking and creative 

solutions; in many instances it was extremely difficult to reconcile personal needs of the 

immigrant doctors and public pressures with the overriding principle that professional standards 

must be maintained. }" "EVALUATION OF EDUCATION AND TRAINING OF 

IMMIGRANT PHYSICIANS IN ISRAEL. CAN THE ISRAELI EXPERIENCE HELP 

EUROPE?"  
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A49 NEW RUSSIAN EDUCATION SYSTEM IN GASTROENTEROLOGY V. Ivashkin  

\i Sechenov Moscow Medical Academy, Moscow, Russian Federation  

{ Objective:} To improve the state system of education in Gastroenterology in Russia and to 

convert it in the coordinates of the up-date gastoenterology science and high level of 

requirements for European diploma.  

{ Methods:} Modern state standard educational Program in Gastroenterology, accepted by the 

Health Ministry; Russian Gastroenterology Association (RGA); Russian Journal of 

Gastroenterology, Hepatology, Coloproctology; annual Gastroweeks; elective Course in 

Gastroenterology for the 3-6 year students of Moscow Medical Academy (MMA); permanent 

Postgraduate Course `Functional diagnostic and Pharmacotherapy in Gastroenterology in MMA; 

National College of Gastroenterology, Hepatology (NCGH) - the official organ of the CME with 

3 times a year Intensive Training Courses, including International Sessions; Foundation for 

Progress in Gastroenterology.  

{ Results:} 5 year model of the training in Gastroenterology was accepted: 2 years ordinatura in 

general medicine, 3 years in gastroenterology with EUMS standard for quantity of procedures 

(ultrasound, endoscopy etc.). RGA is recognized as the full member of OMGE, AGE, EASL; as 

the observers of EUMS. 8 000 physicians from 83 regions of Russia, Ukraine, Belorussia and 

other countries are the full members of RGA. 16 Sessions of NCGH were attended by 4 000 

physicians, 461 of them were certificates. 11 Sessions were in Moscow, including 4 International 

(with OMGE, AGA, EASL, EHPSG) and 5 Outdoors (Kiev, Irkutsk, Novgorod, Krasnodar, 

Gelendgic). More than 40 professors from 16 countries forms the Foreign Faculty of RGA. 56 

young researches received the possibility to have study leave arrangements in Gastroenterology. 

{ Conclusion:}  The strong base for the undergraduate, postgraduate and CME education in 

Gastroenterology is created in Russia. }" "NEW RUSSIAN EDUCATION SYSTEM IN 

GASTROENTEROLOGY"  
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\i Department of Gastroenterology, Institute of Child Health, University College London, United 

Kingdom  

The gut develops from three germ layers: the endoderm which supplies the epithelial cells of the 

mucosa, the splanchnic mesoderm, the mesenchymal cell types such as the muscle layers and 

ectoderm - the origin of the neural components. In recent years the importance of endodermal-

mesenchymal cell assemblages to generate form and cyto-differentiation has been appreciated 

and the establishment of the intrinsic nervous system of the gut by neural crest cell migration and 

differentiation. Three major phases of development occur in the human gastrointestinal tract: an 

early period of proliferation and morphogenesis starting at three weeks of gestation and 

completed by ten weeks of gestation; an intermediate period of differentiation when many 

different and distinctive cell types appear between ten and 16 of weeks gestation, and a later 

period of maturation resulting in a bowel capable of transporting lumenal contents and digesting 

and absorbing nutrients - these functions being present in an immature form from as early as 28 

weeks of gestation. The early period of development is particularly regulated by developmental 

control genes, such as Hox genes, and the intermediate and later periods from a complex 

interplay between the various cell types that have developed and components which are 

regulated by growth factors, hormones, immune and neural inputs. Disturbance of the above 

processes either by mutated key genes which may have occurred spontaneously or be inherited, 

or by changes induced by defective placental function, exposure to environmental toxic agent 

such as alcohol or by infection may result in congenital disorder affecting the gut. }" 

"ONTOGENY OF THE GASTROINTESTINAL TRACT"  
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D.J. Drucker  

\i Banting and Best Diabetes Centre, Department of Medicine, Toronto General Hospital, 

University of Toronto, Canada  

Several peptide growth factors have been identified that appear to be trophic for the mucosal gut 

epithelium. These factors may be synthesized locally in the gut, or in some instances, circulating 

growth factors may produce important actions for maintaining the functional integrity of the 

epithelium. The natural functions of these peptides that regulate both crypt cell proliferation, 

barrier function and permeability, nutrient absorption, and cell death, strongly suggests that one 

or more growth factors may exhibit therapeutic potential for enhancing intestinal regeneration {\i 

in vivo.} In addition to peptide growth factors such as neurotensin, EGF, IGF-I, and TGF, trefoil 

factors also exhibit protective effects in the gut epithelium. Glucagon-like peptide 2, a peptide 

synthesized by the enteroendocrine cells of the bowel, exhibits potent intestinotrophic properties 

in experimental animal systems. The protective effects of GLP-2 in the gut are explained by 

stimulation of crypt cell proliferation, reduction of mucosal cell death, and enhancement of 

barrier function. The actions of GLP-2 are mediated by a newly discovered GLP-2 receptor that 

is expressed on distinct subpopulations of gut endocrine cells. The potential implications of these 

new findings for the treatment of intestinal diseases that would benefit from enhancement of 

intestinal mucosal function will be discussed with emphasis on data from experimental models of 

intestinal injury and clinical trials of GLP-2 replacement. }" "GROWTH FACTORS AND 

REGULATORY PEPTIDES IN THE TREATMENT OF INTESTINAL DISEASE"  
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Lida Anestidou  

\i University of Texas-Houston Medical School, Houston, TX, USA  

Lipopolysaccharide (LPS) administration, used as a model for inflammation and sepsis, has been 

shown to alter intestinal function and increase the expression of inducible nitric oxide synthase 

(iNOS) in the intestine (Am J Physiol 271:G454, 1996). The purpose of these experiments was to 

utilize genetically altered mice deficient in iNOS to study the role of NO in LPS-induced 

alterations in intestinal transit. LPS (5 mg/kg) or saline was injected i.p. into iNOS deficient (-/-) 

mice, their littermates expressing iNOS (+/+) and wildtype C57Bl/6 mice whose strain was used 

to produce the genetically altered animals. Five hours after injection, intestinal transit was 

determined and expressed as geometric centers (GC) of distribution of a non-absorbable marker 

(J Pharm Meth 6:211, 1981). The mean GC in the LPS-treated iNOS +/+ group was significantly 

less than that in the saline treated +/+ group (4.3 ± 0.4 vs. 5.7 ± 0.3, p< 0.02). There was no 

significant difference in the mean GC between the LPS- and the saline-treated iNOS -/- groups 

(5.4 ± 0.4 vs. 5.5 ± 0.6, p>0.05). Interestingly, there was also no significant difference in mean 

GC between LPS- compared to saline-treated wildtype mice (4.1 ± 0.7 vs. 5.2 ± 0.4, p>0.05). 

The finding of an effect of LPS on transit in iNOS +/+ but not in iNOS -/- littermates supports a 

role for NO in the inhibitory action of LPS on intestinal motility. The results obtained from the 

wildtype groups could be the result of compensatory mechanisms that either do not survive the 

genetic manipulation or are a function of that particular murine strain. It is well-known, e.g., that 

LPS stimulates the synthesis of prostaglandins which not only have opposing effects on intestinal 

motility but may also negate inhibitory NO effects (Prostaglandins Leukot Essent Fatty Acids 

54:229, 1996). It is possible that this mechanism, as well as others, is disrupted. }" "IS NITRIC 

OXIDE (NO) INVOLVED IN INFLAMMATION-INDUCED INTESTINAL 

DYSMOTILITY?"  
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GlaxoWellcome,Medicines Research Centre, Dublin, UK  

{ Background:} There is increasing evidence to support the role of a low-grade inflammatory 

response in the pathophysiology of IBS although the components and nature of this response 

remain poorly understood. We have previously reported increases in both inducible nitric oxide 

synthase (iNOS) and mast cells in IBS, which are likely to be part of a complex response 

involving other potent inflammatory cells and mediators.  

{ Aim:} To determine if CD3+ or CD20+ lymphocytes were (i) increased in IBS compared to 

controls and (ii) associated with iNOS expression or mast cells.  

{ Methods:} Patients (n=27) comprised well-characterised diarrhoea predominant and alternating 

Rome criteria IBS (n=16), symptom free normal controls (n=5) and colitis (n=6). Biopsies 

(n=108) were taken from the caecum, ascending colon descending colon and rectum. Formalin 

fixed tissue was stained for CD3+T-cells (Dako), CD20+B- cells (Dako), iNOS (Santa Cruz), 

nitrotyrosine (Upstate) and mast cell tryptase (Dako) using validated immunohistochemistry 

protocols. Quantification was performed using image analysis and light microscopy (x1000 

magnif.) and analysed using non-parametric statistics.  

{ Results:} CD3+ lymphocytes were significantly increased in IBS compared to controls - 

median (and quartiles) cells/field of 10.2 (5.8; 11.1) v 0.7 (0.3; 2.3) respectively (P < 0.05). 

iNOS and nitrotyrosine expression were significantly increased in IBS at all sites compared to 

controls with a trend towards higher levels in the diarrhoea-predominant IBS group. 

\tx1620\tx3375\tx4770\tx5295\tx8150\fs4 \ul iNOS % - median IBS Control P value (quartiles) 

\tab \tab \tab \tab Caecum 20.26 (13.4-32.32) 0.3 (0.1-10.3) 0.01 Ascending colon 11.0 (3.4-

28.5) 0.1 (0.01-8.6) 0.03 \tab \tab \tab \tab d\fs20 The number of lamina propria CD3+ cells was 

positively associated with iNOS expression (Rs 0.71, P = 0.001) and with mast cell tryptase 

(R{\dn6 s} 0.56, P= 0.02). Furthermore, an increase in CD20+ lymphocytes was identified (12.5 

v 2.2 cells/field) which appeared to reflect an increased proportion of lymphoid tissue in IBS 

(12%) compared to controls (3%). 

{ Conclusion:}  CD3+, CD20+ lymphocytes, lymphoid tissue along with mast cells and iNOS 

were increased in the mucosa of IBS patients - this provides further evidence of an inflammatory 

component to IBS. We hypothesise that the involvement particularly of nitric oxide and T and B 

lymphocytes suggest an inflammatory-stress model of IBS involving increased mucosal 

permeability, access of antigen and recruitment of T-cells. }" "INCREASED CD3 
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Mario Costantini  

\i University of Padua, Padua, Italy  

Computer-assisted 24-hour motility monitoring of the esophagus was introduced more than a 

decade ago. After initial enthusiastic acceptance, the real usefulness of the test for the evaluation 

of esophageal function in patients with esophageal chest pain is still debated. In this paper we 

review our experience on 90 patients with chronic chest pain suspected to be esophageal in 

origin, studied from 1993 to April 2000. All the patients underwent extensive cardiac 

investigation, upper endoscopy and barium swallow, stationary manometry and 24-hour 

combined pH- and motility monitoring of the gullet. For the latter, a 3-transducers solid state 

motility catheter (Konigsberg) and a glass bipolar electrode (Ingold) connected to a portable 

data-logger (Microdigitrapper, Medtronics) were used. The pH probe and the most distal 

transducer were positioned 5 cm above the LES, having the other transducers 10 and 15 cm 

above the LES. The test was performed in an outpatient setting, and the patients asked to keep a 

detailed diary, having three meals during the day. After the test, the data were uploaded into a PC 

and analysed with a previously validated software (Multigram 6.0).  

{ Results:} There was an overall fair correlation between the results of the stationary manometry 

and the 24-hour motility test. Prolonged motility monitoring showed an esophageal motor 

disorder in 15 patients (4 DES, 4 Nutcracker, 7 NEMD) in whom stationary manometry was 

normal, whereas it was normal only in 3 patients in whom stationary manometry suggested a 

motor disorder (DES in 1 and NEMD in 2). However, during the test, only 31 patients (35%) 

reported chest-pain. Of these, only in 19 (22%) was the symptom time-related to a motor 

abnormality or a reflux episode, and this was true only in one patient with a normal stationary 

manometry. In 12 patients (13%), the reported pain was unrelated to any abnormal motor or 

reflux events during the 24-hour test, even if a definite motor disorder pattern was found in 6 of 

them (3 had a normal stationary motility). In conclusion, in our experience 24-hour motility 

testing was of a little value in the clinical evaluation of patients with chest-pain of esophageal 

origin, identifying motility abnormality only in a few patients with a normal stationary test. 

These results are consistent with previous reports in similar patients. It is possible that a different 

selection of patients or the prolongation of the test (48-72 hours) might increase the diagnostic 

yield of esophageal prolonged motility testing In our opinion, this test must still be limited to 

selected esophageal labs with research purposes. }" "PROLONGED ESOPHAGEAL pH AND 

MOTILITY MONITORING IN PATIENTS WITH NON-CARDIAC CHEST PAIN: IS IT 

REALLY HELPFUL?"  
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\i Dpt of Gastrenterology, General Hospital ``G.Gennimatas, Athens, Greece  

{ Aim:} Reflux esophagitis wasnt a common or a major problem in Greece, but it seems to be 

increasing recently. We studied the incidence and severity of reflux esophagitis in patients with 

UGI symptoms who underwent gastroscopy in two time periods. { Patients & method:} 6186 

patients who underwent gastroscopy for UGI symptoms were included in the study. 3506 were 

enrolled in the period from 1/1/1995 to 31/12/1995 and 2680 were enrolled from 1/1/1999 to 

17/11/1999. The severity of esophagitis was classified according to Savary & Miller 

classification.  

{ Results:} The first period reflux esophagitis was diagnosed in 303 out of 3506 patients 8.64 % 

(217 men, mean age 56.4 yrs old and 86women mean age 59.2 yrs old). Esophagitis grade I - II 

had 246 patients (7.01 %) and grade III - IV had 55 (1.56%). Finally Barretts esophagus was 

diagnosed in 13 patients (0.37 %). The second period reflux esophagitis was diagnosed in 287 

out of 2680 patients (10.7 %) (203 men, mean age 55.66 yrs old and 84 women mean age 58.37 

yrs old). Esophagitis grade I - II had 205 patients (7.65 %) and grade III - IV had 82 (3.05%). 

Barretts esophagus was diagnosed in 23 patients (0.85%). The social class, the indication for 

gastroscopy, the age, the percentage of Hp infection after the exclusion of the patients with non-

peptic esophagitis, did not greatly differ between the two groups. 

{ Conclusion:}  Within the two periods there appears a 23.95% percentage increase in the 

frequency of reflux esophagitis. Although it is not a substantial increase in the total incidence of 

esophagitis, the cases of severe esophagitis and Barretts esophagus are nearly duplicated. It is 

possible that this increase is due to the changes in the traditional nutritional habits and the wide 

use of treatments for Helicobacter Pylori eradication. }" "INCREASING INCIDENCE OF 

SEVER REFLUX ESOPHAGITIS IN GREEK POPULATION"  
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\i Gastroenterology Service, Hospital Posadas & Hospital Italiano, Buenos  

Aires & Argentine GER Group (AGERG), Argentina GER is common in the Western World, 

though nationwide studies are lacking. The aims of this paper were: 1. To determine the 

prevalence of GER in Argentina at nationwide level, 2. To evaluate the association between 

typical and atypical symptoms of GER. 3- To determine the frequency of complications of GER 

and 4- To detect the role of supposed risk factors on GER.  

{ Methods:} GER self report questionnaires validated at Mayo Clinic USA, were submitted to 

1.000 residents from 18 geographic areas of Argentina through the AGERG*. The samples were 

selected and stratified according to sex and age in 18-80 years groups. The prevalence per 100 of 

typical symptoms of GER was adjusted to sex and age and geographic areas.  

{ Results:} 839 valid questionnaires were finally evaluated (F/M 466/373, X age 39.9 ± 15.4 

years). The prevalence per 100 of pirosis (p) and or acid regurgitation (AR) experienced at least 

once a week was 23.0 (95% CI, 20.1-25.9). P and/or AR were associated with dysphagia (OR 

2.12, 95% CI, 1.27-3.54, p < 0.01), globus (OR 2.22, 95% CI, 1.35-3.66, p<0.01) and NCCP 

(OR 1.55, 95% CI, 1.04-2.31, p<0.05). There was no association with dyspepsia or atypical GER 

symptoms such as asthma, bronchitis, hoarseness, or pneumonia, Complications such as 

hematemesis and history of esophageal dilatations were 1.2 and 0.8% respectively. The role of 

supposed risk factors of GER was significant only for tobacco consumption (OR 1.57, 95% CI, 

1.01-2.42, p<0.05), but there was no association with coffee, alcohol or mate consumption.  

{ Conclusions:} 1. In Argentina symptoms of GER, are frequent at nationwide level, 2. Typical 

symptoms are significatively associated with dysphagia, globus and NCCP. 3- Individuals with 

GER have a low level of complications and 4- The only significant supposed risk factor was 

tobacco consumption. *AGERG: Argentine GER Group. M Arce, C Bilder, J Cadile, M Capelli, 

J Carri, N Chopita, A Czarnowsky, A Garc\'eda, S Guerrero, C Gianone, L Goulou, R Higa, D 

Lozzi, S Mazzadi, R Pedrana, B Rios, H Roman, J Tellechea, J Vilar, J Venturini. }" 

"PREVALENCE OF GASTROESOPHAGEAL REFLUX (GER) IN ARGENTINA: 
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A5 1 ENDOSCOPIC PROSPECTIVE EVALUATION OF PREVALENCE OF REFLUX 

ESOPHAGITIS IN 8031 JAPANESE ADULTS  

Kayoko Oda
1
, Kazuyo Okamoto{\up6 2}, Chika Matsunaga{\up6 2}, Hiroyuki Sakata{\up6 2}, 

Ryuichi Iwakiri{\up6 2}, Kazuma Fujimoto{\up6 2}  

\i 
1
 Takagi Hospital, Fukuoka, Japan; {\up6 2} Saga Medical School, Saga, Japan The prevalence 

of reflux esophagitis in Oriental countries is estimated to be low. The aim of this prospective 

study was to examine the prevalence of reflux esophagitis in Japanese adults, as evaluated by 

endoscopy.  

{ Methods:} According to the Los Angeles Classification of Esophagitis, the endoscopists were 

prospectively directed to grade esophageal mucosal breaks with esophagitis in all subjects that 

underwent endoscopic examination. In total, 8,031 subjects underwent endoscopic examination 

for evaluation of esophagitis grading from 1996 to 1998. There included 6,166 outpatients who 

were not receiving medication for gastrointestinal disease and 1,865 subjects who visited the 

hospital for routine physicals.  

{ Results:} The overall prevalence of esophagitis was 14.9%. Most of the subjects with 

esophagitis were classified into grade A or B (proportion of grades A and B: 8.9% and 4.2% 

respectively). The age related ratio of esophagitis and severe disease with grades C and D 

increased in females over 70. The incidence of esophagitis was higher in males in 30-59 years 

old compared to females, but the incidence was high in females over 70 years old. 

{ Conclusion:}  These data indicated that reflux esophagitis is a common disease in Japan. 

However, severe esophagitis with grades C and D is not common, compared to Western coutries. 

}" "ENDOSCOPIC PROSPECTIVE EVALUATION OF PREVALENCE OF REFLUX 
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A5 2 THE INCIDENCE OF REFLUX ESOPHAGITIS (RE) IN PATIENTS WITH A 

NORMAL SELECTIVE CORONARY ANGIOGRAM (SCA)  

Karel Lukas, Vaclav Mandys, Petr Marecek, Zdena Vernerova, Katerina Smejkalova, Michael 

Aschermann  

\i University Hospital, Prague, Czech Republic  

{ Background:} Non-cardiac chest pain (CP) poses a challenging diagnostic and therapeutic 

problem. Up to 30% of SCA performed for CP have a normal or non-significant result. 

Presumably the most common cause of CP in these patients is esophageal disease.  

{ Aim:} To establish the incidence of RE in patients with CP and a normal SCA.  

{ Material and methods:} The group included 65 patients (a mean age: 55.2 y). All patients were 

examined by endoscopy with biopsy performed in the terminal esophageal segment. The 

endoscopic picture was evaluated using the Savary-Miller classification. Biopsy samples were 

examined by histology and assessed using our own classification. (Stage 1: mild esophagitis, 

Stage 2: moderate esophagitis, Stage 3: severe esophagitis, Stage 4: ulcerative esophagitis).  

{ Results:} The endoscopic finding was normal in 59 patients (90.8%). Histologically 

established lesions that can be included into the picture of so called microscopic esophagitis were 

observed in 49 patients (75.4%).  

{ Conclusions:} In 75.4% of patients with CP and a negative SCA, histology revealed changes 

consistent with esophagitis (its mild form in most cases). }" "THE INCIDENCE OF REFLUX 

ESOPHAGITIS (RE) IN PATIENTS WITH A NORMAL SELECTIVE CORONARY 

ANGIOGRAM (SCA)"  
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A5 2 PREVALENCE OF GASTROESOPHAGEAL REFLUX DETERMINED BY 

AMBULATORY PH-METRY IN PATIENTS WITH SEVERE CHRONIC OBSTRUCTIVE 

PULMONARY DISEASE  

Salvador Baudet
1
, Ciro Casanova Macario{\up6 2}, Onofre Alarcon{\up6 3}, Florencio 

Barroso{\up6 3}, Antonio S\'e1nchez del Rio{\up6 3}, Jose Mar\'eda Mart\'edn
1
, Lorenzo Perez 

Negrin{\up6 2}, Juan Avil\'e9s
1
  

\i 
1
 Gastroenterology Unit; {\up6 2} Respiratory Unit, Hospital la Candelaria; {\up6 3} 

Gastroenterology Unit, Hospitales de Tenerife (HOSPITEN), S/C de Tenerife, Spain  

{ Background:} previous studies have reported a high prevalence of gastroesophageal reflux 

(GER) in patients with idiopathic pulmonary fibrosis and bronchial asthma, even without reflux 

symptoms. In theory, teophylline and anatomic changes associated with this pulmonary illness 

can produce GER. These factors are present in patients with cronic obstructive pulmonary 

disease COPD. Nevetherless, the GER have not been adequately estudied in patients with COPD  

{ Methods:} We performed a prospective study of 31 consecutive outpatients (31 males; age 

60±9 years) with stable severe COPD (FV1 >37%), attended at our Respiratory Unit. Reflux 

symptoms were measured by a specific validated questionnarie; the blood teophylline levels 

were determined in all the COPD patients. 24 hour oesophageal pH testing (Mark III; Synectics) 

was performed. GER was considered pathological if the percentage of total reflux was more than 

4.5% of the recording time. The results were compared with those from a historical healthy 

control group (8 male, 4 female; age 50±7 years) The statistics method used were t-Student and 

chi-square. Linear regression model was used to adjust for potential counfounding by age.  

{ Results:} Two patients rejected the ambulatory pH monitoring and one patient was excluded 

for technical problems. In the COPD patients group, 19 (68%) had no reflux symptoms, 7 (25%) 

reported light reflux symptoms and 2 (7%) experienced mild reflux symptoms. In the healthy 

control group no one patient reported reflux symptoms. Pathologic reflux was found in 16 COPD 

patients (57%) vs no one patient in the control group (p< 0.05). There was no statistical 

differences regarding the percentage of time with pH< 4 between COPD patients with and 

without teophylline therapy. 

{ Conclusion:}  1. Patients with severe stable COPD have a high prevalence of GER. 2. COPD 

patients with GER demostrated by ambulatory pH-metry often do not have typical symptoms of 

GER. 3. Teophylline therapy does not seem to have significant influence in acid reflux 

parameters }" "PREVALENCE OF GASTROESOPHAGEAL REFLUX DETERMINED BY 

AMBULATORY PH-METRY IN PATIENTS WITH SEVERE CHRONIC OBSTRUCTIVE 

PULMONARY DISEASE"  
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A5 2 AUDIT OF 24 HOUR PH MONITORING  

Philip Hardo, Hangwi Tang  

\i Benenden Hospital, Cranbrook, UK  

{ Objective:} We evaluated the impact of 24-hour pH manometry on lifestyle and patient 

tolerance to the procedure.  

{ Method:} 41 consecutive patients were given verbal and written information regarding the 

procedure. At the end of the procedure, patients completed an assessment questionnaire. The 

level of discomfort was graded in ascending order of severity from 1 to 4. Responses 1 and 2 

were taken as ``no, 3 and 4 are taken as ``yes.  

{ Results:} Frequencies of patient discomfort and overall tolerance to the test Yes No 1. Did you 

feel well informed about the procedure? 90% 10% 2. Did the tube cause throat or nose 

discomfort? 49% 51% 3. Did the tube make you nauseous? 15% 85% 4. Did the tube make you 

sneeze? 22% 78% 5. Did the tube make you cough? 7% 93% 6. Did the tube or box disturb your 

sleep? 22% 73% 7. Did the tube make it uncomfortable to eat/drink? 37% 63% 8. Was it 

embarrassing to go out with the tube? 7% 92% 9.Overall, did you find the test uncomfortable? 

51% 48% 

{ Conclusion:}  Despite adequate reassurance, 51% of the patients reported substantial 

discomfort. Although it may not be possible to reduce all of the discomfort, the following steps 

may be taken: fastening the tube securely to minimise movement to reduce nose and throat 

discomfort, ensuring that patients fasten the belt securely to the front of the abdomen to reduce 

sleep disturbances, and using a skin coloured tube for camouflage to minimise embarrassment. 

We believe that information leaflets should include rates of occurrence of the above side effects. 

Patients undergoing 24-hr pH manometry should be made aware of these potential problems to 

allay anxiety and improve compliance. }" "AUDIT OF 24 HOUR PH MONITORING"  
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A5 2 THE OESOPHAGEAL INLET PATCH: A SIGNIFICANT CLINICAL ENTITY  

Onofre Alarcon, Salvador Baudet, Florencio Barroso, Antonio Sanchez del Rio  

\i Servicio de Digestivo. Hospitales de Tenerife. HOSPITEN, Santa Cruz de Tenerife, Spain  

{ Background:} The heterotopic gastric mucosa or oesophageal inlet patch -OIP- is the presence 

of isolated islands of columnar epithelium in the oesophagus and has a congenital origin. The 

prevalence varies between 3.8% and 20% in different series. It has been shown that can produce 

acid and so, although most patients with OIP are asymptomatic, acid related complications may 

occur. In spite of its high prevalence there are few reports of OIP in medical literature and to our 

knowledge its capability to secrete acid with prolonged ambulatory pH monitoring has been 

shown once.We report a serie of 21 adult patients with OIP.  

{ Methods:} We performed a prospective study of 282 consecutive symptomatic outpatients 

remited for upper gastrointestinal endoscopy -UGE-. The endoscopies were done with a 

videogastroscope Pentax EGF 2930K. All patients were sedated with midazolam.The size of the 

patches was calculated with a biopsy forceps. In four of the patients a 24 hour ambulatory pH 

study was done, with a dual electrode probe placed at 5 and 20 cm above the manometrically 

defined lower oesophageal sphincter. The pH values were recorded using an ambulatory 

Digitrapper pH (Medtronic).  

{ Results:} We found OIP in 21 of the 282 patients -7.4%-, 13 females and 8 males with ages 

ranking between 19 and 66 years and a medium of 40.35 years. 10 of the patients were refered 

for UGE for reflux symptoms, 6 had dyspepsia, 3 chest pain and 2 acute onset of persistent 

dysphagia. All the OIP were found in the upper third of the oesophagus, just below the upper 

oesophageal sphincter, varying in number between 1 and 3 patches and in size between 3 mm 

and 35 mm aproximately. 7 of the patients had OIP as a unique finding and in the other 14 we 

also found acute oesophagitis-4 patients-,Barretts oesophagus-3 patients-,bening gastric ulcers-2 

patients- and hiatus hernia and/or gastric or duodenal erosions. We took biopsies in seven of the 

patients, confirming the presence of gastric type mucosa. To this moment we have done an 

ambulatory pH study in four of the seven patients who had only OIP in the UGE, confirming the 

production of acid by the patch with nocturnal prevalence.In the patients with OIP the treatment 

with dietetic measures and proton pump inhibitors relieved the symptoms.  

{ Conclusions:} 1-A careful UGE may show the presence of OIP in a significant number of 

patients with acid related symptoms. 2-We have confirmed the potential ability of the OIP to 

secrete acid with a 24 hour ambulatory pH study. 3-In some patients with otherwise normal UGE 

the OIP can be the cause of symptoms related with acid. 4-The proton pump inhibitors alleviate 

the patients with OIP related symptoms }" "THE OESOPHAGEAL INLET PATCH: A 

SIGNIFICANT CLINICAL ENTITY"  
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A5 3 INFLUENCE OF HIATAL HERNIA, GASTRITIS AND HELICOBACTER P 

INFECTION ON EROSIVE ESOPHAGITIS  

Gianluca Bersani, Angelo Rossi, Giorgio Ricci, Giovanni DeFabritiis, Roberto Parri, Alessandra 

Suzzi, Francesco Santilli, Vittorio Alvisi  

\i Postgraduate School of Gastroenterology, University of Ferrara, Cesena (FC), ITALY  

{ Background:} There are many determinants in the development of erosive esophagitis, 

secondary to gastro-esopgaheal-reflux disease (GERD): a deficit of lower esophafgeal sphincter 

(LES) barrier, motor incoordination of distal esophagus, presence of hiatal hernia (HH). 

Otherwise the role of HP infection and presence of gastritis remain unclear  

{ Aim:} To evaluate the association between HP infection, presence of HH and presence of 

gastritis and erosive esophagitis in a large series of dispeptic patients. { Subjects and methods:} 

4883 subjects (53% male/47% female; mean age 53, range 15-94) attending for Esophago-

Gastro-Duodeno-Scopy (EGDS) in a four year period underwent multiple biopsies from antrum-

angulus, body and fundus; furthermore the presence of HH and EE (with degree according to 

Savary-Miller classification) was reported. For each group of patients identified in base of the 

degree of EE, percentage distribution for the presence of HP infection, chronic gastritis, chronic 

atrophic gastritis and HH was calculated. Differences between groups were calculated as odds-

ratio (OR and 95% CI), and were considered significant in the case in wich the 95%CI of OR 

didnt overlap unit line.  

{ Results:} Of 4883 patients, 42 (0.9%) had non erosive esophagitis (NEE), 885 (18.1%) had 

1\'b0 degree erosive esophagitis (EE1), 235 (3.9%) had 2\'b0degree EE (EE2) and 32 had 3\'b0 

degree EE (EE3). HH results to be the most important and costant risk factor for erosive 

esophagitis (OR: 2.94. 95%CI: 2.56-3.39); the presence of chronic gastritis resulted in a OR of 

0.61 (95%CI: 0.50-0.75) and chronic atrophic gastritis with an OR: 0.69 (95% CI: 0.57-0.84). 

Otherwise the presence of HP infection appears to have no influence (OR: 1.11; 95%CI 0.97-

1.27). Furthermore these values are scarcely influenced by the age of patients, HP status and HH 

presence (confounder considered).  

{ Conclusions:} The presence of HH appears to be the most important factor for the development 

of EE. The presence of chronic gatsritis and chronic atrophic gastritis, appears to have a 

protective role against EE development. HP infection appearsto to have no clear role. }" 

"INFLUENCE OF HIATAL HERNIA, GASTRITIS AND HELICOBACTER P INFECTION 

ON EROSIVE ESOPHAGITIS"  
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A5 3 THE IMPACT OF EROSIVE ESOPHAGITIS ON HRQL  

A. Bhattacharjya, S. Ascher, L. Jokubaitis, R. Hegedus, A. Murthy, D. Earnest  

\i University of Arizona College of Medicine, Tucson, United States  

{ Purpose:} In a recent effectiveness trial of rabeprazole 20 mg once daily in over 2500 patients 

with endoscopically confirmed erosive esophagitis, we used the Medical Outcomes Study Short 

Form 36 (SF 36) to assess health related quality of life (HRQL) and the degree of impairment in 

HRQL relative to the US norm.  

{ The Objective:} To extend results from previous studies on HRQL impairment in GERD to an 

erosive GERD sample larger and more representative of this subset of GERD sufferers in the US 

population.  

{ Methods:} This open-label trial included 2483 efficacy evaluable patients from a single 

population sample to allow for greater consistency in assessment than previous studies, which 

involved disparate samples or trials of smaller size. Mean scores were computed for all patients 

with evaluable data within each of the 8 domains of the SF-36 and also for the mental and 

physical component summaries (MCS and PCS). Comparisons were made with the US 

population normative sample comprising 2474 individuals. Scores for the trial population were 

compared to the US norms, unadjusted and adjusted for age and gender distributions for our trial 

population.  

{ Results:} A total of 2414 patients were included in the analysis (mean age, 52.2; approximately 

59% male). Patients reported significantly lower HRQL scores across all 8 SF-36 

subscalescompared to unadjusted/adjusted US population normative scores: physical functioning 

(75.7 vs. 84.2/80.8), role-physical (65.9 vs. 81.0/77.5), bodily pain (57.1 vs. 75.2/72.6), general 

health (63.9 vs. 72.0/69.6), vitality (51.2 vs. 60.9/61.0), social functioning (74.8 vs. 83.3/83.1), 

role-emotional problems (75.8 vs. 81.3/81.2) and mental health (70.4 vs. 74.7/75.6). All 

differences in mean scores were highly significant ({\i P} < 0.01). PCS and MCS results were 

statistically significant for both comparisons. Differences were clinically significant based on 

previously published studies.  

{ Conclusions:} This study substantially extends previously published research on impairment of 

HRQL in GERD. It shows that erosive esophagitis causes significant HRQL impairment in 

patients drawn from a large, community based sample that is representative of the actual U.S. 

population for this disease area. The results suggest that these patients could benefit significantly 

from treatments that provide more rapid and consistent relief of their symptoms. }" "THE 

IMPACT OF EROSIVE ESOPHAGITIS ON HRQL"  
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A5 3 HELICOBACTER PYLORI AND GASTROESOPHAGEAL REFLUX DISEASE  

Ramiro Carre\'f1o Maci\'e1n, Sarbelio Rodr\'edguez Mu\'f1oz, Victoria Alvarez S\'e1nchez, 

Alberto Iba\'f1ez Pinto, Jos\'e9 D\'edaz Tasende, Inmaculada Salces Franco, Santiago Soto 

Iglesias, Cristina Garfia Castillo, Gregorio Castellano Tortajada, Jos\'e9 Antonio Sol\'eds 

Herruzo  

\i Hospital Doce de Octubre, Madrid, Spain  

{ Objective:} The aims of this study were first to analyze the rate of Helicobacter pylori (Hp) 

infection in patients with symptoms suggestive of gastroesophageal reflux disease (GERD) and 

second to determine how this relationship could affect each other.  

{ Methods:} From July to November 1999 patients with symptoms suggestive of GERD, clinical 

suspicion of peptic ulcer disease, or nonulcer dyspepsia with normal endoscopy were enrolled in 

a prospective case and control study. Patients suffering neoplasm, receiving proton pump 

inhibitors, or who underwent endoscopy during follow-up after eradication treatment for Hp 

were excluded. Gastric biopsies were taken to perform a rapid urease test (clo-test). Esophagitis 

was staged according to Los Angeles grading system.  

{ Results:} One hundred and fourteen consecutive patients were included. Clotest was positive in 

58 (50.8%) patients, and negative in 56 (49.2%). Twenty three patients (20.2%) had GERD 

symptoms, and 13 of them (56.5%) were clotest positive, compared with 49.5% of clotest 

positive among the control patients (gastric peptic disease and nonulcer dyspepsia patients) 

(X{\up6 2}=0.138, p=0.7). \tx690\tx1605\tx2115\tx8150\fs4 \ul \tab \tab \tab \tab GERD+ 

GERD{\f1 -} \tab \tab \tab Hp+ 13 45 Hp{\f1 -} 10 46 \tab \tab \tab d\fs20 Esophagitis was 

found endoscopically in 5 out of 23 patients with GERD symptoms. In 2 of them (40%), the 

clotest was positive. This prevalence was not significatively different from the prevalence of 

positive clotest in patients without esophagitis (61.1%; X{\up6 2}=1.82, p=0.17). 

\tx825\tx2145\tx3060\tx8150\fs4 \ul \tab \tab \tab \tab GERD Esophagitis+ Esophagitis{\f1 -} 

\tab \tab \tab Hp+ 2 11 Hp{\f1 -} 3 7 \tab \tab \tab d\fs20 Comparison was also made for Hp 

infection in overall patients, with or without esophagitis, and also between patients with or 

without esophagitis from those where hiatal hernia was diagnosed during endoscopy. No 

statistically significative differences were observed among any group of patients.  

{ Conclusions:} 1.- Prevalence of Helicobacter pylori infection is similar between patients with 

GERD symptoms and those with other diseases. 2.- Hp infection does not seem to play a role, 

neither triggering nor protecting, in GERD development. }" "HELICOBACTER PYLORI AND 

GASTROESOPHAGEAL REFLUX DISEASE"  
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A5 3 LOW PREVALENCE OF HELICOBACTER PYLORI IN GERD WITHOUT 

ASSOCIATION WITH SPECIFIC GASTRIC PATTERNS  

Jean Dominique De Korwin
1
, Fran\'e7ois Pl\'e9nat{\up6 2}, Alain Lozniewski{\up6 3}, Denis 

Burel
1
, Marie Christine Conroy{\up6 3}, Adrien Duprez

1
  

\i 
1
 Internal Medicine and Gastroenterology Department; {\up6 2} Pathology Department; {\up6 

3} Microbiology Department, Nancy, France  

{ Background:} The relations between H. pylori (Hp) infection and Gastro-Esophageal Reflux 

Disease (GERD) are controversial and could depend on the acid secretion status induced by the 

gastritis patterns.  

{ Methods:} The prevalence of H. pylori (3 biopsy tests and serology), the type of microscopic 

gastritis and the presence of mucosal atrophy were determined in 273 consecutive patients 

divided in 5 groups: gastric ulcer (GU), duodenal ulcer (DU), gastroesophageal reflux symptoms 

with normal endoscopy (GERS), reflux esophagitis (RE), functional dyspepsia (FD).  

{ Results} are presented in the table. 

\tx945\tx1620\tx2535\tx3555\tx4215\tx5055\tx5865\tx6645\tx7485\tx7890\tx8150\fs4 \ul \tab n 

Age Hp+ve% N% AG % PG % BG% AA % FA % (mean) FD 104 49 47 47 15 35 3 16 5 GU 13 

55 69 15 8 77 0 15 15 DU 23 60 91 13 61 26 0 4 0 GERS 71 47 48 47 20 30 3 11 0 RE 1-2* 54 

51 24 74 15 11 0 11 0 RE 3-4* 8 68 12 87 0 13 0 0 12 * Savary-Miller endoscopic grade; N: 

normal histology; AG: antral gastritis; PG: pangastritis; BG: body gastritis; AA: antral atrophy; 

FA: fundal atrophy.  

{ Conclusions:} The prevalence of H. pylori and antral gastritis were lower in both GERS and 

RE groups than in DU (p<0,001). The prevalence of H. pylori was lower in RE than in FD 

(p<0,01). Mucosal atrophy was rare and its prevalence was similar within different groups. 

GERD seemed not to be associated with H. pylori and with a specific gastritis type. }" "LOW 

PREVALENCE OF HELICOBACTER PYLORI IN GERD WITHOUT ASSOCIATION WITH 

SPECIFIC GASTRIC PATTERNS"  
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CONCOMITANT HEARTBURN IN DUODENAL ULCER PATIENTS: ONE-YEAR 

FOLLOW-UP STUDY  

Laimas Jonaitis, L. Kupcinskas, G. Kiudelis  

\i Gastroenterology Department, Kaunas Medical University, Kaunas, Lithuania  

{ Background:} There are a lot of controversies concerning the influence of HP eradication on 

the development of GERD and esophagitis  

{ Aim:} To evaluate the prevalence, healing and occurrence of peptic esophagitis (PE) and 

changes of concomitant heartburn score (HS) during one-year follow-up in 3 groups of duodenal 

ulcer (DU) pts: HP-negative pts after successful eradication (HP(-)), HP-positive after 

unsuccessful eradication (HP(+) treatment group), HP-positive controls (without attempt to 

eradicate) (HP(+) controls).  

{ Methods:} 205 DU patients were followed-up 12 months or until peptic ulcer relapse: males - 

133 (65 %), females - 72 (35 %); HP(-) - 92 patients; HP(+) treatment group - 71 patients; HP(+) 

controls - 42 patients. At baseline endoscopy PE established in 55 (26,8%) pts.  

{ Results:} Frequencies of PE at entry and after follow-up are presented in the table: 

\tx2580\tx4185\tx5790\tx6195\tx8150\fs4 \ul Patient groups Frequency of PE Frequency of PE p 

at entry, after follow-up, n(%) n(%) \tab \tab \tab \tab HP ({\f1 -}), n = 92 22 (23,9%) 20 (21,7%) 

>0,05 HP (+) treatment group, n = 71 22 (31%) 23 (32,4%) >0,05 HP (+) controls, n = 42 11 

(26,2%) 9 (21,4%) >0,05 \tab \tab \tab \tab d\fs20 Out of patients with PE at entry in HP(-) group 

PE healed in 10 (45%) of 22 pts, in HP(+) treatment group - in 8 (36%) of 22, in controls - in 4 

(36%) of 11 pts, p>0,05 among groups. Out of patients without PE at entry in HP(-) group PE 

occurred in 8 (11%) of 70 pts, in HP(+) treatment group - in 9 (18%) of 49, in controls - 2 (7%) 

of 31 pts, p>0,05 among groups. During follow-up period HS in HP(-)group decreased from 

3,8±3,1 to 1,0±1,8, p<0,001; in HP(+) treatment group - from 3,5±3,2 to 2,7±2,8, p<0,05; in 

HP(+) controls - from 3,3±3,3 to 2,3±2,9, p>0,05. The extent of HS reduction in HP(-)group was 

by 2,8 points and was significantly (p<0,05) higher than HS reduction extent in HP(+) treatment 

group - by 0,8 points and in HP(+) controls - by 1,0 point.  

{ Conclusions:} The HP eradication did not influence the incidence, prevalence and healing of 

peptic esophagitis in DU patients, but in significantly greater extent reduces the intensity of 

heartburn in comparison with HP-positive patients during one-year follow-up period }" 

"HELICOBACTER PYLORI ERADICATION REDUCES SEVERITY OF CONCOMITANT 

HEARTBURN IN DUODENAL ULCER PATIENTS: ONE-YEAR FOLLOW-UP STUDY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.14#" " Abstract: P.14 0 Citation: Gut 2000; 47(Suppl III): 

A5 4 HELICOBACTER PYLORI ERADICATION AND GASTROESOPHAGEAL REFLUX 

DISEASE  

Ion Rovinaru
1
, Constantin Chira{\up6 2}, Florinel Pop{\up6 3}, Doina Pop{\up6 4}, Lucian 

Raducan{\up6 4}, Ionel Copaci{\up6 4}, Dan Olteanu{\up6 4}  

\i 
1
 ``Prof. Dimitrie Gerota Hospital, Bucharest, Romania; {\up6 2} ``Fundeni Hospital, 

Bucharest, Romania; {\up6 3} University Hospital, Bucharest, Romania; {\up6 4} UMF Carol 

Davila, Bucharest, Romania  

{ Background:} An increased incidence of gastroesophageal reflux disease (GERD) in patient 

with peptic disease after cure of helicobacter pylori (HP) infection has been reported recently.  

{ Aims:} To determine the changes in esophageal pH monitoring and to investigate the 

difference in esophagitis before and after HP eradication.  

{ Method:} Were studied 84 patients with HP infection, 44 patients with duodenal ulcer (DU) 

and 40 patients with non-ulcer dyspepsia(NUD). Each patients was examinated by 24 hours 

esophageal pH monitoring and videoendoscopy with multiple biopsies from antrum and corpus. 

HP status was assessed by histology and rapid urease test. All patients received one-week triple 

therapy with Colloidal Bismuth Subcitrat 480 mg daily, Metronidazol 1,5 g daily and Amoxicilin 

2g daily. One month after the end of therapy all patients were re-examined by 24 hours pH- 

monitoring and videoendoscopy. All patients were HP eradicated (included criteria) by both 

methods. Pathologic reflux was determined by measuring the number and the percent time  

{Results}: Number of acid reflux, number of longest refluxes and duration of longest reflux, 

total time with pH,4, were increased after HP eradication(p,0,05). Before the therapy 66% 

patients, after the therapy 75% pacients had pathologic reflux. After HP eradication esophagitis 

increases from 19% to 48%. These changes were more evidents in pacients who had corpus 

gastritis and esophagitis before the therapy(p,o,o5).  

{ Summary:} HP eradication caused increasing of GERD. Corpus gastritis and esophagitis 

before therapy were risk factors. }" "HELICOBACTER PYLORI ERADICATION AND 

GASTROESOPHAGEAL REFLUX DISEASE"  
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A5 4 COULD INTENSITY OF GASTRITIS PREDICT THE HEALING AND THE 

DEVELOPMENT OF EROSIVE ESOPHAGITIS DURING 1-YEAR FOLLOW-UP IN HP-

POSITIVE AND HP-NEGATIVE DU PATIENTS  

Laimas Jonaitis  

\i Kaunas University of medicine, Kaunas, Lithuania  

{ Aim:} To assess if gastritis histological total inflammation score (TIS) (the sum of HP density, 

granulocyte infiltration score and lymphocyte infiltration score) in the antrum and in the body of 

the stomach could predict the healing and development of erosive esophagitis (EE) during 1-year 

follow-up in HP-negative, HP-positive and control group duodenal ulcer (DU) patients.  

{ Methods:} 205 DU patients were followed-up 12 months or until peptic ulcer relapse: HP(-) - 

92 patients; HP(+) treatment group - 71 patients; HP(+) controls - 42 patients.  

{ Results:} At baseline endoscopy EE was established in 55 pts, of them HP eradication was 

successful in 22 patients - HP(-) group, HP eradication was not successful in 22 patients - HP(+) 

group, no eradication therapy applied to control group - 11 patients. In HP(-) group EE healed in 

10 (45%) pts, in HP-positive group - in 8 (36%), in controls - in 4 (36%) pts, p>0,05 among 

groups. Baseline TIS in the antrum was: in HP(-) to whom EE will heal - 6.0±1.1 vs to whom EE 

will not heal - 5.5±1.4, p>0,05; in HP(+) - 5.8±1.7 vs 5.8±1.6, p>0,05; in controls - 5.0±2.6 vs 

4.7±1.6, p>0,05. TIS in the body was: in HP(-) to whom EE will heal - 4,4±1.6 vs to whom EE 

will not heal - 4.0±1.3, p>0,05; in HP(+) - 5.0±2.4 vs 3.7±1.9, p>0,05; in controls - 6.3±3.8 vs 

3.8±2.3, p>0,05. At baseline there was no esophagitis in 150 (73,2%) pts, of them HP eradication 

was successful in 70 patients - HP(-) group, HP eradication was not successful in 49 patients - 

HP(+), no eradication therapy applied to control group - 31 patients. In HP(-) group EE 

developed in 8 (11%) pts, in HP(+) group -9 (18%), in controls - 2 (7%) pts, p>0,05 among 

groups. Baseline TIS in the antrum was: in HP(-) to whom EE will develope - 6.5±2.6 vs to 

whom EE will not develope - 6.0±1.7, p>0,05; in HP(+) - 6.3±2.4 vs 5.7±1.7, p>0,05; in controls 

- 6.0±1.7vs 6.1±1.7, p>0,05. TIS in the body was: in HP(-) to whom EE will develope - 3.3±2.8 

vs to whom EE will not develope - 3.7±1.4, p>0,05; in HP(+) - 3.3±2.4 vs 4.1±1.7, p>0,05; in 

controls - 3.5±1.9 vs 3.7±1.8, p>0,05.  

{ Conclusions:} Baseline activity of gastritis (TIS) in the antrum and the body of the stomach 

could not predict healing or development of EE during one year follow-up, regardless HP status. 

}" "COULD INTENSITY OF GASTRITIS PREDICT THE HEALING AND THE 

DEVELOPMENT OF EROSIVE ESOPHAGITIS DURING 1-YEAR FOLLOW-UP IN HP-

POSITIVE AND HP-NEGATIVE DU PATIENTS"  
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A5 4 ENDOSCOPY-NEGATIVE GERD CORRELATES WITH GASTRIC ACID 

HYPERSECRETION  

Jerry Gardner, Sheila Rodriguez-Stanley, Malcolm Robinson  

\i Science for Organizations Chatham, NJ, USA  

{ Introduction:} Much confusion surrounds the pathophysiology of GERD, both in terms of 

erosive esophagitis and nonerosive GERD (NERD). This study explores the pathogenesis of 

NERD and erosive esophagitis by measuring integrated esophageal and gastric acidity.  

{ Methods:} Intragastric and intraesophageal 24-hour pH profiles were measured in 15 patients 

with NERD manifested by heartburn at least 3 times/week for {\f1\'a3}6 months and normal 

endoscopy. Similar data were gathered in 15 patients with symptomatic erosive esophagitis and 

esophageal pH {\f1\'a3} 4 for at least 10% of 24 hours Values for pH were converted to acid 

concentration (mM) and cumulative integrated acidity was calculated from mean cumulative acid 

concentrations for every second of 24 hours. Integrated acidity (mmol.hr/L) was assessed hourly.  

{ Results:} 24-hour integrated esophageal acidity was significantly higher ({\i p} = 0.02) in 

esophagitis (159 ± 56 mmol.hr/L; mean ± SEM) vs. NERD (11 ± 2), and differences in 

esophageal acidity presumably account for divergent pathology in these patients. Mean 24 hour 

esophageal acid concentration associated with esophagitis was 6.6 ± 2.2 mM (pH 2.2) vs. 0.5 ± 

0.1 mM (pH 3.3) in NERD. Esophageal acid exposure in NERD occurred almost entirely after 

meals, whereas patients with esophagitis had acid contact throughout the entire 24-hour period. 

24-hour integrated gastric acidity was significantly higher ({\i p} < 0.01) in NERD (2652 ± 396 

mmol.hr/L) vs. esophagitis (1355 ± 185). Mean 24 hour gastric acid concentration in NERD was 

110 ± 16 mM (pH 0.96) vs. 56 ± 8 mM (pH 1.25) in esophagitis.  

{ Conclusions:} Results indicate that the pathophysiology of NERD is fundamentally different 

from erosive esophagitis. NERD is apparently caused by postprandial acid hypersecretion that 

transiently overwhelms presumably normal motility barriers, producing heartburn without gross 

mucosal damage. }" "ENDOSCOPY-NEGATIVE GERD CORRELATES WITH GASTRIC 

ACID HYPERSECRETION"  
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A5 5 EFFECTS OF CISAPRIDE ON GASTRIC MOTILITY IN PATIENTS WITH 

ENDOSCOPIC NEGATIVE GORD  

T. Kamiya, Y. Kobayashi, M. Hirako, T. Ando, N. Misu, T. Nagao, M. Hara, E. Matsuhisa, H. 

Adachi, N. Sakuma, G. Kimura  

\i Third Department of Internal Medicine, Nagoya City University Medical School, Nagoya, 

Japan  

{ Background:} The pathophysiology of gastro oesoghageal reflux disease (GORD) is not fully 

established, and there is not always agreement between subjective symptoms (such as heartburn, 

regurgitation) and endoscopic findings. In this study we measured gastric motility in patients 

with endoscopic negative GORD, who showed no abnormal endoscopic findings, in order to 

examine the relationship between the symptoms and gastric motility, before and after cisapride 

administration.  

{ Method:} This study was performed on 10 healthy volunteers (7 men and 3 women, age 25-61 

years) and 12 patients (7 men and 5 women, age 23-64 years), who visited our hospital for the 

complaint of heartburn, and were diagnosed as endoscopic negative GORD with gastrointestinal 

endoscopy. Gastric motility was assessed with both cutaneous recorded electrogastrography 

(EGG) and measurement of gastric semi-solid meal emptying using the acetaminophen method. 

Then, patients in the GORD group were administered 7.5 mg/day of cisapride orally for 4 weeks. 

Gastric motility was measured again after 4-week treatment period.  

{ Result:} In frequency analysis of EGG, the percentage of the 2.4-3.6 cpm gastric slow wave, 

which reflects the regularity of gastric myoelectrical activity, was 67.8 ± 9.6% (mean ± SD) in 

the control group in contrast to 48.3 ± 14.6% in the GORD group (P < 0.05 in comparision with 

control). In the GORD group, furthermore, this percentage increased significantly to 59.5 ± 

12.2% following administration of cisapride. Gastric emptying, significantly delayed in the 

GORD group compared to the control group, was also improved by administration of cisapride. 

On the other hand, the degree of improvement in symptoms in the GORD group following 

administration of cisapride was variable: remarkable in 1 patient, mild in 4 patients and no 

change in 7 patients. 

{ Conclusion:}  Gastric hypomotility, including abnormal gastric myoelectrical activity and 

delayed gastric emptying, was observed in patients with endoscopic negative GORD, and 

corrected by cisapride. However, administration of cisapride did not improve directly subjective 

symptoms in half of the patients examined. These findings suggest that factors other than gastric 

motility are involved in the genesis of subjective symptoms in GORD. }" "EFFECTS OF 

CISAPRIDE ON GASTRIC MOTILITY IN PATIENTS WITH ENDOSCOPIC NEGATIVE 

GORD"  
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A5 5 THE INCIDENCE OF GASTRIC CARDITIS IN PATIENTS WITH SYMPTOMS OF 

REFLUX GASTROESOPHAGEAL DISEASE (GERD)  

Karel Lukas, Vaclav Mandys, Petr Marecek, Zdena Vernerova  

\i University Hospital, Prague, Czech Republic  

{ Aim:} Correlation between histological findings in the mucosa of the cardia and esophagus in 

patients with symptomatology of GERD.  

{ Group of patients and method:} The group included 271 patients. All patients were examined 

by endoscopy with biopsy samples (antrum, cardia, esophagus).  

{ Results:} Histology demonstrated inflammatory changes (gastritis) in the gastric cardia in 

43.9% patients (acute:1.8%, chronic: 25.5%, chronic active:16.6%). A normal histological 

finding in both the esophagus and the cardia was made in 7.7%. A significant correlation was 

demonstrated between inflammation in the esophagus and cardia (p<0.05). Gastritis was present 

in 46.1% of 243 patients with histology-documented reflux esophagitis and in only 25.0% of 28 

patients with a normal histological finding in the esophagus. The incidence of carditis was 

significantly associated with the presence of Helicobacter pylori (Hp) (p<0.001). 

{ Conclusion:}  A significant correlation was demonstrated between the results of histological 

findings in the esophageal and cardiac mucosa (p<0.05). More patients with gastritis were among 

those with esophagitis. Inflammatory changes in the cardia correlated significantly with the 

presence Hp (p<0.001). }" "THE INCIDENCE OF GASTRIC CARDITIS IN PATIENTS WITH 

SYMPTOMS OF REFLUX GASTROESOPHAGEAL DISEASE (GERD)"  
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A5 5 24H-AMBULATORY OESOPHAGEAL PH MONITORING - EXPERIENCE OF 187 

CASES  
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\i Hospital S.Joao, Medical Faculty, Dept. Gastroenterology, Porto, Portugal  

{ Aim:} Characterise the population submitted to 24h-ambulatory oesophageal pH monitoring in 

a department of Gastroenterology in a period of 4 years; evaluate the results of the tests and 

correlate them with clinico-pathological features.  

{ Methods:} Retrospective study of 187 patients. We analysed features of the population, the 

tests and its results and established correlations with clinico-pathological parameters, namely, 

oesophagic endoscopic lesion and hiatus hernia.  

{ Results:} Of the 187 24h-ambulatory oesophageal pH monitoring, 57% were performed with 

one sensor and 43% with two, localised exclusively in the oesophagus in 95% of cases. 

Population: mean age-49,4±14,1y, male:female-0,64; main complaints: heartburn-57,8%; 

heartburn+chestpain-20,3% e disphagia-5,9%. Tests with DeMeester score=14,72 (36,8%) - 

``normal reflux. Patients with pathological scores (63,2%) were subdivided in three equal groups 

and classified according the magnitude of the DeMeester score: ``group 1: 14,73-29,1; ``group 2: 

29,2-64,8; ``group 3: >64,8. We verified: a) associations with statistical significance between 

higher scores and: male gender (p<0,001), supine and combined refluxes(p<0,001), presence of 

hiatus hernia (p=0,001) and higher % of time with pH<4 (p<0,001); and b) differences without 

statistical significance when compared the 4 groups and: age, main complaints and oesophagic 

endoscopic lesion. 

{ Conclusion:}  More women than men were submitted to the test; pathological results were 

more frequent in men, as well as in those with hiatus hernia. Supine and combined refluxes had 

higher DeMeester scores. As in other series, was also evident the straight correlation between 

DeMeester score and the % of time with pH<4. }" "24H-AMBULATORY OESOPHAGEAL PH 

MONITORING - EXPERIENCE OF 187 CASES"  
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\i Hospital Italiano- Hospital Posadas, Buenos Aires, Argentina  

{ Background:} As stated in the expert meeting in Genval, Belgium, in 1997, the effect of life-

style (i.e., alcohol intake, smoking and alimentary habits) on gastroesophageal reflux (GER) 

disease is not fully demonstrated yet.  

{ Aim:} to evaluate lifestyle impact on the development of GER symptoms  

{ Material and methods:} 178 females and males =18 years old members of an Adventist 

community were enrolled. This population has a characteristic lifestyle: they do not smoke or 

drink alcohol, and they are vegetarians. All enrolled subjects answered a questionnaire on 

symptoms (heartburn and/or regurgitation) associated with GER validated by Mayor Clinic. It 

was considered a patient had GER if he/she presented symptoms 2 or more times a week; 

smoking habits, and coffee, mate and alcohol intake were considered risk factors. The Adventist 

group was matched with a representative control group formed by 178 subjects, both genders, 

=18 years old. Prevalence was expressed as a percentage. Fishers test, logistic regression test, 

95% interval confidence and odds ratio were applied to validate the results.  

{ Results:} \tx1185\tx1770\tx2355\tx3660\tx5370\tx5775\tx8150\fs4 \ul \tab \tab F M age X % 

Frequent reflux p \tab Controls 89 89 44.7 ± 14.9 45/178 (25.28%) Adventists 89 89 45.06 ± 

15.5 22/178 (12.36%) <0.01 \tab d\fs20 \tx1185\tx2385\tx3195\tx3600\tx8150\fs4 \ul Odds Ratio 

\ul IC 95% \ulnone \tab \tab \tab \tab Age 1.013 0.993 1.033 Sex 1.196 0.672 2.127 Adventists 

0.515 0.247 1.073 Tobacco 2.991 1.165 7.675 Coffee 1.602 0.630 4.073 Mate 1.770 0.911 3.439 

Alcohol 0.458 0.158 1.328 \tab \tab \tab \tab d\fs20  

{ Conclusions:} The development of frequent gastroesophageal reflux symptoms in the 

Adventists group is significantly lower than in the control group (p < 0.01). According to 

multivariate analysis, smoking is a risk factor of developing gastroesophageal symptoms, while 

being a member of an Adventist community reduces the probability of presenting GER 

symptoms. Based on our results it could be assumed that lifestyle has an impact on the 

development of GER disease symptoms. }" "LIFESTYLE IMPACT ON THE DEVELOPMENT 

OF GASTROESOPHAGEAL REFLUX SYMPTOMS"  
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FACTOR, EPIDERMAL GROWTH FACTOR RECEPTOR AND GANGLIOSIDES GM1 

AND GM3  
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{ Background:} There is considerable evidence to suggest that epidermal growth factor (EGF) 

and its receptor (EGFr) play an important role in tissue repair, cell proliferation and migration. 

EGF also inhibits acid production and imparts a cytoprotective mechanism against refluxed 

gastric contents entering the oesophagus. The action of EGF is due to the ligand binding to its 

receptor, EGFr, resulting in its activation, generating membrane signalling and subsequent 

internalisation of EGF and the receptor. Glycolipids, located on the cell membrane, are involved 

in the transport of proteins in the endocytic pathway. We have evidence to suggest that 

glycolipids such as gangliosides GM1 and GM3 may participate in the regulation of EGF/EGFr 

(receptor) mediated endocytosis. It has been observed that GM3 inhibits EGF.  

{ Methods:} In this study we have chosen four cell lines derived from oesophageal carcinomas 

(2 squamous carcinomas and 2 adenocarcinomas). Direct immunofluorescence protocols with 

confocal microscopy and FACScan\'ae techniques have been employed to observe the 

relationship between EGF, EGFr and gangliosides.  

{ Results:} EGF up-regulates fluid phase endocytosis in all cell lines GM1 and GM3 are 

involved in the regulation of the EGF/EGFr signal GM1 and EGFr colocalise on the cell 

membrane  

{ Conclusions:} We have shown that EGF up-regulates fluid phase endocytosis in all cell lines 

used in this study. Gangliosides GM1 and GM3 may participate in the regulation of the 

EGF/EGFr signalling mechanism. This is based on our findings that EGFr and GM1 colocalise 

on the cell membrane suggesting that gangliosides may play a role in modulating EGF/EGFr 

function. }" "AN INVESTIGATION INTO THE INTERACTION BETWEEN EPIDERMAL 

GROWH FACTOR, EPIDERMAL GROWTH FACTOR RECEPTOR AND GANGLIOSIDES 

GM1 AND GM3"  
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A5 6 HYPERTENSIVE LOWER ESOPHAGEAL SPHINCTER PRESSURES (HLES) AND 

GASTROESOPHAGEAL REFLUX (GERD): WHICH ROLE FOR HIATAL HERNIA (HH)?  

Catherine Thiolet, Didier Mennecier, Christian Bredin, Olivier Moulin, Herve Rimlinger, Valerie 

Potier, Michel Lapprand, Olivier Farret  

\i Hopital Begin, Saint-Mande, France  

HLES in gerd is rare and appears paradoxical. the aim of this study was to analyze 

physiopathology of hles in gerd by manometric and radiologic study of the esophagus.  

{ Method:} among 482 consecutive patients with GERD in ambulatory ph-monitoring 

undergoing esophageal manometry, 12 (2.5 %) were selected because of hles. they all presented 

HH in endoscopy. lower esophageal sphincter pressures (LESP), relaxation in response to 

swallow, amplitude and duration of esophageal contractions (EC) were studied first in left lateral 

recumbent (LLR) and second in seating position (SP). barium esogastric transit (BET) was 

performed in the same conditions. Mann and Whitney test was used as statistic test.  

{ Results:} The 12 patients (4 M, 8 W), mean age: 52 years (33-75), mean weight: 76 ± 8.8 Kg 

and mean high: 1.61 ± 0.7 m suffered from obesity (mean body mass index (P/T2): 29). 

\tx690\tx2130\tx3120\tx4200\tx5490\tx5865\tx8150\fs4 \ul \tab \tab LESP LESR LESR EC EC 

duration amplitude duration \tab LLR 53.6 cm H2O * 93% 10.8 S 141 cm H2O 5.2 S SP 16.5 cm 

H2O * 95.5% 11.4 S 144 cm H2O 5.1 S \tab d\fs20 LESP and LESR duration decreased 

significantly as patient moved from LLR to SP (* p<0.001). bet showed: 12 HH with 5 

epiphrenic diverticula, 3 esophageal rings. in each case, HH compressed the distal part of the 

esophagus in LLR and compression vanished in SP. 

{ Conclusion:}  HLES is rarely associated with GERD. In our patients, obesity was constant and 

BET showed compression by HH. moving from LLR to SP leads decrease of LESP during 

esophageal manometry. A compressive factor is involved in HLES occurring in obese patients 

with hiatal hernia. }" "HYPERTENSIVE LOWER ESOPHAGEAL SPHINCTER PRESSURES 

(HLES) AND GASTROESOPHAGEAL REFLUX (GERD): WHICH ROLE FOR HIATAL 

HERNIA (HH)?"  
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IMPLICATIONS  

Andrzej Ukleja  

\i Mayo Clinic, Jacksonville, Florida, United States  

Recent studies indicate that nocturnal recovery of gastric acid secretion, termed ``nocturnal acid 

breakthrough (NAB) occurs despite treatment with twice daily proton pump inhibitor (PPI). This 

observation raises concerns about the therapeutic efficacy of PPI.  

{ Aims:} 1) Determine the prevalence of NAB at our center, 2) Compare the clinical and 

endoscopic findings of patients with and without NAB, 3) Evaluate whether patients with NAB 

have concomitant esophageal acid breakthrough (EAB).  

{ Methods:} We reviewed records of consecutive patients with GERD on twice daily PPI 

referred for 24-hour pH testing. Data obtained included demographics, indications for the study, 

endoscopy (EGD) findings (Savary-Miller 0-4). The pH tracings were analyzed for NAB (gastric 

pH{\f1\'a3}4 lasting {\f1\'b3} 1 hour after nocturnal dose of PPI was taken) and concomitant 

EAB (esophageal pH {\f1\'a3} 4.0 lasting {\f1\'b3} 6 min.). In addition, the esophageal pH 

tracing was examined for the number of episodes and percent time pH {\f1\'a3} 4 during the 

period of NAB. GERD was diagnosed if 24-hr pH showed abnormal acid contact time (% time 

{\f1\'a3} 4 = upright {\f1\'b3} 8.1, supine {\f1\'b3} 3.4, and total {\f1\'b3} 5.5).  

{ Results:} Thirty-four patients were referred for pH testing while taking PPI twice daily. All 

subjects took their PPI before meals except for two patients who consumed PPI at bedtime and 

were removed from the study. The remaining 32 patients (24 women, 8 men) are the subjects of 

this report. Mean age was 60.2 (range 20-83). The indications for the study were: persistent GER 

symptoms n=24 (75%), and atypical GER n=8 (25%): cough n=4,chest pain n=3, nausea n=1. 

NAB occurred in 66% of the patients. NAB was noted in all NAB (+) patients during the first 6 

hrs after evening dose of PPI, except one patient. Duration of NAB: mean 173 min (61-655). The 

following table summarizes the results. 

\tx1140\tx2220\tx3345\tx4335\tx5100\tx5865\tx6885\tx7545\tx8150\fs4 \ul \tab \tab \tab \tab 

Number Persistent Atypical \ul EGD* \ulnone EAB (+) abnormal of pts (%) GER GER \ul 

\ulnone 24 hr pH (0-1) (2-4) \tab \tab \tab NAB (+) 21 (66%) 15 6 20 1 2 9 NAB ({\f1 -}) 11 

(34%) 9 2 11 0 - 3 \tab \tab \tab * Presence of esophagitis (Savary-Miller grade)  

{ Conclusions:} 1. Sixty-six percent of patients with GER-related symptoms taking twice a day 

PPI have NAB. 2. This phenomenon occurs in patients with typical and atypical GER symptoms. 

3. The majority (97%) of patients on twice daily PPI have minimal or no esophagitis on EGD. 4. 

Concomitant EAB rarely occurs at the time of NAB. 5. Abnormal esophageal acid contact time 

was more common in patients with NAB than without it. 6. The role of NAB in GERD warrants 

further investigation. }" "NOCTURNAL ACID BREAKTHROUGH - PREVALENCE AND 

CLINICAL IMPLICATIONS"  
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{ Background:} The Bernstein acid perfusion test (APT) provides an accurate assessment of acid 

sensitivity of the oesophagus, but is invasive. Proton pump inhibitors (PPIs), by their potent acid 

suppression, relieve symptoms due to gastro-oesophageal reflux (GOR). Aim: To assess 

prospectively whether abolition of GOR symptoms by a PPI predicts a positive APT.  

{ Methods:} 94 patients referred for open access endoscopy underwent oesophageal manometry. 

A perfusion catheter tip was then positioned 10cm above the lower oesophageal sphincter. 0.9% 

saline was infused for 10 minutes followed by 0.1N HCl for up to 20 minutes. A positive APT 

was defined as reproduction of the patients presenting reflux symptom, and the time to 

development of the symptom with HCl was noted. All were then given lansoprazole 30mg daily 

for 2 weeks and patients recorded the time to abolition of symptoms.  

{ Results:} Abolition of symptoms within 5 days of PPI predicted a positive APT with a 85% 

sensitivity and 96% specificity. If the analysis was confined to those with a normal endoscopy, 

the sensitivity was 81% and specificity 98%. Patients who developed symptoms more quickly 

during the APT were more likely to abolish their symptoms in fewer days of taking PPI. 15 

patients developed symptoms during the APT within 5 minutes, and all 15 of these had abolition 

of symptoms within 3 days of PPI. Of the 16 who developed symptoms between 6 and 10 

minutes of the APT, 12 had abolition of symptoms within 3 days, and 4 had abolition between 4 

and 8 days of PPI. Of the 8 who developed symptoms between 11 and 15 minutes of the APT, 

only 2 had abolition of symptoms within 3 days, and 6 had abolition of symptoms between 4 and 

8 days of PPI. 

{ Conclusion:}  PPIs provide an accurate test of oesophageal acid sensitivity. The more sensitive 

oesophagus appears to have a faster symptom response to the PPI. The APT can now be 

considered obsolete as a test for oesophageal acid sensitivity. }" "THE BERNSTEIN ACID 

PERFUSION TEST - AN OBSOLETE TEST OF OESOPHAGEAL ACID SENSITIVITY?"  
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1
, Duncan Craig{\up6 2}, Peter Dettmar{\up6 3}  

\i 
1
 The School of Pharmacy, University of London, London, UK; {\up6 2} The School of 
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The establishment of an adhesive layer on oesophageal tissue may provide a protective barrier to 

limit the damage caused to the oesophagus by gastric refluxate. It has previously been shown that 

alginate is capable of adhering to the oesophageal surface although the mechanism behind this 

interaction is not fully characterised (Banning et al., 1998 Pharm Res; Proc AAPS 1:426). The 

present study involves the investigation of the role of the unstirred water layer resident on the 

surface of porcine oesophageal epithelium in the adhesion of an alginate solution. The adhesion 

of a 2% solution of sodium alginate LF120 (FMC Biopolymer) to porcine oesophageal tissue 

prepared according to a method described previously (Young et al., 1998 J Pharm Pharmacol. 

50s:167) was investigated. Tissue sections were prepared and sections taken of both unscraped 

and scraped oesophageal tissue. The tissue was scraped to remove the uppermost unstirred water 

layer. A PAS/Alcian blue staining technique (Jordan et al., 1998 Clin Sci 95:97) was applied to 

the two tissue types. The method used to assess the retention of the alginate solution on the tissue 

has been described previously (Batchelor et al., 1999 J Pharm Pharmacol 51s:179) The tissue 

staining highlighted the presence of mucin components within the unstirred water layer present 

on the oesophageal surface. The retention model showed that the presence of the unstirred water 

layer had a great effect on the retention of the alginate dose with 65.6 % (±15.23) adhered at 3 

minutes for the natural tissue compared with 15.5 % (±14.38) on the scraped tissue. After 30 

minutes 18.8% (±3.49) of the original dose remained adhered to the unscraped tissue whereas the 

entire dose was removed from the scraped tissue after 12 minutes. This study demonstrates the 

presence of mucin components within the unstirred water layer and highlights the importance of 

this layer in the adhesion of an alginate solution. }" "PROBING THE ADHESION OF AN 

ALGINATE SOLUTION ON PORCINE OESOPHAGEAL TISSUE"  
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{ Introduction:} Gastro-oesophageal reflux disease (GORD) is reported to affect between 10-

20% of the UK adult population, making it the most common clinical condition arising in the 

gastrointestinal tract. One of the primary treatments for GORD is the administration of an 

alginate based anti-reflux agent, which physically prevents reflux by the formation of a neutral 

floating gel barrier, a `raft, on top of the stomach contents when reacted with gastric fluid.  

{ Aims:} Several products comprising alternative formulations are commercially available on the 

UK market. The aims of this study were to compare and evaluate the different in-vitro barrier 

properties afforded by the alginate suspensions.  

{ Method:} A tensiometric method was employed. Maximum product doses were added to 0.1 M 

hydrochloric acid maintained at 37\'b0C and allowed to form stable floating gels. A texture 

analyser was used to determine the peak force required to pull a probe through the rafts. The data 

assessed were recorded as raft strength in grams.  

{ Statistical Analysis:} ANOVA and pairwise t-tests.  

{ Results and Discussion:} Six alternative products containing different active ingredient 

formulations were assessed. There was a statistically significant overall difference between the 

geometric mean raft strengths of the six formulations (p < 0.0001). Gaviscon Advance had the 

highest raft strength. Previous evidence suggests that products which possess stronger raft 

strengths may be more effective in the suppression of reflux, reducing the symptoms of GORD.  

{ Conclusions:} Alternative alginate based anti-reflux formulations do not provide equivalent 

raft barriers. Gaviscon Advance has the strongest raft strength as determined using the 

tensiometric methodology. }" "EVALUATION OF THE BARRIER PROPERTIES OF UK 

ALGINATE SUSPENSIONS"  
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{ Background:} Heartburn is frequently treated with antacids. Many have held that antacids 

work by neutralizing gastric acid. However, it seems more likely that most antacid effects occur 

in the lumen of the oesophagus.  

{ Aim:} To characterize the pharmacology of antacids utilized in management of postprandial 

heartburn.  

{ Methods:} Chronic antacid-responsive heartburn was studied (N=26). Gastric and oesophageal 

pH profiles were collected measured for 1 hour before, during, and 4.5 hours after meal 

ingestion. Subjects randomly self-medicated with placebo or 420 mg calcium carbonate. Mean 

dosing time was 1.07±0.07 hours (mean±SEM) post-meal. Values for pH were converted to acid 

concentration (mM) and integrated acidity in mM was calculated from cumulative, time-

weighted mean acid concentrations (derived from pH each second).  

{ Results:} Oesophageal acid exposure began 45 minutes post-meal, became maximal at 75-105 

minutes, then fell to baseline at 145 minutes. Gastric acid concentration increased 30 minutes 

post-meal, then increased progressively over 4.5 hours post-meal. Oesophageal acidity was 

reduced by antacid during the interval from 90-145 minutes post-meal. Antacid had no effect on 

gastric acid concentration over this same period. By 90 minutes post-meal, oesophageal acid 

concentration was 3.95±2.12 mM (mean±SEM) with placebo and 0.32±0.17 with antacid 

(p=0.009). Gastric acid concentration increased during placebo treatment from 17±9 to 56±12 

mM between 90-145 minutes post-meal; comparable antacid-related gastric acid concentrations 

rose from 11±4 to 44±19 mM.  

{ Conclusions:} Antacid-induced decrements in meal-induced oesophageal acidity are 

attributable to direct neutralization of acid in the oesophageal lumen and not to any measurable 

diminution of gastric acidity. }" "ANTACID EFFECTS ARE OESOPHAGEAL, NOT 

GASTRIC"  
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{ Background:} Undoubtedly many factors interact to determine the timing of self-medication 

for postprandial heartburn. Among these, heartburn severity and oesophageal acid exposure 

should be major determinants.  

{ Aim:} To assess heartburn severity, oesophageal acid exposure, and cumulative measures of 

these indices as primary determinants of timing of self-medication for heartburn.  

{ Methods:} Chronic antacid-responsive heartburn was studied (n=26). Oesophageal pH data 

were collected for 4.5 hours post-meal. VAS assessments of heartburn severity were 

accomplished at 15-minute intervals. Subjects randomly received 4 different double-masked 

crossover treatments. Integrated acidity was calculated in mM from cumulative, time-weighted 

mean acid concentration (derived from pH each second). Integrated heartburn severity was 

calculated from VAS scores.  

{ Results:} Postprandial heartburn occurred in all subjects. Dosing time was similar for all 

treatments, occurring 64±4 minutes (mean±SEM) post-meal. Coefficients of variation were 

calculated for factors thought likely to influence timing of self-medication. Coefficient of 

variation was lowest for heartburn severity (33%), next for integrated heartburn severity (96%), 

and highest for mean oesophageal acid concentration (186%) and integrated oesophageal acidity 

(176%). Dosing occurred when mean heartburn severity and mean oesophageal acid 

concentration were 76% and 16% of maximal, respectively.  

{ Conclusions:} Subjects with meal-induced heartburn self-medicate when heartburn severity 

becomes sufficiently intense (threshold effect). Neither cumulative heartburn severity, 

oesophageal acid concentration nor cumulative oesophageal acid exposure represent significant 

determinants for the timing of self-treatment for heartburn. }" "SELF-MEDICATION FOR 

POSTPRANDIAL HEARTBURN: DETERMINED BY HEARTBURN SEVERITY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.29#" " Abstract: P.29 0 Citation: Gut 2000; 47(Suppl III): 

A5 8 THE EFFECT OF CISAPRIDE ON THE QTC INTERVAL AND QT DISPERSION IN 

RELATION TO CISAPRIDE PLASMA LEVELS IN PREMATURE INFANTS  

Filip Cools  

\i Academic Hospital - Free University of Brussels, Brussels, Belgium  

{ Aim:} To evaluate prospectively the effect of cisapride on the QT interval and QT dispersion 

in relation to cisapride plasma levels in premature infants.  

{ Methods:} We enrolled 10 infants of less than 37 weeks postconceptional age at start of 

cisapride therapy. A 12 lead ECG was recorded prior to, and 72 hours after commencing therapy. 

The QT{\dn6 c} Bazett and QT dispersion was calculated. Serum electrolytes and albumin were 

measured. Cisapride plasma levels were quantified 72 hours after starting therapy immediately 

before (through level) and 1 hour after (anticipated peak level) administration. Data were 

compared with those of a group of 51 term infants aged 3 months or less under cisapride therapy.  

{ Results:} Mean postconceptional and postnatal age at start of therapy were 33.6 weeks (range 

30.9 - 36.0) and 21.7 days (range 5 - 51). Mean QT{\dn6 c} increased significantly under 

cisapride therapy from 429 ± 32 msec to 465 ± 27 msec (p<0.01). No effect was seen on QT 

dispersion (44.3 ± 3.8 msec versus 45.9 ± 3.5 msec). Mean through levels of cisapride and 

norcisapride were 104.8 ± 32.1 ng/ml and 19.8 ± 5.6 ng/ml, respectively. Mean anticipated peak 

levels of cisapride and norcisapride were 114.9 ± 31.4 ng/ml and 20.4 ± 6.5 ng/ml, respectively. 

There was no correlation between the change in QT{\dn6 c} interval and the through level (R2 = 

0.093) or anticipated peak level of cisapride (R2 = 0.24), nor with postconceptional age (R2 = 

0.016). However, an inverse correlation was found between the change in QT{\dn6 c} interval 

and postnatal age (R2 = 0.53, p = 0.02). Compared with the group of older infants (mean age 

56.4 ± 16.9 days, p<0.001), QT{\dn6 c} interval under cisapride therapy was significantly longer 

in premature infants (465 ± 27 versus 433 ± 28 msec, p<0.001) and cisapride evels were 

significantly higher (through: 104.8 ± 32.1 versus 48.9 ± 35.7 ng/ml, p<0.001; anticipated peak: 

114.9 ± 31.4 versus 66.1 ± 36.7 ng/ml, p<0.001). Two infants had an albuminemia below 2.5 

g/dl. Serum electrolytes were normal in all infants. 

{ Conclusion:}  Cisapride significantly prolongs QT{\dn6 c} interval in premature infants to a 

value above the arbitrary 450 msec, whereas there was no effect on QT dispersion. The longer 

QT{\dn6 c} interval under cisapride and higher cisapride plasma levels in preterm infants 

compared to infants up to 3 months of age, could be explained by a lower capacity to metabolize 

cisapride in very young infants secondary to immaturity of the hepatic cytochrome system. 

Although in our small series no clinical side effects were seen, avoiding the use of cisapride and 

if necessary, using lower dosages in infants under the age of 1 month should be considered. }" 

"THE EFFECT OF CISAPRIDE ON THE QTC INTERVAL AND QT DISPERSION IN 

RELATION TO CISAPRIDE PLASMA LEVELS IN PREMATURE INFANTS"  
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\i GRAD, Rouen, France { Objectives:} Fibre-supplements in enteral feeding could increase the 

risk of gastro-oesophageal reflux (GOR). The aim of this study was to compare GOR episodes, 

gastric emptying and gastric acidity, during and after gastric infusion with three enteral diets 

with different fibres: fibre free, insoluble or mixed fibre (50% soluble, 50% insoluble).  

{ Methods:} Continuous oesophageal and gastric pH monitoring were studied in 12 healthy 

volunteers with the three different diets (500 kcal, 250mL/h) in random order. The enteral diet 

was instilled through a nasogastric tube. Gastric emptying was measured by ultrasound.  

{ Results:} There were more GOR with a fibre free diet (median 4, range 1-10) than with a 

mixed (median 1.5, range 0-5) (p =0.04) or insoluble fibre (median 1, range 0-5) (p = 0.04) diet. 

The median time duration of each GOR was longer with the mixed fibre (median 3.6, range 1.8-

7.2) than with the fibre free diet (mean 1.8 min, range 1-3.6) (p<0.05). The number of GOR 

episodes lasting more than 5 min, the duration of the longest GOR and the percent of time under 

pH 4 were not significantly different with the three diets. The intragastric pH profile was the 

same with all three diets. Ultrasound gastric emptying was not delayed with the different meals 

tested.  

{ Conclusions:} Addition of either type of fibre to the enteral formula had no effect on gastric 

emptying, gastric secretion and little effect on the number of GOR episodes. This longer duration 

of reflux episodes may be linked to higher viscosity of the formula, and could be harmful by 

increasing the risk of pulmonary inhalation. }" "EFFECT OF FIBRE-SUPPLEMENTED 

FORMULAS ON GASTRO-OESOPHAGEAL REFLUX, GASTRIC PH AND GASTRIC 

EMPTYING IN HEALTHY VOLUNTEERS DURING ENTERAL NUTRITION"  
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{ Background:} Oesophageal acid sensitivity can be assessed by acid perfusion of the 

oesophagus or by the correlation of symptoms with oesophageal acidity. Heartburn without 

either pathological acid exposure or oesophagitis may reflect oesophageal hypersensitivity.  

{ Aim:} To correlate oesophageal acid sensitivity and therapeutic response using integrated 

acidity.  

{ Methods:} Postprandial oesophageal pH was documented over 4.5 hours in chronic antacid-

responsive heartburn (N=26). VAS estimates of heartburn severity were collected at 15-minute 

intervals. Self-medication for symptoms included: placebo, 75 mg ranitidine, 420 mg calcium 

carbonate, and ranitidine plus calcium carbonate. Integrated acidity in mM was calculated from 

cumulative, time-weighted mean acid concentrations (derived from pH readings each second). 

VAS scores were also cumulated to derive integrated heartburn severity.  

{ Results:} Postprandial heartburn occurred in all subjects. The ratio of integrated heartburn 

severity and integrated oesophageal acidity was used to define oesophageal acid sensitivity on 

placebo. Sensitivity varied more than 800-fold among 26 subjects. Combined therapy with 

ranitidine plus antacid significantly decreased integrated oesophageal acidity from 5.95±1.70 

mmol.hr/L (mean±SEM) to 0.46±0.12 and decreased integrated heartburn severity from 127±16 

to 85±10 (p<0.001). Coefficient of variation for decreased heartburn severity was 80%. Using a 

linear, least-squares regression analysis, heartburn reduction with ranitidine plus antacid was 

highly correlated with oesophageal acid sensitivity (p=0.017).  

{ Conclusions:} Meal-induced heartburn entails enormous intersubject variability in oesophageal 

sensitivity, and such disparities in sensitivity may account for highly variable responses to 

various therapeutic interventions. }" "EFFICACY OF ACID REDUCTION THERAPY 

DEPENDS ON OESOPHAGEAL ACID SENSITIVITY"  
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{ Background:} Quality of life (QoL) has recently been shown to be a major efficacy criterion in 

GERD. Treatments should be precisely evaluated accordingly in clinical studies.  

{ Aim:} This study had to evaluate the impact of 2 GERD treatments on QoL, using a specific 

validated questionnaire (Reflux-Qual).  

{ Patients and methods:} 362 patients with typical GERD symptoms were randomized to receive 

a double-blind treatment with either lansoprazole 15 mg q.d. or cisapride 10 mg b.i.d, for 4 

weeks.  

{ Results:} QoL improvement, measured by Reflux-Qual score median changes after 4 weeks of 

treatment, was 40% higher in lansoprazole group as compared to cisapride (p = 0.007, bootstrap 

estimator 95% CI [9%, 110%]). Symptoms of reflux (heartburn, regurgitations) were also more 

improved in lansoprazole group (p = 0.001): after 4 weeks of treatment, 64.5% of patients were 

completely free of symptoms in this group, they were 44.5% with the cisapride regimen. 

Changes from baseline of the different Reflux-Qual dimensions are detailed by treatment groups 

in the following table: Reflux-Qual Dimensions 

{ Conclusion:}  In patients with GERD, lansoprazole is effective for improving QoL as well as 

for relieving symptoms. A specific questionnaire allows to clarify and to detail the impact of the 

disease and its treatment on QoL. }" "TREATMENT EFFICACY IN GASTROESOPHAGEAL 

REFLUX DISEASE (GERD): EVALUATION OF QUALITY OF LIFE IN ADDITION TO 

SYMPTOMS IMPROVEMENT"  
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{ Aim:}To assess safety and the efficacy of a 4 week acute treatment with omeprazole MUPS 

tablet (Multiple Unit Pellet System) (O) 20mg on the relief of heartburn in gastroesophageal 

reflux disease (GERD) patients.  

Methods:Adult patients with GERD (Savary-Miller grade 0-III) with moderate or severe 

heartburn for the last 3 months and for a minimum of 2 days during the last 7 days before 

inclusion were included in this national, multicenter (219) trial in a primary care setting. 

Endoscopy was performed at inclusion. Symptoms were evaluated at baseline and 4 weeks. 

Patients were treated with O 20mg for 4 weeks. If still symptomatic at the end of this period, an 

additional course of 4 weeks was given. The primary efficacy variable was heartburn resolution 

defined as no heartburn during the last 7 days prior to visit. An ``All Patient Treated analysis was 

performed.  

RESULTS: Among 678 patients (305 men, 373 women, mean age 51,1 years) enrolled in the 

study, 661 661 patients completed treatement with O 20 mg at 4 weeks. Of those, 442 were 

heartburn free. From the remaining 219, 172 completed an additional 4-week treatment, inducing 

symptomatic remission in 120 of those. In total, at the end of the treatment, 81.3 % (551/678) of 

the patients patients were heartburn free (all intensity grades set to 0) and 80,4% (545/678) had a 

total symptom relief. At the end of the study phase, 87,5% (593/678) patients considered their 

disease under control. Endoscopy, reflux history and BMI had no influence on the patient 

heartburn evolution. Adverse events were reported in 184 patients: 158 at 4 weeks and 44 at 8 

weeks. Three serious adverse events occured, none of them was related to the study drug.  

CONCLUSION: This study performed in a primary care setting showed that Omeprazole MUPS 

20 mg is safe and effective in patients with GERD with moderate or severe heartburn. }" 

"EVALUATION OF THE ACUTE TREATMENT OF OMEPRAZOLE MUPS IN THE 

SYMPTOM MANAGEMENT OF PATIENTS WITH GERD. THE TAILORING STUDY"  
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{ Background:} Considering its widespread use, omeprazole has been compared to other PPIs in 

several clinical trials. To achieve double-blindness in comparative studies, PPIs had to be 

encapsulated in hard gelatine capsules. Theoretically, encapsulation may influence the 

dissolution behaviour and the bioavailability. To exclude changes in dissolution and 

bioavailability due to encapsulation, the bioavailability of omeprazole MUPS in a hard gelatine 

capsule was compared with the original omeprazole MUPS tablet.  

{ Aims:} To investigate bioequivalence between omeprazole 20 mg MUPS tablets in a gelatine 

capsule and omeprazole 20 mg MUPS tablets.  

{ Methods:} Bioequivalence of both omeprazole formulations was evaluated by a randomised 

crossover study. Thirty-eight healthy male Caucasian subjects received a single oral dose of 20 

mg omeprazole in each study period. The primary criteria were AUC{\dn6 0-{\f1\'a5}} (extent 

of absorption) and C{\dn6 max} (rate of absorption). As secondary criteria C{\dn6 

max}/AUC{\dn6 0-{\f1\'a5}}, the time to peak concentration t{\dn6 max} and the terminal half-

life t1/2 were calculated. In addition, in vitro dissolution profiles were recorded.  

{ Results:} The AUC{\dn6 0-{\f1\'a5}} and C{\dn6 max} ratios (Test/Reference) were 0.97 and 

0.98, respectively. Thus, the 90%-CI of these ratios were within the equivalence range of 0.8 to 

1.25 for AUC{\dn6 0-{\f1\'a5}} (CI 0.90-1.04) and 0.67 to 1.50 for C{\dn6 max} (CI 0.86-1.10). 

The ratios of the secondary criteria also were within the equivalence range. Both omeprazole 

formulations were well tolerated and safe. The {\i in vitro} dissolution profiles of both 

formulations corresponded to the United States Pharmacopia 24 requirements for gastroresistant 

products. 

{ Conclusion:}  Encapsulation of omeprazole MUPS tablets does not influence the extent and 

rate of absorption. Thus, bioequivalence could be demonstrated. }" "BIOEQUIVALENCE 

BETWEEN OMEPRAZOLE 20 MG MUPS AND ITS ENCAPSULATED FORM"  
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Omeprazole is a potent proton pump inhibitor widely prescribed. A new galenic form MUPS 

(Multiple Unit Pellet System) tablets has been developed recently, which can be either 

swallowed as a tablet or dispersed in water. The aim of this open multicenter prospective study 

performed in France was to assess the acceptability of this new tablet form.  

{ Methods:} Patients receiving for at least 6 months omeprazole 10 mg or 20 mg capsules at a 

constant daily dose for at least 1 month were included. Patients were switched to omeprazole 

MUPS tablets at the same dose for 4 to 6 weeks. A second visit was scheduled 4 to 6 weeks 

thereafter. The assessment of the patients acceptability was made by a questionnaire at each visit. 

Physicians were asked to complete the same questionnaire at the beginning and at the end of the 

study. Acceptability of the MUPS tablet form was assessed based on: tablet size, tablet color, 

overall tablet appearance, ease in swallowing, possibility of dispersing, practical and modern 

aspect. Patients and physicians satisfaction was assessed on an 1-10 grade scale before inclusion 

and at the end of the study. Descriptive analysis is presented below.  

{ Results:} 255 patients (age 57 ± 14; male 56%) were included. 241 patients and 34 physicians 

questionnaires were evaluable for acceptability. 85% of patients swallowed the whole tablets, 

11% dispersed the tablets and 4% used both alternatives. In comparison to capsules, the tablet 

form is considered by patients to be as practical or more by 86%, as modern or more by 83%, as 

attractive or more by 81%, as easy or easier to swallow by 83%. The patients overall assessment 

is identical for the two forms: 8.3 [95% CI: 8; 8.5] and 8.4 [95% CI: 8.1; 8.7] and for physicians 

7.3 [95% CI: 6.8; 7.7] and 8.3 [95% CI: 8; 8.7] for capsules and tablets respectively. 62% of 

physicians [95% CI: 46; 78%] considered the tablet more practical than the capsule. The 

physicians assessment is not significantly different before inclusion and at the end of the study. 

{ Conclusion:}  Omeprazole MUPS tablets, a new galenic form, which can either be swallowed 

whole or dispersed, is well accepted by patients and prescribers accustomed to the use of 

capsules. }" "ACCEPTABILITY OF OMEPRAZOLE MUPS TABLETS: A NEW GALENIC 

FORM OF OMEPRAZOLE"  
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Patients (Pts) with reflux oesophagitis (RO) grade I received, double-blind, lansoprazole 15 mg 

(LAN15) or ranitidine 300 mg (RAN300) once daily for 4-8 weeks. Endoscopy was performed at 

inclusion and at Week (W) 4. If oesophagitis or reflux symptoms were still present at W4, the 

treatment was continued for an additional 4 weeks with a control endoscopy at W8. Reflux 

symptoms were assessed at inclusion, at W1 and 4, and at W8 if applicable. The primary efficacy 

parameter was the RO healing rate after 4 weeks of treatment. 185 Pts were recruited in 21 

centers in Belgium. 4 Pts were lost to follow-up after visit 1. 181 Pts (90 in LAN15; 91 in 

RAN300) were included in the ITT analysis: 82 M; 99 F; 47.5 ± 15.4 years. At W4, the RO 

healing rates were 79.3% (65/82) in LAN15 Pts and 42.5% (37/87) in RAN300 Pts (p =0.001). 

The cumulative healing rates of the last observation carried forward (LOCF) were 89.0% (73/82) 

in LAN15 Pts and 58.6% (51/87) in RAN300 Pts (p =0.001). After W1, heartburn was present in 

60.7% (54/89) of LAN15 Pts and in 72.2% (65/90) of RAN300 Pts (p = 0.410). After W4, 

heartburn was present in 23.8% (20/84) of LAN15 Pts and 61.6% (53/86) of RAN300 Pts (p = 

0.001). After LOCF, heartburn was present in 13.5% (12/89) of LAN15 Pts and 42.2% (38/90) of 

RAN300 Pts (p = 0.001). Adverse events (AE) possibly related to study drug were reported by 

15.6% (14/90) of LAN15 Pts and by 14.3% (13/91) of RAN300 Pts. Two SAE were reported in 

each group, none related to study drugs. LAN15 OD is superior to RAN300 OD in healing of 

reflux oesophagitis grade I and relief of heartburn. }" "LANSOPRAZOLE 15 MG OD VS 

RANITIDINE 300 MG OD IN REFLUX OESOPHAGITIS GRADE I"  
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{ Aim:} By meta-analysis, to compare the efficacy of lansoprazole (L) 30 mg and omeprazole 

(Om) 20 mg from the results of comparative randomised controlled trials (RCTs).  

{ Methods:} Fully recursive literature search for double blind RCTs comparing L 30 mg and Om 

20 mg in erosive oesophagitis. Homogeneity assessed by method of Breslow and Day; RCTs 

combined; pooled healing rates, absolute benefit increase (ABI), number needed to treat (NNT) 

and Mantel-Haenszel odds ratios (OR) for healing derived.  

{ Results:} Six RCTs met pre-determined inclusion criteria. Per-protocol (PP) analysis: 

Individual RCTs were not significantly heterogeneous at 4 weeks (P=0.89) or 8 weeks (P=0.66). 

Pooled healing rates after 4 weeks were 77.7% in 768 patients on L and 74.7% in 789 on Om 

(ABI for L = 3.1%; NNT = 32). At 8 weeks, corresponding figures were 88.7% for L (n = 755) 

and 87.0% for Om (n = 777), (ABI = 1.7%; NNT = 58). OR (95% CI) for healing on L rather 

than Om at 4 and 8 weeks was, respectively, 1.20 (0.94 to 1.52) and 1.18 (0.87 to 1.61). Intent-

to-treat (ITT) analysis: No significant heterogeneity among RCTs at 4 weeks (P=0.76) or 8 

weeks (P=0.85). Pooled healing rates after 4 weeks were 72.7% for L (n = 968) and 70.8% for 

Om (n = 978), (ABI for L = 2.0%; NNT = 51). At 8 weeks, these were 83.3% for L (n = 952) and 

81.8% for Om (n = 968), (ABI = 1.5%; NNT = 68). OR (95% CI) for healing on L rather than 

Om at 4 and 8 weeks was, respectively, 1.11 (0.90 to 1.35) and 1.11 (0.87 to 1.41).  

{ Conclusions:} L 30 mg is associated with a quantitatively small and statistically non-

significant increase in oesophagitis healing rates compared to Om 20 mg. }" "META-

ANALYSIS OF RANDOMISED CONTROLLED TRIALS COMPARING LANSOPRAZOLE 

AND OMEPRAZOLE IN EROSIVE OESOPHAGITIS"  
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{ Aim:} The aim of this study was to evaluate the efficacy of a proton pump inhibitor 

pantoprazole in the short-term management of patients with gastrooesophageal reflux disease 

(GORD) in comparison to H{\dn6 2} receptor antagonist ranitidine.  

{ Methods:} Clinical study consisting of two phases was performed. The first phase was a 

double-blind trial where 184 outpatients with endoscopically verified GORD and Savary-Miller 

grade II or III were randomized into two parallel groups. Group A (94 subjects) received 40 mg 

of pantoprazole daily; group B (90 subjects) 300 mg of ranitidine daily, for 4 to 8 weeks. Patients 

from group B who were not responding to ranitidine therapy after 8 weeks (36 subjects) were 

enrolled into the second phase, where they were treated with 40 mg of pantoprazole for 4 to 8 

weeks. Clinical assessments were conducted at 0, 2, 4 and 8 weeks, while endoscopies were 

carried out at the beginning and the end of the treatment phases. Complete healing was defined 

as loss of symptoms and normal finding upon endoscopy.  

{ Results:} Following 4 weeks of therapy, complete healing of GORD was seen in 77/94 

(81.9%) of patients treated with pantoprazole, vs. 39/90 (43.3%) on ranitidine therapy (P < 

0.001). After 8 weeks of therapy, healing rates were 86/94 (91.5%) for pantoprazole and 54/90 

(60.0%) for ranitidine group (P < 0.001). In the second phase, complete healing was achieved in 

28/36 patients resistant to ranitidine therapy after 4 weeks, and 32/36 patients after 8 weeks of 

treatment with pantoprazole, with healing rates of 77.8% and 88.9%, respectively (P < 0.05). 

{ Conclusion:}  Our clinical trial demonstrates that 40 mg pantoprazole is highly effective and 

significantly superior to 300 mg ranitidine in acute treatment of patients with GORD. }" 

"EFFICACY OF PANTOPRAZOLE COMPARED WITH RANITIDINE IN THE 

TREATMENT OF REFLUX-OESOPHAGITIS: A DOUBLE-BLIND PARALLEL AND 

LONGITUDINAL COMPARATIVE STUDY"  
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This multinational trial aimed to compare the efficacy of two doses of pantoprazole (panto) with 

the recommended dose of omeprazole (ome) for relapse prophylaxis of reflux esophagitis.  

Methods: Recruited were patients with esophagitis grade 2-4 (Savary/Miller) and symptoms of 

heartburn with or without regurgitation who at completion of a run-in phase during treatment 

with panto 40 mg once daily (o.d.) for 4-8 weeks had symptomatic relief and healed esophagitis 

(grade 0-1) demonstrated by endoscopy. A total of 639 patients from 60 centres in Austria, 

Belgium, Denmark, Finland, Greece, Norway, Sweden and Switzerland were allocated at random 

to double-blind maintenance treatment with panto 20 mg (n=211), panto 40 mg (n=218) or ome 

20 mg (n=210) in the morning for up to 12 months. The patients had assessment of symptoms 

three-monthly and repeat endoscopy at 3 and 12 months, and in-between, if indicated by 

recurrence of symptoms.  

Results: The table shows cumulative relapse rates at month 12 in two analytical cohorts: 

\tx1905\tx3120\tx5070\tx6645\tx8150 Relapse rates at month 12 (difference [and 95% CFI] 

versus ome 20 mg) \tab \tab \tab \tab Ome 20 mg Panto 20 mg Panto 40 mg \tab \tab \tab \tab 

ITT cohort (n=639) Endoscopic relapse 19%(-) 23% (4%[-4%-12%]) 17% (-2%[-10%-6%]) 

Symptomatic relapse 14%(-) 17% (3%[-5%-11%]) 13% (-1%[-9%- 7%]) PP cohort (n=556) 

Endoscopic relapse 9%(-) 10% (1%[-7%-9%]) 8% (-1%[?9%-7%]) Symptomatic relapse 13%(-) 

16% (3%[?5%-11%]) 11% (-2%[-10%-6%]) \tab \tab \tab \tab d\fs20 Absence of symptoms was 

highly (95%) predictive of maintenance of healing. All treatment regimens were well tolerated.  

Conclusion: Panto and Ome doses of 20 mg o.d. were equally effective and safe for relapse 

prophylaxis in patients with reflux esophagitis. }" "COMPARABLE EFFICACY OF 

PANTOPRAZOLE AND OMEPRAZOLE TO PREVENT RELAPSE IN PATIENTS WITH 

GERD"  
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{ Aim:} To compare the efficacy of treatment with pantoprazole (PANTO) and omeprazole 

(OME-MUPS) in patients with endoscopically confirmed gastro-esophageal reflux disease 

(GERD) I (Savary/Miller).  

{ Methods:} In this randomized, multicentre, double blind, parallel group comparison, patients 

were treated for 2 weeks with PANTO (20 mg) or OME-MUPS (10 mg). During the treatment 

period, symptoms (heartburn, gastric discomfort and acid regurgitation) were assessed utilizing 

diary cards and scored from 0 (absent) to 3 (very severe). In addition, use of rescue medication 

(antacids) was assessed. Healing was defined as absence of any reflux symptoms without re-

occurrence and no further need for antacid intake or if patients judged the treatment as sufficient. 

The main outcome measure healing rate was analyzed using two statistical tests. First, the 

differences in healing rates between both groups at each period were evaluated using Fishers 

exact test. Secondly, an overall comparison was done on the basis of the AUC using the 

Wilcoxon 2-sample test.  

{ Results:} 519 patients (250 male, 269 female, mean age 53 ± 15 years) were included. The 

PANTO and OME-MUPS groups comprised 255/236 and 264/244 patients (ITT/PP), 

respectively. Diaries from 402 patients were available for analysis. Healing rates were 

significantly better in the PANTO group compared to the OME-MUPS group. Thus, three days 

after initiation of treatment 31% of the patients in the PANTO group were healed compared to 

19% in the OME-MUPS group (p<0.001). Even at the end of the 2-week treatment period 

healing rates were clearly higher in the PANTO group compared to the OME-MUPS group (68% 

versus 58%, p=0.07). A significant superiority of PANTO to OME-MUPS treatment could be 

demonstrated by means of the overall comparison (AUC) (p=0.03). 

{ Conclusion:}  In patients with mild GERD, PANTO (20 mg) achieves more rapid and 

consistent relief of symptoms compared to OME-MUPS (10 mg). }" "SUPERIORITY OF 

PANTOPRAZOLE (20 MG O.D.) TO OMEPRAZOLE MUPS (10 MG O.D.) IN PATIENTS 

WITH MILD GASTRO-ESOPHAGEAL REFLUX DISEASE"  
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The current therapeutic approach to the treatment of reflux esophagitis grades II-IV is well 

established. Attention is now increasingly focusing on endoscopically negative and only slightly 

erosive reflux disease (grade I). In this patient group it is often difficult to differen-tiate typical 

reflux from functional symptoms. In the study presented here we investigated the incidence of 

various types of gastrointestinal symptoms (GI) and symptom patterns in patients with GERD 

grade 0/I in response to treatment with pantoprazole.  

{ Methods:} At the start of the study and 4 weeks after treatment with pantoprazole (120mg/d), 

patients were asked to fill in a questionnaire with regard to the frequency and the degree of 

severity and discomfort of 22 specified GI symptoms. Questionnaires were evaluated for a total 

of 434 patients.  

{ Results:} At the start of the study, patients reported the following GERD symptoms: heartburn 

during daytime in 95%, at night 69%; acid regurgitation 79%, retrosternal pain 70%, burning 

sensation in the throat 62% and dysphagia 33% of all cases. However, only 4,6% of patients 

suffered typical reflux symptoms alone. Reflux symptoms were often accompanied by symptoms 

of functional dyspepsia: eructation in 73%, post-prandial fullness 70%, bloating 66%, epigastric 

pressure 63% and nausea in 25% of all cases. Symptoms of irritable bowel syndrome were also 

quite frequent: uncontrollable passing of wind 54%, alternating diarrhea/constipation 28%, 

sensation of incomplete bowel discharge 30%, pain (24%) and pressure (29%) in the lower 

abdomen. After 4 weeks of treatment with pantoprazole 20mg the symptomatic discomfort 

decreased signifi-cantly (p < 0,0001) for all symptoms. Eighty percent of patients were free from 

heartburn, 68% no longer had any GERD symptoms at all; of these, 38,7% were also free from 

other GI symptoms.  

{ Discussion:} >90% of GERD patients with reflux disease grade 0/I show symptoms indicative 

of dyspepsia or irritable bowel syndrome. Reflux symptoms as well as the functional symptoms 

respond well to therapy with pantoprazole 20mg (once daily). }" "EVALUATION OF 

SYMPTOMS IN PATIENTS WITH MILD GASTROESOPHAGEAL REFLUX DISEASE 

(GERD) - THERAPEUTIC EFFICACY OF PANTOPRAZOLE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.42#" " Abstract: P.42 0 Citation: Gut 2000; 47(Suppl III): 

A61 EFFICACY OF PANTOPRAZOLE IN HEALING REFLUX OESOPHAGITIS BOTH IN 

PRESENCE AND ABSENCE OF HELICOBACTER PYLORI  

F. Bazzoli, R.M. Zagari, P. Pozzato, G. Nicolini, S. Fossi, L. De Luca, D. Berretti, L. 

Ricciardiello, C. Martuzzi, S. Maltoni, L. Fuccio, L. Olivieri, E. Roda  

\i On Behalf of Italian Pantoprazole Study Group; Department of Internal Medicine and 

Gastroenterology, University of Bologna, Italy  

{ Background:} The relation between Helicobacter pylori (H.p.) infection and GORD is still 

unclear. The therapeutics success of the antisecretory drugs in healing of reflux oesophagitis has 

been related to their capability of increasing intragastric pH. It has been shown that intragastric 

ph is higher during PPIs therapy in H.p. +ve than H.p. {\f1 -}ve patients, the presence of H.p. 

infection could increase the efficacy of PPIs in the treatment of reflux oesophagitis.  

{ Aim:} To evaluate the efficacy both in presence or absence of H.p. of Pantoprazole 40 mg od 

in the treatment of the reflux oesophagitis.  

{ Methods:} 301 patients (61.1% males; mean age 46.1 + 15.4 yrs, range 19-83 yrs) with reflux 

oesophagitis (Grade I-III Savary-Miller) were enrolled in a multicentre, randomised, double-

blind, controlled study for acute therapy with Pantoprazole 40 mg o.d. for 8 weeks and 

maintenance therapy with pantoprazole Upper GI endoscopy was performed before and after the 

end of the therapy. At entry, H.p. status (histology, RUT and 13C-urea breath test) was also 

established. Patients with H.p. infection were randomized to received antimicrobial treatment 

whith clarithromicin 250 mg b.d. + tinidazole 500 mg b.d. for 1 week, or not treatment. GORD 

symptoms were evaluated before and after 4 weeks and 8 weeks after therapy.  

{ Results:} 286 out of 301 patients completed the study end were evaluated. At 2 months, 

overall, 96.2% of patients were healed (94% of those grade I oesofagitis at entry, 98.5% of those 

grade II and 90% of those grade III). At entry 32.2% of patients was H.p. +ve. Oesophagitis 

healing rate was not influence by H.p. status or by anti-H. p. treatment (96.7% H.p. {\f1 -}ve, 

95.9% Hp. +ve and 94.3% in those who received antibiotic treatment). 74.3% and 84.8% of 

patients were GORD symptoms free after 4 weeks and 8 weeks of treatment Also GORD 

symptoms improvement was indipendent by H.p. status.  

{ Conclusions:} Pantoprazole 40 mg o.d for 8 weeks is highly efficacy to healing of reflux 

oesophagitis. The H. pylori status or antimicrobial treatment do not influence the efficacy of PPIs 

therapy. This reserch was funded by Pharmacia & Upjohn, Milan, Italy. }" "EFFICACY OF 

PANTOPRAZOLE IN HEALING REFLUX OESOPHAGITIS BOTH IN PRESENCE AND 

ABSENCE OF HELICOBACTER PYLORI"  
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\i Science for Organizations, Chatham, NJ, USA  

{ Objective:} To determine the time of maximal action of gastric antisecretory agents so 

physicians have the information necessary to assess treatment.  

{ Methods:} Previously, a randomised, 3-way crossover study measured gastric pH hourly for 24 

hrs in 23 healthy subjects on days 1 and 8 of dosing with placebo, 20 mg rabeprazole (RAB) or 

20 mg omeprazole (OME) ({\i Aliment Pharmacol Ther} 1998; 12: 1079-1089). We used acid 

concentrations from this study to calculate integrated gastric acidity to determine onset, duration, 

and maximal effects of RAB and OME.  

{ Results:} On day 1, inhibition of 24-hr integrated acidity with RAB (61 ± 5%; mean ± SEM) 

was greater ({\i p} < 0.0001) than that with OME (31 ± 7%). Inhibition with RAB was 

significantly greater ({\i p} < 0.05) than with OME 8 hrs after the first dose. On day 1, median 

inhibition by RAB was 88% and by OME it was 42% of steady-state inhibition measured on day 

8. Onset of inhibition of gastric acidity with RAB (3-4 hrs) was similar to that of OME (2-3 hrs). 

RAB and OME produced similar inhibition of acidity at 3 hrs. Inhibition with RAB but not 

OME, continued to increase to a maximum (87% inhibition) at 7 hrs. Duration of action of both 

drugs was at least 24 hrs. 

{ Conclusion:}  Although RAB and OME have similar onsets of action, the first-day effect of 

RAB is twice that of OME. This substantial, sustained first-day effect of RAB will enable 

physicians to assess its therapeutic actions earlier than agents such as OME that require several 

days to achieve their full antisecretory effects. }" "RABEPRAZOLE VS. OMEPRAZOLE: 

ONSET, DURATION, AND MAGNITUDE OF GASTRIC ANTISECRETORY EFFECTS"  
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\i Oklahoma Foundation for Digestive Research, Oklahoma City, OK, United States  

{ Purpose:} In patients with non-erosive gastro-oesophageal reflux disease (NERD), the relief of 

symptoms with acid suppression is less reliable than in patients with erosive disease. In a study 

comparing rabeprazole (RAB) 10 and 20 mg once daily vs. placebo in relieving heartburn and 

other symptoms in NERD patients over a 4-week period, the response to the first 2 doses was 

evaluated.  

{ Methods:} Patients were eligible for this double-blind trial if they had endoscopically 

confirmed NERD and reported at least moderate heartburn for at least 5 periods ({\f1\'b3}3 

daytime periods and {\f1\'b3}1 nighttime period) during the second week of a 2-week, single 

blind, run-in on placebo. Assessments at the last observation before the first dose of the double-

blind phase served as baseline. A diary captured assessments for daytime and nighttime 

heartburn.  

{ Results:} A total of 203 subjects enrolled in the study. Age and gender distribution was similar 

in all 3 groups. Intent-to-treat analysis includes 199 evaluable subjects. Symptoms were rated on 

a 5-point Likert scale from 0 (no symptoms) to 4 (severe symptoms). The mean heartburn score 

responses to the first 2 doses for both daytime and nighttime are displayed below. 

\tx1335\tx2310\tx3525\tx4335\tx8150 Response to Daytime Heartburn (mean heartburn scores) 

\tab \tab \tab \tab Placebo RAB 10 mg RAB 20 mg (n = 68) (n = 64) (n = 67) \tab \tab \tab \tab 

Day baseline 1.82 2.02 1.89 Day 1 1.91 1.31
*
 1.35{\up6 †} Day 2 1.75 1.15

*
 1.15

*
 \tab \tab \tab 

\tab d\fs20 \tx1410\tx2385\tx3600\tx4410\tx8150 Response to Nighttime Heartburn (mean 

heartburn scores) \tab \tab \tab \tab Placebo RAB 10 mg RAB 20 mg (n = 68) (n = 64) (n = 67) 

\tab \tab \tab \tab Night baseline 1.64 1.74 1.69 Night 1 1.64 1.14{\up6 †} 1.00
*
 Night 2 1.53 

0.89
*
 0.98

*
 \tab \tab \tab \tab \i 

*
 P < 0.001 vs. placebo, {\up6 †} P {\f1 £} 0.01 vs. placebo\i0 No 

significant difference between RAB 10 and 20 mg was observed.  

{ Conclusions:} In NERD patients, RAB 10 and 20 mg provide significant symptom 

improvement for both daytime and nighttime heartburn. Symptom relief is seen on the first day 

with the first dose. }" "HEARTBURN RELIEF AFTER THE FIRST DOSE OF 

RABEPRAZOLE IN NON-EROSIVE GASTRO-OESOPHAGEAL REFLUX DISEASE"  
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\i University of Illinois, Rockford, IL, United States  

{ Purpose:} Symptoms of gastro-oesophageal reflux disease (GORD) may have a significant 

effect on patients quality of life. The effect of rabeprazole (RAB) on symptom distress was 

assessed in a double-blind, placebo-controlled trial (10 and 20 mg tablets vs. placebo) in patients 

with endoscopically confirmed non-erosive GORD over 4 weeks.  

{ Methods:} Symptom distress was assessed using a validated, self-administered questionnaire, 

the Gastroesophageal Symptom Assessment Scale (GSAS), at baseline and week 4 for 185 

randomized subjects. The GSAS focuses on 15 GORD-related symptoms (e.g., heartburn, 

regurgitation). It is assessed on a 4-point scale (0 to 3), with a lower score indicating less 

symptom distress. The association of GSAS scores with a clinical measure of symptom severity 

was assessed by the correlation (Pearsons coefficient) between change from baseline distress 

scale scores and change from baseline average symptom scores at week 4.  

{ Results:} RAB 10 and 20 mg provided significant relief from distress due to GORD-related 

symptoms within the 4 week period (50% and 55% decline in mean score for RAB 10 and 20 

mg, respectively, vs. 30% for placebo) as shown in table below. 

\tx1500\tx2475\tx3690\tx4500\tx8150\fs4 \ul GSAS Distress Placebo RAB 10 mg RAB 20 mg 

Mean Score (n = 64) (n = 59) (n = 62) \tab \tab \tab \tab Baseline 1.0 1.0 1.1 Week 4 0.7 0.5
*
 

0.5{\up6 **} \tab \tab \tab \tab 
*
 p = 0.007 vs. placebo, {\up6 **} p < 0.001 vs. placebo p values 

based on ANCOVA adjusted for covariates: treatment, baseline, center and interaction of 

baseline with treatment. Pairwise comparisons based on least square means. Correlation 

coefficients between GSAS and average symptom scores were highly significant, (i.e., p < 0.01) 

for the all the major symptoms on the GSAS.  

{ Conclusions:} Rabeprazole offers significant relief from symptom distress in non-erosive 

GORD patients within a four week period. Insofar as the primary goal of therapy is to provide 

fast and effective relief from all GORD-related symptoms, RAB may play an important role in 

restoring patients well-being. }" "RABEPRAZOLE RELIEVES SYMPTOM DISTRESS IN 

PATIENTS WITH NON-EROSIVE GASTRO-OESOPHAGEAL REFLUX DISEASE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.46#" " Abstract: P.46 0 Citation: Gut 2000; 47(Suppl III): 
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Margaret Light  

\i Janssen-Ortho, Toronto, Canada  

{ Purpose:} To determine if the faster onset and greater acid inhibition of rabeprazole (RAB) 

treatment compared to omeprazole (OME) is correlated with faster heartburn (HB) symptom 

relief within the first 3 and 7 days of treatment.  

{ Methods:} In this randomized double-blind equivalence trial, patients with erosive esophagitis 

were assigned to receive RAB 20 mg once in the morning (QAM) (n = 102) or OME 20 mg 

QAM (n = 105). Efficacy endpoints included the average change in HB score for the first 3 and 7 

days of treatment (24 hr-periods) and the 3-day response profile. Post-hoc analyses were 

performed on subgroups of patients according to the number of moderate-to-severe HB episodes 

experienced ({\f1\'b3}2, {\f1\'b3}3, and {\f1\'b3}5 episodes) in the 7 day screening period before 

the active treatment phase.  

{ Results:} In general, RAB treatment resulted in better symptom relief during the first 3 and 7 

days than did OME treatment (Table). RAB treatment provided significantly greater 

improvements in HB score during the first 3 and 7 days for patients with {\f1\'b3}2 or {\f1\'b3}3 

HB events during screening ({\i P} {\f1\'a3} 0.036). For patients with {\f1\'b3}5 HB events 

during screening, RAB treatment provided statistically significant improvements in the profile 

response during the first 3 days over OME treatment ({\i P} {\f1\'a3} 0.036). 

\tx1620\tx2295\tx3165\tx3975\tx4845\tx5250\tx8150\fs4 \ul \tab \tab HB episodes N \ul Change 

in HB score from baseline \ulnone during screening \ul First 3 days \ulnone \ul First 7 days 

\ulnone RAB OME RAB OME \tab {\f1 ³}2 119 {\f1 -}0.94* {\f1 -}0.65 {\f1 -}1.10* {\f1 -

}0.81 {\f1 ³}3 92 {\f1 -}1.02* {\f1 -}0.69 {\f1 -}1.21* {\f1 -}0.87 {\f1 ³}5 48 {\f1 -}1.21 {\f1 -

}0.84 {\f1 -}1.46 {\f1 -}1.05 \tab \i P\i0 < 0.036 RAB vs. OME at 5% significance level  

{ Conclusions:} The greater acid inhibition seen in the first 24 hours with rabeprazole is 

correlated with faster symptom relief within the first 3 and 7 days of treatment. }" 

"RABEPRAZOLE PROVIDES BETTER HEARTBURN RELIEF COMPARED TO 

OMEPRAZOLE IN THE FIRST 3 AND 7 DAYS OF TREATMENT"  
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A62 PHARMACOKINETICS OF ESOMEPRAZOLE ARE UNALTERED IN THE ELDERLY  

G\'f6ran Hasslegren, Mohammed Hassan-Alin, Tommy Andersson, Catharina Claar-Nilsson, 

Lars-G\'f6ran Nilsson, Kerstin R\'f6hss  

\i AstraZeneca, R&D M\'f6lndal, Sweden  

{ Background:} Esomeprazole, the first PPI developed as an optical isomer, has superior oral 

bioavailability to omeprazole, resulting in more effective and predictable acid control.  

{ Aims:} To assess the pharmacokinetics of esomeprazole on repeated dose administration in the 

elderly.  

{ Methods:} In an open-label study, 14 healthy elderly [71-80 (mean 74) years] volunteers (mean 

bodyweight 70 kg) received esomeprazole 40mg (E40) capsule once daily (a.m) for 5 days. 

Serial blood samples were collected over 24 hrs on days 1 and 5. Steady-state pharmacokinetics 

were compared with those of 36 younger [29-58 (mean 45) years] GORD patients (mean 

bodyweight 79.6 kg) who received E40 once daily for 5 days in an earlier study.  

{ Results:} Geometric mean plasma AUC and C{\dn6 max} values for esomeprazole increased 

by 94% and 52%, respectively, from day 1 to day 5 (Table). Steady-state AUC and C{\dn6 max} 

values in the elderly did not differ significantly from those in younger patients with GORD. 

Ratios of AUC and C{\dn6 max} values between elderly volunteers and GORD patients were 

1.25 (95% CI 0.94-1.67) and 1.18 (95% CI 0.91-1.52), respectively. 

\tx825\tx1815\tx3045\tx4035\tx4860\tx8150\fs4 \ul \tab \ul Elderly volunteers (n=13)\ulnone \ul 

GORD patients (n=36) \ulnone C{\dn6 max} AU C{\dn6 max} AU (µmol/L) C(µmol.h/L) 

(µmol/L) C(µmol.h/L) Day 1 3.67 8.25 - - Day 5 5.57 15.98 5.13 12.64 d\fs20  

{ Conclusions:} AUC and C{\dn6 max} values for esomeprazole in elderly volunteers were 

consistent with those in younger patients. Esomeprazole dose adjustment is not required in the 

elderly. }" "PHARMACOKINETICS OF ESOMEPRAZOLE ARE UNALTERED IN THE 

ELDERLY"  
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\i AstraZeneca LP, Wayne, USA  

{ Purpose:} To determine whether an open capsule (OC) of esomeprazole (NEXIUMTM) 40 mg 

in applesauce is bioequivalent to an intact capsule (IC).  

{ Methods:} In a randomized, single-center, open-label crossover, pharmacokinetic study 

consisting of 2 study days separated by a minimum 7-day washout period, 45 healthy volunteers 

(21 males) aged 18 to 45 years received a single dose of OC or IC in a randomized sequence. OC 

was administered mixed with applesauce and IC with 180 ml of water. Blood samples were 

obtained at specified intervals up to 12 hrs post dose to determine esomeprazole concentrations. 

The AUC (extrapolated to infinity), AUCt (AUC up to the last quantifiable time point), C{\dn6 

max}, tmax, and t1/2 were all determined using a one-compartment, open model. Logarithmic 

values for AUC, AUCt, and C{\dn6 max} were analyzed using ANOVA to obtain treatment least 

square means. The antilogarithm of these means were calculated to obtain estimates of the 

geometric means and the ratio of the geometric means of OC vs IC, together with the 90% CI for 

the ratio.  

{ Results:} Forty-one subjects (91.1%) completed the study. The ratios of the geometric means 

with 90% CI for AUC and C{\dn6 max} between OC and IC demonstrated bioequivalence 

(table). The results for AUCt were virtually identical to those obtained for AUC. The t1/2 was 

similar for IC and OC (about 0.9 hr) and the tmax was approximately 2.3 hours for both IC and 

OC. Esomeprazole was well tolerated by each mode of administration. 

\tx1815\tx4080\tx4980\tx8150 Ratios of Geometric Means of AUC and C{\dn6 max} for OC 

and IC (n=41 subjects) \tab \tab \tab Ratio of Geometric Means 90% CI \tab \tab \tab AUC 

(open/intact) 0.99 (0.94 - 1.04) C{\dn6 max} (open/intact) 0.93 (0.86 - 1.01) \tab \tab \tab d\fs20 

{ Conclusion:}  Esomeprazole as an open capsule mixed with applesauce is bioequivalent to 

administration of an intact capsule in healthy male and female volunteers. }" 

"ESOMEPRAZOLE OPEN CAPSULE MIXED WITH APPLESAUCE IS BIOEQUIVALENT 

TO THE INTACT CAPSULE WHEN ADMINISTERED TO HEALTHY VOLUNTEERS"  
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1
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Rydholm{\up6 2}  

\i 
1
 Bern, Switzerland; {\up6 2} M\'f6lndal, Sweden  

{ Introduction:} Esomeprazole is the first PPI, developed as an optic isomer, to be available for 

clinical use. In an earlier performed study, it has been shown that esomeprazole 40 mg resulted 

in greater acid suppression compared to lansoprazole 30 mg. The aim of this study was to 

compare the effect on intragastric pH of esomeprazole 20 mg versus lansoprazole 15 mg during 

repeated once daily oral dosing in healthy male and female subjects.  

{ Methods:} In an open randomised, two-way cross-over study, 27 healthy male and female 

subjects (17 males; mean age: 26 years; mean weight: 70 kg) received esomeprazole 20 mg or 

lansoprazole 15 mg once in the morning for 5 days with a wash-out period of at least 14 days. A 

24-hour intragastric pH recording was performed using glass electrodes during standardised 

conditions on day 5 in each period. The percentage of time with intragastric pH{\f1\'a3}4 during 

the 24-hour period was analysed separately, using a mixed model analysis of variance (ANOVA) 

with fixed effects for period, sequence and treatment and a random effect for subject within 

sequence. The mean for each treatment and the mean treatment difference were estimated with 

95% confidence intervals (CI).  

{ Results:} See Table below. No side effects attributable for either study drugs were observed. 

\tx1920\tx3495\tx5070\tx6465\tx7005\tx8150\fs4 \ul \tab Esomeprazole Lansoprazole A-B p-

value (A) (B) 50.4 (40.7-60.1) 43.0 (33.3-52.8) 7.4 (1.0-13.8) 0.026 % of subj. with pH>4 for > 

12hrs 50 35 for > 16hrs 23 15 *Mean (95% CI). 

{ Conclusion:}  Esomeprazole 20 mg provides more effective acid control{ }than lansoprazole 

15 mg, suggesting a potential for improved clinical efficacy in the treatment of acid related 

diseases. }" "ESOMEPRAZOLE 20 MG PROVIDES MORE EFFECTIVE ACID CONTROL 

THAN LANSOPRAZOLE 15 MG"  
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1
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{ Introduction:} Esomeprazole is the first PPI, developed as an optical isomer, to be available for 

clinical use. It has higher oral bioavailibility, resulting in greater acid suppression compared to 

omeprazole. The aim of these two studies was to compare the effect on intragastric pH of 

esomeprazole 40 mg versus lansoprazole 30 mg in healthy male and female subjects after single 

dose administration and after repeated once daily oral dosing, respectively.  

{ Methods:} Both studies had an open, randomised, two-way crossover design. In the first study, 

28 healthy male and female subjects (14 males, mean age: 26 years; mean weight: 71 kg) 

received single oral doses of esomeprazole 40 mg or lansoprazole 30 mg with a wash-out period 

of at least 10 days. In the second study, 20 healthy male and female subjects (15 males; mean 

age: 27 years; mean weight: 72 kg) received esomeprazole 40 mg or lansoprazole 30 mg once in 

the morning for 5 days with a wash-out period of at least 14 days. A 24-hour intragastric pH 

recording was performed using glass electrodes during standardised conditions following drug 

administration in the first study and on day 5 in each period in the second study. The percentage 

of time with intragastric pH>4 and percentage of time with pH""gt;3 during the 24-hour period 

were analysed separately, using a mixed model analysis of variance (ANOVA). The mean for 

each treatment and the mean treatment difference were estimated with 95% confidence intervals 

(CI).  

{ Results:} See Table below.No side effects attributable for either study drugs were observed. 

\tx1695\tx2940\tx4185\tx5340\tx5955\tx7830\tx7905\tx7980\tx8055\tx8055\tx8150\fs4 \ul \tab 

Esomeprazole Lansoprazole A-B p-value (A) (B) Single dose % of 24-hr with pH>4* 57.2 (49.0-

65.4) 51.8 (43.5-60.0) 5.5 (1.8-9.1) 0.005 % of 24-hr with pH>3* 68.0 (59.8-76.2) 64.3 (56.1-

72.5) 3.7 (0.07-7.3) 0.046 % of subj. with pH>4 for > 12hr 71 61 for > 16hr 36 21 Repeated 

dosing (Day 5) % of 24-hr with pH>4* 65.4 (59.5-71.3) 53.0 (47.0-58.9) 12.4 (7.4-17.5) <0.001 

% of 24-hr with pH>3* 76.8 (71.4-82.2) 67.5 (62.1-72.9) 9.3 (4.9-13.7) <0.001 % of subj. with 

pH>4 for > 12hr 90 55 for > 16hr 35 5 *Mean (95% CI) 

{ Conclusion:}  Esomeprazole 40 mg provides more effective acid control than lansoprazole 30 

mg, both after a single dose and after repeated dosing, suggesting a potential for improved 

clinical efficacy in the treatment of acid related diseases. }" "ESOMEPRAZOLE 40 MG 

PROVIDES MORE EFFECTIVE ACID CONTROL THAN LANSOPRAZOLE 30 MG 

DURING SINGLE AND REPEATED ADMINISTRATION"  
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A63 ESOMEPRAZOLE 40 MG PROVIDES MORE EFFECTIVE ACID CONTROL THAN 

RABEPRAZOLE 20 MG  

Clive Wilder-Smith
1
, Kerstin R\'f6hss{\up6 2}, Catharina Claar-Nilsson{\up6 2}, Hans 

Rydholm{\up6 2}  
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{ Introduction:} Esomeprazole is the first PPI, developed as an optic isomer, to be available for 

clinical use. It has higher oral bioavailibility, resulting in greater acid suppression compared to 

omeprazole. The aim of this study was to compare the effect on intragastric pH of esomeprazole 

40 mg versus rabeprazole 20 mg during repeated once daily oral dosing in healthy male and 

female subjects.  

{ Methods:} In an open randomised, two-way cross-over study, 23 healthy male and female 

subjects (13 males; mean age: 27 years; mean weight: 66 kg) received esomeprazole 40 mg or 

rabeprazole 20 mg once in the morning for 5 days with a wash-out period of at least 14 days. 24-

hour intragastric pH recording was performed using glass electrodes during standardised 

conditions on day 5 in each period. The percentage of time with intragastric pH{\up6 3}4 during 

the 24-hour period was analysed separately, using a mixed model analysis of variance (ANOVA) 

with fixed effects for period, sequence and treatment and a random effect for subject within 

sequence. The mean for each treatment and the mean treatment difference were estimated with 

95% confidence intervals (CI).  

{ Results:} See Table below. No side effects attributable for either study drugs were observed. 

\tx2025\tx3600\tx5175\tx6660\tx7200\tx8150\fs4 \ul \tab Esomeprazole Rabeprazole A-B p-

value (A) (B) % of 24-hr with pH>4* 61.0 (53.6-68.3) 45.1 (37.7-52.5) 15.8 (5.4-26.3) 0.005 % 

of subj. with pH>4 for > 12hrs 77 36 for > 16hrs 32 5 *Mean (95% CI) 

{ Conclusion:}  Esomeprazole 40 mg provides more effective acid control than rabeprazole 20 

mg, suggesting a potential for improved clinical efficacy in the treatment of acid related diseases. 

}" "ESOMEPRAZOLE 40 MG PROVIDES MORE EFFECTIVE ACID CONTROL THAN 

RABEPRAZOLE 20 MG"  
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{ Introduction:} Esomeprazole is the first PPI, developed as an optic isomer, to be available for 

clinical use. It has higher oral bioavailibility, resulting in greater acid suppression compared to 

omeprazole. The aim of this study was to compare the effect on intragastric pH of esomeprazole 

40 mg versus omeprazole 40 mg during repeated once daily oral dosing patients with 

symptomatic gastresophageal reflux disease (GERD).  

{ Methods:} In an open randomised, two-way cross-over study, 130 patients (60 males; mean 

age: 32 years; mean weight: 74 kg) received esomeprazole 40 mg or omeprazole 40 mg once in 

the morning for 5 days with a wash-out period of at least 14 days. A 24-hour intragastric pH 

recording was performed using glass electrodes during standardised conditions on days 1 and 5 

in each period. The percentage of time with intragastric pH>4 during the 24-hour period was 

analysed separately, using a mixed model analysis of variance (ANOVA) with fixed effects for 

period, sequence and treatment and a random effect for subject within sequence. The mean for 

each treatment and the mean treatment difference were estimated with 95% confidence intervals 

(CI).  

{ Results:} See Table below. No side effects attributable for either study drugs were observed. 

\tx2025\tx3600\tx5175\tx6570\tx7110\tx8150\fs4 \ul \tab Esomeprazole Omeprazole A-B p-

value (A) (B) Day 1 (n=115) % of 24-hr with pH>4* 48.6 (45.1-52.2) 40.6 (37.0-44.1) 8.1 (5.5-

10.7) <0.001 % of pat. with pH>4 for >12hrs 50 34 for >16hrs 16 10 Day 5 (n=114) % of 24-hr 

with pH>4* 68.4 (65.4-71.4) 62.0 (59.0-65.0) 6.4 (4.0-8.8) <0.001 % of pat. with pH>4 for > 

12hr 88 77 for > 16hr 56 45 *Mean (95% CI) 

{ Conclusion:}  Esomeprazole 40 mg provides longer time with intragastric pH>4 than 

omeprazole 40 mg in patients with symptomatic GERD, both on day 1 and day 5 of repeated 

once daily administration. }" "ESOMEPRAZOLE 40 MG PROVIDES MORE EFFECTIVE 

ACID CONTROL THAN OMEPRAZOLE 40 MG"  
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{ Purpose:} To examine the effect of baseline severity of erosive esophagitis (EE) on healing 

rates after therapy with either esomeprazole (E), the S-isomer of omeprazole, or with omeprazole 

(O).  

{ Methods:} Data were pooled from 6708 patients with EE (LA Classification Grades A-D) from 

4 similarly designed US multi-center, double-blind, randomized, controlled trials in which 

patients received once-daily doses of E40, E20, O20, the approved dose for EE, for up to 8 

weeks. Treatment comparison was made using log-rank test while controlling for the LA severity 

at baseline.  

{ Results:} See table. \tx1515\tx3120\tx4725\tx5925\tx8150 Estimated Healing Rate at Wk 8 by 

Baseline EE Severity, ITT Analysis \tab \tab \tab \tab Baseline Grade E40% (95% CI) E20% 

(95% CI) O20 % (95% CI) (N=2446) (N=1243) (N=3019) \tab \tab \tab \tab A 96.6 (95.3, 98.0) 

97.5 (96.0, 99.0) 94.9 (93.4, 96.3) (n=849) (n=440) (n=990) B 93.3 (91.7, 95.0) 89.7 (86.8, 92.5) 

88.0 (86.1, 89.9) (n=923) (n=480) (n=1203) C 91.2 (88.7, 93.7) 83.5 (78.7, 88.3) 76.0 (72.6, 

79.5) (n=520) (n=240) (n=606) D 84.0 (77.9, 90.1) 74.0 (64.1, 83.9) 72.4 (66.3, 78.6) (n=152) 

(n=83) (n=219) Total 93.4 (92.4, 94.5) 90.2 (88.5, 91.9) 86.6 (85.4, 87.9) \tab \tab \tab \tab 

d\fs20 

{ Conclusion:}  Healing was more consistent across all grades of esophagitis (A-D) with E40 

than with E20 or O20. In contrast to O20, baseline severity of EE does not significantly impact 

healing rates with E40. All treatments effectively healed EE at week 8. Overall, E40 and E20 

produced greater healing rates than O20 at week 8. }" "DOES BASELINE SEVERITY OF 

EROSIVE ESOPHAGITIS IMPACT HEALING WITH ESOMEPRAZOLE?"  
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{ Objective:} To compare the degree of antisecretory activity and onset of actions between a 

single dose of rabeprazole 20 mg (RAB), lansoprazole 30 mg (LAN), pantoprazole 40 mg 

(PAN), omeprazole capsule 20 mg (OME), omeprazole MUPS (``Multiple Unit Pellet System) 

tablet 20 mg and placebo (PLA), in healthy {\i H. pylori} negative subjects  

{ Materials and methods:} Nine males and nine females (mean age, 29 years) who were {\i H. 

pylori} negative were enrolled in a multiple cross-over, double-blind and randomized study; 17 

were eligible for analysis. Negative {\i H. pylori} status was confirmed by negative {\up6 13}C 

UBT and serology. Subjects received a single administration of rabeprazole 20 mg, lansoprazole 

30 mg, pantoprazole 40 mg, omeprazole capsule 20 mg, omeprazole MUPS tablet 20 mg and 

placebo. 24-hour intragastric pH monitoring was performed on the day of treatment. Treatment 

days were separated by 14-day wash-out periods.  

{ Results:} Group median values are listed in the Table. Onset of action, defined as a time-point 

at which pH rises by {\f1\'b3}1 unit above the median pH value of the non-drug period, was 1.75 

h for RAB and PAN ({\up6 a}p {\f1\'b3} 0.03 vs LAN), 1.5 h for OME (p {\f1\'a3} 0.03 vs 

LAN) and MUPS, and 1.0 h for LAN. 

\tx2130\tx3210\tx4200\tx5010\tx5820\tx6645\tx6960\tx8150\fs4 \ul \tab \tab \tab RAB LAN 

PAN OME MUPS PLA \tab \tab pH 24 h 3.4{\up6 abcde} 2.9{\up6 bce} 2.2{\up6 e} 1.9{\up6 

e} 1.8{\up6 e} 1.3 pH Day 3.6{\up6 bcde} 3.3{\up6 bcde} 2.2{\up6 e} 1.8{\up6 e} 2.1{\up6 e} 

1.3 pH Night 2.3{\up6 bcde} 2.1{\up6 e} 1.6{\up6 e} 1.6 1.7 1.2 Time when pH > 3 (%){\up6 

&} 55.8{\up6 bcde} 47.6{\up6 bce} 29.3{\up6 e} 24.7{\up6 e} 24.1{\up6 e} 11.4 \tab \tab {\up6 

a} p {\f1 £} 0.03 vs LAN, {\up6 b} p {\f1 £} 0.03 vs PAN, {\up6 c} p {\f1 £} 0.02 vs OME, 

{\up6 d} p {\f1 £} 0.04 vs MUPS, {\up6 e} p {\f1 £} 0.04 vs PLA (Wilcoxon paired rank test). 

{\up6 &} Calculated for 24-hour period. 

{ Conclusion:}  Rabeprazole was the most potent acid-inhibitor during the first 24 hours of 

dosing. }" "ANTISECRETORY ACTIVITY OF PPIs"  
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National University, Seoul, Korea; {\up6 3} Department of Gastroenterology, College of 

Medicine, Ajou University, Suwon, Korea  

{ Background:} DA-9601 is a quality-controlled phytomedicine derived from Artemisia asiatica 

(Compositae) for gastrointestinal inflammatory disorders. Aims: To investigate the effect of DA-

9601 on experimental gastroesophageal refulx disease (GERD) in rats.  

{ Methods:} The experimental GERD in rats was induced by the ligature of forestomach and 

transient stenosis of lower duodenum for 8 hrs. Rats were divided into 4 groups: normal, GERD 

control, 30 and 100 mg/kg of DA-9601. DA-9601 was gavaged twice a day for 3 days before the 

operation. Forty eight hrs after the operation, all animals were sacrificed for the examination of 

gross and histological pathology. And malondialdehyde (MDA) and reduced glutathione (GSH) 

level were measured using mucosal homogenates. The electrophoretic mobility shift assay 

(EMSA) for detection of NF-kB activation and Western blot for IkB were also conducted.  

{ Results:} DA-9601 significantly reduced gross lesion and tissue MDA level compared with 

GERD control rats, in a dose-dependent manner (p < 0.01). Pretreatment with DA-9601 also 

markedly attenuated NF-kB activation as well as histologic activity index in esophageal tissue.  

Conclusions: This study clearly demonstrates that DA-9601, antioxidant, ameliorates 

macroscopic and histologic lesion of experimental GERD either through reducing oxidative 

stress or by attenuation of NF-kB involved in the mucosal inflammation. DA-9601 could be a 

promising drug for therapy of GERD. }" "ANTIOXIDATIVE EFFECT OF DA-9601, A NEW 

PHYTOMEDICINE, AMELIORATES REFLUX ESOPHAGITIS IN RATS"  
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Patients with Barrett metaplasia differ from non-Barrett reflux population mainly because of the 

more pronounced functional deficiency and because of the well accepted increased risk of 

developing adenocarcinoma which is believed to be enchanced by acid and bile reflux. In this 

context it is of paramount importance to evaluate the efficiency of any therapeutic effort in 

particular of antireflux surgery. However, little is known about the very long term outcome of 

antireflux surgery.  

{ Methods:} Twenty four symptomatic patients with a biopsy proven Barrett metaplasia of at 

least 3 cm within the tubular esophagus and operated between 1980-1987 were evaluated. All 

patients were treated by a Belsey Mark IV procedure. An analysis of the results was made 

between 1 and 5 years and between 10 and 17 years following surgery. Follow-up evaluation 

consisted of recording subjective symptoms and offering the patients endoscopy and 24 hrs pH 

study for objective documentation of reflux control.  

{ Results:} There was no hospital mortality but there was one late death 8 yrs. postoperatively. 

At follow-up between 1-5 years 12% (5/25 patients) of the patient had symptoms suggestive for 

reflux. Endoscopy showed grade I or II esophagitis in 20% (4/20 patients) and 24 hrs pH study 

was positive in 15.8% (3/19 patients). Combining subjective and objective patient evaluation 

revealed a complete control of reflux in 80% of the patients. At follow-up between 10-17 years 

26% (6/23) patients had symptoms while endoscopy showed grade I or II esophagitis in 14% 

(2/14 patients). 24 hrs pH study was pathologic in 50% (6/12 patients). However 2 of these 

patients had minimal reflux with a total acid reflux of <5%. Combining the subjective and 

objective evaluation showed a complete reflux control in 65.3%.Over the entire follow-up a 

complete reflux control was obtained in 64% (16/25 patients). Complete regression of Barretts 

metaplasia was seen in 4 patients, major regression in 3. Four patients showed progression, three 

of them having a documented pathologic reflux. 

{ Conclusion:}  Ten to seventeen years post surgery the Belsey Mark IV procedure results in 

complete subjective and objective reflux control in about two thirds of the patients. These results 

suggest a progressive degradation of the antireflux mechanism over time. The failure to control 

reflux in one third of the patients raises questions in respect to the prevention of adenocarcinoma 

in Barrett in this group. }" "SUBJECTIVE AND OBJECTIVE EVALUATION TEN TO 

SEVENTEEN YEARS AFTER BELSEY MARK IV IN REFLUX PATIENTS WITH 

BARRETTS METAPLASIE"  
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{ Objective:} To study the subjective and objective outcomes after reinterventional surgery for 

gastroesphageal reflux disease (GERD) in a University referral center for esophageal diseases.  

Material and methods: We performed a retrospective study of all 29 patients reoperated for failed 

antireflux surgery or its complications between January 93 and July 98. This group represents 

10% of all 293 patients who underwent surgery for GERD in our department during the same 

time period. Symptomatic outcome was assessed according to the modified Visick score and the 

score by Little. Objective outcome was assessed by endoscopy, upper GI series, 24h pH-metry 

with bile monitoring and esophageal manometry. Objective tests were performed independently 

of the subjective patient status and results were considered only for tests performed at least one 

year postoperatively.  

Results: The 29 patients studied had a total of 45 previously procedures. The redo was the 

second surgical attempt in 16 patients (55%), the third in 11 (38%) and the fourth respectively 

fifth procedure in one patient each. Nine patients had previously had a laparoscopic 

fundoplication whereas three of them had had failed laparoscopic reoperations. Indicatons for 

redo were recurrent reflux with hiatal hernia (HH) in 10 patients (34%), without HH in 8 (27%), 

HH related symptoms without reflux in 6 (21%), peptic stricture in 4 (14%) and dysphagia 

secondary to a Nissen fundoplication in an esophagus with troubled motility in one patient. The 

intraoperatively determined cause of failure was: disruption of the fundoplicaton in nine patients, 

an excessively tight wrap or hiatal closure in 7 patients, intra-thoracic migration in 5, ``slipped 

Nissen in 3, inadequate repair in 2, incorrectly performed technique in one and undetermined 

cause in two patients. Twenty-five patients (86%) were reoperated by a thoracic approach, two 

by laparotomy and two by laparoscopy. Twenty partial of total fundoplications, 6 esophageal 

resections and coloplasty, 2 Collis-Nissen and one Roux-en-Y duodenal diversion were 

performed. After a median follow-up of 22 months \{± 6 (95% CI), range 12-62\}, 80% of 

patients were Visick 1 or 2. According to the Little classification for redos, 88% of patients had 

either excellent or good results. Objective testing was performed in 21 patients (72%) after a 

median follow-up of 16 (± 3; range 12-44). Endoscopy identified no wrap disruption. Some 

minor degree of esophagitis was seen in three patients. No intrathoracic migration was identified 

on upper GI series. Manometry was normal in all but one patients, 24h pH and bile monitoring 

were abnormal in two patients each. Altogether four patients had objectified failures (81% 

success rate), one of them being completely asyptomatic. Two patients had persisting symptoms 

but normal objective testing.  

Conclusion: A tailored approach for redo antireflux surgery can achieve high subjective and 

objective success rates. As the cause of failure of a previous procedure frequently can only be 

established introperatively, the mastering of several access routes and reconstructive techniques 



seems to be mandatory in order to be able to choose the best technique for repair. }" 

"REINTERVENTIONS FOR FAILED ANTIREFLUX SURGERY"  
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\i University of Padua, Department of Medical and Surgical Sciences, Padua, Italy  

Laparoscopic surgical treatment for gastroesophageal reflux disease (GERD) has had in recent 

years a widespread diffusion. Results are generally reported as far as the control of reflux is 

concerned, and the true incidence of unsatisfactory results for causes other than recurrent GERD 

is difficult to ascertain. From 1992 to December 1999, 150 patients underwent laparoscopic 

fundoplication (135 Nissen and 15 Toupet) for primary GERD (90 m, 60 f, median age 48, r. 16-

78). The indication for surgery was: uncomplicated GERD with or without mild esophagitis in 

100, Barretts esophagus in 22, severe esophagitis or stricture in 10, and a large paraesophageal 

hernia in 18. The outcome was assessed in all patients by means of a clinical interview and a 

barium swallow at a minimum 6-month follow-up (median 34 months, range 6-83); in 107 

patients, post-operative endoscopy and 24-hour pH-monitoring were also performed. One-

hundred and twenty-three patients (82%) were fully satisfied after the operation. Ten patients 

(6.7%) complained of persistent dysphagia (more than 4 weeks after the operation) and needed 

reoperation (4 cases) or esophageal dilations (6 cases). Nine patients (6%) had a fundoplication 

displacement (slipped fundoplication): 2 early in the post-operative period (both underwent 

immediate reoperation) and 7 during the follow up (2 were reoperated and 5, asymptomatic, are 

under evaluation). In 6 patients (4%)(one of whom with also a slipped fundoplication) we had a 

recurrence of GERD as detected at 24-hour pH-monitoring: of them, 4 were symptomatic and 

needed continuous medication with PPIs (3 cases) or required reoperation (1 case). Finally, a 

gas-bloating syndrome was recorded in 3 patients (1 required further operation but is still 

symptomatic, and 2 were treated by means of balloon dilations of the pylorus). The factors 

involved in these unsatisfactory results were the division of short gastric vessels (for dysphagia) 

and the presence of a paraesophageal hernia, Barretts esophagus or stricture (for slipped 

fundoplication). After secondary treatment, only 7 patients were unsatisfied with the result 

(4.7%). In conclusion, about 1 out of 5 patients may have an unsatisfactory outcome after 

laparoscopic fundoplication, and this is related to side effects (dysphagia, slipped fundoplication 

or gas-bloating) more than to recurrent GERD. However, with further operative or endoscopic 

treatment, a good final outcome can be achieved in more than 95% of patients. }" 

"DYSPHAGIA AND SLIPPED FUNDOPLICATION ARE THE MOST FREQUENT CAUSES 

OF FAILURE AFTER LAPAROSCOPIC ANTIREFLUX SURGERY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.59#" " Abstract: P.59 0 Citation: Gut 2000; 47(Suppl III): 

A65 EFFECT OF CLARITHROMYCIN ON ESOPHAGEAL MOTILITY M. Bortolotti, C. 

Mari, C. Lopilato, L. La Rovere, M. Miglioli  

\i Department of Internal Medicine and Gastroenterology, University of Bologna, Italy { 

Background/Aim:} As clarithromycin (CLA), an antibiotic commonly used for H. Pylori 

eradication, stimulates gastroduodenal motility (Aliment Pharm Ther 1998; 12: 1021), we 

investigated if it has the same effect on esophageal motility.  

{ Methods:} In 15 normal subjects (6 males and 9 females, mean age 29 yrs, range 20-51) 

esophageal motility was recorded by means of a low-compliance manometric system with 2 

ports in the esophageal body, one in the lower esophageal sphincter (LES) and 5 ports in the 

antroduodenal tract to monitor the occurrence of phases III of the migrating motor complex. 

Thirty min after the occurrence of a duodenal phase III we infused intravenously, randomly and 

in double blind manner, CLA 100 mg in 5 (group A), CLA 250 mg in 5 (group B) and normal 

saline in the remaining 5 (group C) subjects. LES tone and postdeglutitive residual pressure, as 

well as amplitude, and duration of the esophageal contractions were measured each minute and 

averaged for a postinfusion period of 30 min.  

{ Results:} \tx960\tx2025\tx3135\tx4140\tx5400\tx6030\tx8150\fs4 \ul \tab \tab \ul LES \ulnone 

\ul Pressure waves \ulnone Tone Residual Amplitude Duration Propagation (mmHg) pressure 

(mmHg) (sec) velocity (mmHg) (cm/sec) \tab A 39 ± 4
*
 3.0 ± 1.6 78 ± 18 4.1 ± 0.7 3.8 ± 0.5 B 

48 ± 5
*
 {\up6 °} 3.2 ± 1.9 96 ± 20

*
 4.5 ± 0.6

*
 3.3 ± 0.6 C 27 ± 4 3.2 ± 1.3 65 ± 15 3.7 ± 0.5 4.1 ± 

0.6 \tab (mean ± SD; 
*
 = significantly different from the corresponding value of C; {\up6 °} = 

significantly different from the corresponding value of A). Both group A and B showed after 

drug infusion a LES tone significantly higher than that of group C, and a postdeglutitive residual 

pressure not significantly different from that of group C. LES tone of group B was significantly 

higher than that of group A. Group B, and not group A, showed a wave amplitude and duration 

significantly higher than those of group C. 

{ Conclusion:}  Clarithromycin is able to stimulate LES tone and esophageal contractions with a 

dose related effect. }" "EFFECT OF CLARITHROMYCIN ON ESOPHAGEAL MOTILITY"  
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{ Background/Aim:} Sildenafil (S) shows an intense and prolonged inhibitory effect on the 

smooth muscle cells of the human corpus cavernosum by blocking phosphodiesterase-5 (PD5) 

that destroys the nitric oxide (NO)-stimulated cyclic guanosine monophosphate (GMP). We 

investigated if this effect of S is also displayed on smooth muscle cells of the esophagus, because 

NO is an inhibitory neurotransmitter of esophageal musculature.  

{ Methods:} In 16 normal subjects (9 males and 7 females, mean age 34 yrs, range 22-56) 

esophageal motility was recorded by means of a low-compliance manometric system with 5 

manometric ports for the esophageal body and a sleeve for the lower esophageal sphincter (LES). 

After a basal period of 60 min a tablet of S 50 mg (group A; 8 pts) or one of placebo (group B; 8 

pts) ground and dissolved in 20 cc of water were infused in the stomach, randomly and in double 

blind manner, continuing the recording for another 60 min. LES tone and pressure wave 

amplitude were measured each minute and the values averaged each 5 min periods for the 

postinfusion period of 60 min. The values of the whole 60 min postinfusion period (60{\f1\'a2} 

post), the lowest values among the 5 min periods (nadir) and the values of the last 5 min periods 

(5{\f1\'a2} last) were compared with the basal values in each group and those of group A were 

compared with the corresponding ones of group B.  

{ Results:} LES tone and wave amplitude showed after S a significant decrease compared to the 

basal period and placebo (table). 

\tx525\tx1305\tx2055\tx2835\tx3525\tx4305\tx5145\tx5985\tx6360\tx8150\fs4 \ul \ul LES tone 

(mmHg) \ulnone \ul Pressure wave amplitude (mmHg) \ulnone Base 60{\f1 ¢} Nadir 5{\f1 ¢} 

Base 60{\f1 ¢} Nadir 5{\f1 ¢} post last post last \tab \tab \tab \tab A 23 10 6 18 81 44 23 62 ± 5 

± 3{\up6 *°} ± 2{\up6 *°} ± 5
*
 ± 16 ± 25{\up6 *°} ± 19{\up6 *°} ± 23

*
 B 22 23 18 21 85 86 73 

80 ± 4 ± 3 ± 5 ± 5 ± 13 ± 11 ± 10 ± 17 \tab \tab \tab \tab mean ± SD. 
*
 = p < 0.05 \i versus\i0 

basal values. {\up6 °} = p < 0.05 \i versus\i0 group B. The inhibitory effect reached its maximum 

(nearly {\f1 -}75%) 10-15 min after the infusion and lasted about one hour. 

{ Conclusion:}  Sildenafil inhibits esophageal motility, decreasing LES tone and pressure wave 

amplitude. These findings suggest a clinical application of PD5 inibitors in the treatment of 

esophageal spastic motor disorders. }" "EFFECT OF SILDENAFIL ON ESOPHAGEAL 

MOTILITY"  
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A66 THE EFFECT OF ORAL DILTIAZEM ON OESOPHAGEAL MANOMETRY 

RECORDINGS - A NORMAL VOLUNTEER STUDY  

Neil Hawkes, Melanie Counter, Brian Evans, Gareth Thomas  

\i University Hospital of Wales, Cardiff, United Kingdom { Introduction.} Open-label studies 

using standard oral diltiazem suggest symptomatic benefit in patients with oesophageal spasm. 

We have developed an oral diltiazem carbomer preparation. Its mucoadhesive properties should 

allow a prolonged, direct mucosal contact with a high concentration of diltiazem which may in 

turn produce a more rapid and effective action on oesphageal smooth muscle.  

{ Aim:} To evaluate the effects of oral diltiazem carbomer on serial oesophageal manometric 

recordings in normal volunteers.  

{ Methods:} An 8-channel, water-perfused, manometry system (Mui Scientific; Synetics 

Polygram software) and station pull-through technique, was used to study eleven asymptomatic 

volunteers. Cardiovascular parameters and any adverse effects were noted.  

{ Results:} 5/11 asymptomatic volunteers had baseline LOS pressures above normal 

(>25mmHg) [mean 35.5mmHg], which were reduced by diltiazem carbomer to normal [mean 

24.3mmHg] after 30 minutes (see table). No effect was seen if baseline pressure was normal. 

There was a trend towards shorter duration of lower oesophageal peristaltic waves. Mean distal 

amplitude and propagation velocities were unaffected. No significant cardiovascular or adverse 

effects were recorded. \tx1980\tx3000\tx3960\tx4920\tx5475\tx8150\fs4 \ul \tab Mean LOS 

pressur Baseline 15 Mins 30 Mins 45 Mins e(mmHg) Whole group (n=11) 26.5 28.5 24.5 24.7 

Normal baseline (n=6) 19.1 23.9 24.6 25.1 Raised baseline (n=5) 35.5 33.9 24.3* 24.3** Two-

tailed p values (Students t test) compared with baseline; *<0.002, **<0.001.  

{ Conclusions:} Diltiazem carbomer is effective at reducing LOS pressures where these are 

elevated. The effect is produced more rapidly than equivalent doses of standard oral diltiazem. 

Further investigation of diltiazem carbomer in symptomatic patients with hypertensive LOS or 

oesophageal spasm is warranted. }" "THE EFFECT OF ORAL DILTIAZEM ON 

OESOPHAGEAL MANOMETRY RECORDINGS - A NORMAL VOLUNTEER STUDY"  
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A66 THE EFFECTS OF ARGON PLASMA COAGULATION THERAPY FOR BARRETTS 

EPITHELIUM ON OESOPHAGEAL MOTILITY  

Kumar Basu, Rob Bale, Kevin West, John De Caestecker  

\i Leicester, UK  

{ Background:} Oesophageal dysmotility contributes to the pathogenesis of Barretts epithelium 

(BE) allowing prolonged mucosal contact with injurious refluxate. Argon plasma coagulation 

(APC) is effective for BE ablation, but it is unknown whether the procedure affects oesophageal 

motility.  

{ Aim:} To assess the effect of APC therapy on oesophageal motility in BE patients. Methods: 

33 patients with BE underwent standard oesophageal manometry before and after a course of 

APC ablation. All were on high dose proton pump inhibitors. Oesophageal body peristalsis wave 

amplitude and duration, Lower oesophageal sphincter (LOS) pressure and length were compared 

before and after treatment.  

{ Results:} Mean age was 61 years (range 28-79), mean BE length 5.7cm (3-19), macroscopic 

clearance (>90%) achieved in 28 (85%) patients. The median number of APC sessions was 4. 

\tx2595\tx3855\tx4605\tx5355\tx6495\tx7245\tx7590\tx8150\fs4 \ul \tab \tab \tab Oesophageal 

motility \ul Before APC \ulnone \ul After APC \ulnone Distance above LOS cm 15 10 5 15 10 5 

\tab \tab Mean amplitude mmHg 35 54 57 43* 62* 64 (SD) (18) (29) (34) (24) (29) (35) Mean 

duration sec 3.4 3.3 3.3 3.2 3.4 3.8* (SD) (0.8) (0.6) (0.6) (0.8) (0.5) (0.8) LOS manometry 

Before APC After APC LOS mean length cm (SD) 2.6 (1.4) 2.8 (1.0) LOS mean pressure mHg 

(SD) 11.2 (5.7) 11.5 (6.8) \tab \tab *p<0.005 { Discussion:} A small statistically significant 

improvement in peristaltic amplitude was seen after treatment, unlikely to be clinically 

significant. Most other parameters were unchanged.  

Conclusion: APC ablation of BE does not impair oesophageal motility. }" "THE EFFECTS OF 

ARGON PLASMA COAGULATION THERAPY FOR BARRETTS EPITHELIUM ON 

OESOPHAGEAL MOTILITY"  
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A66 ESOPHAGEAL WALL THICKNESS IN PATIENTS WITH IDIOPATHIC CLASSICAL 

AND VIGOROUS ACHALASIA  

Y. Ron, G. Kenet, A. Lukovetski, Y. Avni  

\i Dept. of Gastroenterology, E. Wolfson Medical Center & Sackler School of Medicine, Tel-

Aviv University, Holon, Israel  

{ Background:} Vigorous achalasia is a unique form of achalasia characterized by high 

amplitude waves. Its role as a distinct entity has been questioned in the past.  

{ Aim:} Measurement of the esophageal wall thickness in patients with classical and vigorous 

forms of achalasia and compare it to control population.  

{ Methods:} Consecutive patients with complaints of dysphagia or chest pain were evaluated. 

All underwent a barium meal, esophagogastroduodenoscopy and esophageal manometry Those 

classified as suffering from achalasia underwent endoscopic ultrasound measurements assessing 

the mean of 4 quadrants width of total esophageal wall thickness and that of of the muscular 

layer. The results were compared between classical and vigorous (wave amplitude > 60 mmHg) 

forms and with a control group of patients undergoing this examination for biliary disease.  

{ Results:} 5 patients control patients (group 1, 4 men, mean age 64 y), were compared to 9 

patients with classical achalasia (group 2, 4 men, mean age 55.8 y, symptom duration 5.2 y) and 

to 5 patients suffering from vigorous achalasia (group 3, 5 men, mean age 67.4 y, symptom 

duration 12.4 y). Esophageal total wall thickness at gastroesophageal junction (GEJ) was 1.94 

mm, 2.92 mm 4.89 for groups 1, 2, 3 respectively. Muscle layer thickness at the same level was 

0.6 mm, 0.85 mm and 1.6 mm respectively. At 5 cm above the GRJ total wall thickness was 1.68 

mm, 2.37 mm and 3.47 mm respectively and 0.46 mm, 0.75 mm and 1.63 mm respectively for 

muscle wall layer. At 10 cm above the GEJ total wall thickness was 1.76 mm, 2.36 and 2.94 mm. 

Muscle layer thickness was 0.6 mm, 0.92 mm and 1.1 mm respectively. Using the Mann-

Whitney nonparametric U test it can be seen that at GEJ total wall and muscle layer thickness are 

significantly larger in vigorous compared to classical form (p = 0.01, p = 0.02 respectively) and 

to control. At 5 cm above GEJ muscle layer was significantly thicker in vigorous compared to 

classical form (p = 0.03). No significant differences were observed in either total wall or muscle 

layer thickness between groups 1 and 2 at 10 cm above GEJ.  

{ Conclusions:} In patients with vigorous achalasia total esophageal wall and especially muscle 

layer thickness are significantly larger in the lower half of the esophagus. Vigorous achalasia 

was shown to be a distinct anatomical entity in this group of patients and not just a manometric 

phenomenon. }" "ESOPHAGEAL WALL THICKNESS IN PATIENTS WITH IDIOPATHIC 

CLASSICAL AND VIGOROUS ACHALASIA"  
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PCNA AND HISTOPATHOLOGIC STUDY IN PRIMARY ACHALASIA: PRELIMINARY 

RESULTS  

Ahmet Bektas
1
, M. Hadi Yasa

1
, Isinsu Kusu{\up6 2}, Ibrahim Dogan{\up6 3}, Selahattin 

\'dcnal{\up6 3}, Necati \'d6rmeci
1
  

\i 
1
 Department of Gastroenterology, Faculty of Medicine,Ankara University, Ankara, Turkey; 

{\up6 2} Department of Pathology, Faculty of Medicine,Ankara University, Ankara, Turkey; 

{\up6 3} Department of Gastroenterology, Faculty of Medicine,Gazi University, Ankara, Turkey  

{ Background & Aims:} Primary achalasia is a premalign disorder of the esophagus. DNA 

aneuploidy, p53 mutations and cellular proliferation are important factors in cancer development. 

As far as we know we couldnt encountered any study on these factors in achalasia.  

{ Methods:}We have studied DNA ploidy by flow cytometry and p53 and PCNA index by 

immunohistochemical technique and have studied histopathology in the esophageal mucosa of 

primary achalasia and control patients.  

{ Results:} DNA analysis revealed aneuploidy in two of 20 achalasia patients but none of the 18 

control patients. P53 was studied in 21 and 21 achalasia and normal patients respectively. Sixty-

two % of achalasia and 24% of normal patients showed p53 positivity (p<0.05). We have found 

normal mucosa, basal cell hyperplasia and dysplasia in 17, 22 and 3 patients and p53 positivity in 

35%, 58%, and 100% of these patients respectively (p>0.05). PCNA labelling indexes (as %± 

SD) were 32.9±14.1, and 27.8±9.9 in achalasia and control groups respectively (p>0.05). PCNA 

labelling index was 25.1±9.3 in p53(-) and 35.0±13.1 in p53 (+) patients (p<0.05). PCNA 

indexes were found 28.0±10.2 in normal histopathologic group, 30.9±14.8 in basal cell 

hyperplasia-esophagitis, and 41.9±6.7 in dysplasia group (p>0.05).  

{ Conclusions:} DNA aneuploidy, p53 positivity, and higher cellular proliferation index may 

have important role in the pathogenesis of esophageal cancer in primary achalasia. }" "FLOW 

CYTOMETRIC DNA ANALYSIS, AND IMMUNOHISTOCHEMICAL P53, PCNA AND 

HISTOPATHOLOGIC STUDY IN PRIMARY ACHALASIA: PRELIMINARY RESULTS"  
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A67 IMMEDIAT SUCCESS PREDICTIVE FACTORS OF PNEUMATIC DILATATION (PD) 

IN PATIENTS WITH ACHALASIA: A PROSPECTIVE STUDY  

P. Petit, A. Rolachon, R. Bost, D. Anglade, E. Papillon, J. Fournet  

\i Department of Gastroenterology, University Hospital of Grenoble, France  

PD is an efficient treatment for primitive achalasia. The aim of our prospective study was to 

identify success predictive factors of PD. From 1994 to 2000, 51 patients (30 M/21 F), mean age 

of 54 years [range: 15-89 years] were studied. Diagnosis of primitive achalasia was established 

in all patients by results of esophageal manometry. Clinical characteristics, mean duration of 

symptoms, Eckart and Van Trappen clinical dysphagia score and manometric data were noted 

before PD for each patient. Manometric protocol and dilatation procedure were identical for all 

patients. Response to treatment was based on dysphagia score. Manometric control was 

performed 15 days after each dilatation in all patients. A chi square and univariate analysis were 

applied for statistical analysis. Total of 81 PD were performed: one dilatation in 28 patients 

(55%), 2 in 16 patients (31.4%) and 3 in 7 patietns (13.7%). Overall therapic success rates were 

55% (28/51) after one PD and 74.5% (38/51) after 2 or 3 PD. No perforation was observed. One 

pulmonary embolism occuring 8 days after PD was the only complication observed. No clinical 

characteristics and no manometric criteria before dilatation were identified as success predictive 

factors of PD. Only oesophageal body pressure (EBP) < 0 mm Hg (p = 0.01) and lower 

esophageal sphincter pressure (LESP) < 30 mm Hg (p = 0.01) after PD were two independant 

factors significantly associated with efficient therapy. In conclusion, PD is an effective and safe 

therapy for achalasia treatment. No clinical characteristics allow to predict the response to PD. 

Only two manometric criteria (EBP, LESP) after PD are significantly associate to therapic 

success. }" "IMMEDIAT SUCCESS PREDICTIVE FACTORS OF PNEUMATIC 

DILATATION (PD) IN PATIENTS WITH ACHALASIA: A PROSPECTIVE STUDY"  
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A67 LONG-TERM OUTCOME OF ESOPHAGEAL ACHALASIA PNEUMATIC 

DILATATION  

Carmelo Favara, Agostino Racalbuto, Claudio DellArte, Giuseppe Aprile, Giuseppe Trama, 

Rosalba Mari, Antonio Licata, Antonio Russo  

\i Catania, Italy  

{ Background:} Pneumatic dilatation (PD) is an established treatment for esophageal achalasia 

(E.A.) however there are limited informations on its long-term clinical results. Our aim was to 

evaluate the long-term outcome in a group of patients treated during 12 years..  

{ Materials and methods:} From January 1988 to Febrary 2000 we treated by PD 82 patients (47 

F and 35 M), mean age 53,2 (range 15-87) suffering from EA. The dilations were performed 

with Microvasive Rigiflex Sistem (30-35-40 mm). PD patients were not offered syntomatic 

follow-up rather they returned or called at their own discretion. Out of 82 treated patients we 

selected 42 patients to ensure a minimum 4 years follow-up period (48-144 months). Patients 

were contacted by telephone to asses their clinical results (Vantrappen schema), recurrence of 

symptoms, time to recurrence and further treatment.  

{ Results:} Fourty-two patients were contacted after an average time of 95,3 months following 

the first PD; 26 patients referred excellent-good results after a single dilation (61.9%); out of 13 

patients who needed a second dilation (8 months after the first PD), 8 referred good results and 5 

moderate; out of 3 patients who had a third dilation (17 months after the first PD), 

symptomatological score was moderate in 1 while in the last 2 the score remained poor.The 

average number of dilations per patients was 1.4. 

{ Conclusion:}  In conclusion after a mean time of 95.3 months following PD, we had excellent-

good results in 80,9% (34/42); moderate in 14,5% (6/42) and poor in 4,8% (2/42). These results 

are similar to same other data recently pubblished. }" "LONG-TERM OUTCOME OF 

ESOPHAGEAL ACHALASIA PNEUMATIC DILATATION"  
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A67 LONG-TERM FOLLOW UP OF PNEUMATIC DILATION IN THE TREATMENT OF 

ACHALASIA  

Javad Mikaeli, Mohammad Yaghoobi, Reza Malekzadeh, Morteza Khatibian, Rasoul 

Sotoudehmanesh  

\i Digestive Disease Research Center, Teheran University of Medical Sciences, Teheran, Iran  

{ Introduction:} Achalasia is a well-defined esophageal motor disorder. Graded pneumatic 

dilatation with a Rigiflex balloon is one of the therapeutic options.  

{ Aims:} To evaluate long-term efficacy of pneumatic dilatation in the treatment of achalasia.  

{ Methods:} Symptomatic and newly diagnosed patients with achalasia were consecutively 

enrolled. The diagnosis was established by clinical, radiographic, endoscopic and manometric 

criteria. Exclusion criteria included pregnancy, coagulopathy, serious medical illness or 

malignancy. Initially all patients were clinically scored based on the severity of five main 

symptoms and then underwent pneumatic dilatation with 3 cm balloon. Symptom scores were 

evaluated at 1,6,12 months. Clinical recurrence was defined as an increase of symptom score to 

greater than 50% of the baseline and treated with a 3.5 cm balloon dilatation. If recurrence 

occurred again, third dilatation was done with a 4 cm balloon.  

{ Results:} Over a five-year period, 99 patients [mean age: 37.6(3.0-72.0) yrs.] were followed to 

the average length of 44.7(18-60) months. 35 patients needed retreatment; only 6 of them 

required third dilatation. After third dilatation two patients did not revealed improvement and 

underwent cardiomyotomy. Over this time period, cumulative remission rate was 65% without 

redilatation and 94% with redilatation. The mean survival time was 47.40 months (95% CI, 

43.52-51.27) for single pneumatic dilatation by use of Kaplan-Meier survival analysis. There 

was no significant predictive value for age, gender, previous treatment and severity of initial 

score to outcome (p>0.4) by use of Cox regression analysis. { Conclusuion:} Pneumatic 

dilatation using a graded approach with a Rigiflex dilatator is effective long-term therapy for 

achalasia in majority of patients. }" "LONG-TERM FOLLOW UP OF PNEUMATIC 

DILATION IN THE TREATMENT OF ACHALASIA"  
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Tomasz Wocial  

\i Department of Gastroenterology, Institute of Oncology, Warsaw, Poland  

{ Background:} The current treatment of achalasia is palliative and is aimed at reducing the 

lower esophageal sphincter pressure. Pneumatic dilatation improves swallowing, but weakens the 

main anatomical anti-reflux mechanism.  

{ Aim:} To evaluate the occurence of gastro-esophageal reflux after balloon dilatation using 24-

hour esophageal pH monitoring.  

{ Methods:} Effective dilatation was performed in 18 patients with achalasia after endoscopic 

insertion of the polyethylene ballon device (Boston Scientific Corporation) into the esophago-

gastric junction. The 35 mm balloon was inflated to 300 mmHg (7 psi) within 30 seconds. 

Additionally, all patients underwent 24-hour esophageal pH monitoring 1-16 months after 

dilatation using Digitrapper Mark III recorder (Synectics Medical). An antimony electrode was 

placed 5 cm above the lower esophageal sphincter. pH data were calculated by software program 

(Esophogram, Synectics Medical).  

{ Results:} Esophageal pH monitoring showed abnormal gastro-esophageal reflux pattern in 13 

patients (72.2%), especially in upright position and during postprandial period. The mean total 

time for pH below 4 was 81.6 min (5.7% of twenty-four hours; normal value till 3.5%). Only 1 

patient reported heartburn (5.6%) and other 3 patients revealed reflux esophagitis (16.7%). 

{ Conclusion:}  Prolonged asymptomatic esophageal acid exposure after dilatation gives reasons 

for further investigation in patients with achalasia to assess the risk of Barretts metaplasia and 

malignant transformation. }" "GASTRO-ESOPHAGEAL REFLUX IN PATIENTS WITH 

ACHALASIA TREATED BY PNEUMATIC DILATATION"  
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Dany De Looze  

\i University Hospital, Gent, Belgium  

{ Introduction:} The main disadvantages of botulinum toxin (BTX) treatment in achalasia are its 

disappointing results of immediate and long-term efficacy.  

{ Aims:} To investigate if a higher dose of BTX gives a better immediate response and a longer 

lasting symptom-free interval.  

{ Methods:} Twenty-three achalasia patients were prospectively and randomly selected to 

receive once, either 100 (``group 100) or 200 (``group 200) units of BTX (Allergan, Belgium) in 

the lower oesophageal sphincter (LOS). Group 100 consisted of 13 patients (6 M:7F), mean age 

53 y (26-85), symptomatic for 87 (6-310) months; group 200 consisted of 10 patients (5M:5F), 

mean age 73 y (41-89) and 70 (10-240) months of symptoms. A symptom score was made up for 

dysphagia, regurgitation and chest pain:every meal 3; every day 2; occasionnally 1; absent 0. A 

total score of 0 was called ``complete remission, a score less than 3 ``partial response/ 

``remission and ``failure/ ``relapse was defined as a score of 3 or more. Symptom scores were 

calculated before, at 2 weeks and every 3 months until relapse. Oesophageal perfusion 

manometry was performed before and 2 weeks after injection.  

{ Results:} Mean symptom scores (+ range) before, at 2 weeks and at 3 months are summarized 

in the table. \tx1695\tx3270\tx4335\tx4965\tx8150\fs4 \ul Before 2 weeks 3 months \tab \tab \tab 

\tab Group 100 (n=13) 5,6 (4&8) 2,6 (0-6) 3,3 (1-7) Group 200 (n=10) 4,4 (3&6) 0,6 (0-3) 1,6 

(0-4) \tab \tab \tab \tab d\fs20 Complete remission was obtained in 1 patient of group 100 (8%) 

and in 7 patients of group 200 (70 %). Partial response in 5 (38%) patients of group 100 and in 2 

(20%) patients of group 200. In group 100 3 of the responders relapsed after 4,3 (2-8) months; at 

the moment 3 patients (23 %) are still in remission for a mean of 6 (4-10) months. In group 200 4 

responders relapsed after 3,5 (2-6) months; 5 patients (50 %) are still in remission for 8,4 (4-14) 

months. Resting pressures of the LOS didnt change after BTX injection in both groups: 43 mm 

Hg before vs. 41 mm Hg after in group 100; 43 mm Hg before vs. 43 mm Hg after in group 200. 

{ Conclusion:}  Injection of 200 units of BTX in the LOS of achalasia patients gives a markedly 

better immediate and complete response than 100 units. These preliminary data also suggest that 

this higher dose will give a longer-lasting symptom-free interval. }" "BETTER EFFICACY 

WITH HIGHER DOSE OF BOTULINUM TOXIN IN THE TREATMENT OF ACHALASIA"  
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A68 TREATMENT OF ACHALASIA: PNEUMATIC BALLOON DILATATION VERSUS 

BOTULINUM TOXIN INJECTION  

Martin Storr  

\i Department of Internal Medicine II, Technical University of Munich, Munich, Germany  

{ Background:} In achalasia intrasphincteric injection of botulinum toxin (BTX) has been 

suggested as an alternative therapy regimen to balloon dilation and was shown to be superior to 

placebo injection.  

{ Aim:} The aim of the present study was to test the effectiveness, the long term outcome and 

the cumulative costs of BTX injection in patients with achalasia in comparison to the gold 

standard pneumatic balloon dilatation.  

{ Patients and methods:} 37 patients, who presented with symptomatic achalasia from January 

1994 to December 1999 were either treated with BTX injection (n = 29) or balloon dilatation (n 

= 23). Symptoms were assessed using a global symptom score (0-10) which was assessed before 

and 1 week, 1 month and then every 6 month after the treatment, respectively. Furthermore body 

weight and recurrence of symptoms was noted and manometry was carried out before and after 

treatment.  

{ Results:} The global symptom score of all patients treated in both the BTX injection group 

(before 8.2 ± 1.3 after 3.0 ± 1.6) and the dilatation group (before 8.3 ± 1.1 after 2.3 ± 1.9) 

improved significantly. There was also a significant decrease of LES pressure after treatment in 

the BTX group (before: 37.6 ± 12.6 mmHg, after: 20.1 ± 5.2 mmHg, p< 0.001) and the dilatation 

group (before: 36.6 ± 13.2, after: 16.6 ± 2.3 mmHg, p<0.001). No major complications were 

encountered in both groups, except for intermittent chest pain in the BTX group (n=4) and the 

dilatation group (n=6). An actuars analysis over 48 month comparing patients receiving BTX-

injection or balloon dilatation demonstrates that after 12 and 24 month no therapy is significantly 

superior. After 48 month all patients treated by BTX-injection had a relapse of symptoms but 

~35% of patients treated by balloon dilatation were still symptom free. When retreated with 

another balloon dilatation a similar success rate ad long-term response can be obtained. 

Comparing the costs of treatment dilatation and BTX injection showed a similar cost-

effectiveness after 48 month due to the higher initial costs of balloon dilatation. 

{ Conclusion:}  BTX injection offers an alternative treatment of achalasia which is safe and can 

be performed in an outpatients setting but taken into account the long-term efficacy and therefore 

the increasing costs, BTX injection therapy is an alternative only in a minority of patients. }" 

"TREATMENT OF ACHALASIA: PNEUMATIC BALLOON DILATATION VERSUS 

BOTULINUM TOXIN INJECTION"  
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{ Objective:} Hellers Laparoscopic Myotomy (HLM) has become an accepted method for the 

treatment of oesophageal achalasia, especially in young patients. Many centres recommend 

antireflux procedure with HLM to prevent gastroesophageal reflux (GOR) in these patients 

following HLM. The aim of the study was to evaluate the results following HLM without a 

concomitant antireflux procedure (Short oesophagomyotomy, SO).  

{ Methods:} Since 1995 20 patients (males 4, females 12, mean age 37, range 18-62) with 

esophageal achalasia were submitted for SO. The diagnosis of achalasia was established by 

clinical assessment, endoscopy, barium swallow and manometry. No patient experienced 

symptoms of GOR or had reflux oesophagitis at endoscopy. Twelve patients had previously 

undergone 1-4 attempts of forceful pneumatic dilatations of the lower oesophageal sphincter 

(LOS) with only temporary improvement. Myotomy was restricted proximally only to the 

diseased oesophagus not extending to the dilated oesophagus. Distally we have always been of 

great concern not to extend the myotomy downwards onto the stomach, but to stop once we have 

reached the first bundle of oblique fibers. No antireflux procedure has been performed in any of 

the patients. All patients did well and postoperatively were assessed clinically and 

endoscopically, whereas in addition have evaluated with manometry and 24hours pH-

monitoring. The follow up period was 6-36 months, mean 14 months.  

{ Results:} Clinical results were excellent in 18/20 patients, good in 2 (occasionally dysphagia 

when eating hurriedly or under stress). No evidence of GOR was detected in any of our patients 

following clinical and endoscopy assessment. Manometry showed LOS pressure mean 4,6 range 

2-6 mmHg (preoperative results were 37,5mmHg range 27-58. Twenty-four pH monitoring was 

within normal limits in all patients (De-Meester Index mean 9,2, range 8-14). 

{ Conclusion:}  HLM opened a new era for the management of achalasia. It offers excellent 

palliation of dysphagia and a long lasting effect. If the myotomy is kept to the level of the 

esophagogastric junction and not extended well down onto the stomach (SO), reflux is not 

encouraged postoperatively and therefore the addition of an antireflux procedure is not required. 

}" "SHORT OESOPHAGOMYOTOMY WITHOUT AN ANTIREFLUX PROCEDURE FOR 

THE TREATMENT OF OESOPHAGEAL ACHALASIA"  
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{ Objective:} To update the epidemiological analysis of patients registered with the The UK 

National Barretts Oesophagus (BO) Registry which was established in 1996.  

{ Results:} Over 6,100 patients have been registered from 35 hospitals. The analysis was carried 

out using data from the 27 hospitals that have each registered more than fifty patients. The total 

number of BO cases was 5,717 (range 52-951) and M:F ratio was 1.7 (range 1.1-4.2). Age at 

diagnosis was available from 23 hospitals. The average age at diagnosis was 61.4 years for males 

(range 54.3-65.2) and 67.5 years for females (range 58.2-70.9). Peak age at diagnosis for males 

was 40-49 years in 1 hospital, 50-59 in 5, 60-69 in 13 and 70-79 in 4. For females it was 60-69 

years in 9 hospitals, and 70-79 in 14. Information on adenocarcinoma (AC) in BO was available 

from 13/27 hospitals. A total of 136 ACs were diagnosed amongst the 3,880 BO patients 

registered. The AC prevalence in males was 4.0% (102/2,530) and 2.5% (34/1,350) in females 

with an M:F ratio of 3.1.  

{ Conclusions:} These data have remained constant throughout the Registrys evolution and 

indicate both a higher BO prevalence in males than females, and a higher rate of progression of 

BO to AC in males. The next phase of the Registrys activity is to analyse data from surveillance 

endoscopies to study the natural history of BO and the influence of this on medical, surgical and 

endoscopic treatment. }" "THE UK NATIONAL BARRETTS OESOPHAGUS REGISTRY: AN 

UPDATE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.78#" " Abstract: P.78 0 Citation: Gut 2000; 47(Suppl III): 

A69 BARRETT ADENOCARCINOMA AND PEPTIC ULCER DO NOT CO-EXIST  

Panagiotis Tsibouris  

\i Blackpool Victoria Hospital, Blackpool, UK  

H.pylori is considered to be a protective factor for Barrett oesophagus(BO)development and its 

evolution to adenocarcinoma of the oesophagus(AdE).Significance of BO coexistence with 

gastric ulcer (GU)and duodenal ulcer(DU)has not been studied.Aim of the study:To clarify the 

role of GU or DU coexistence on BO evolution to AdE. Patients and methods:The records of 52 

consecutive patients with BO (mean age 68.9±1.7 years, 31 men, 26 smokers, 12 alcoholics)and 

52 patients with AdE on BO (mean age 74±1.4 years, 39 men, 27 smokers, 18 alcoholics)were 

reviewed. Controls were 14172 patients (mean age 59.7±1.8 years, 6382 men, 4827 smokers, 

1039 alcoholics)undergoing endoscopy for similar indications during the period AdE patients 

were identified.Stat:X2-multivariate analysis.Results:GU was present in 4 patients with 

BO(7.7%)but none with AdE (p=0.04).GU was more frequent in controls(10.1%)than in AdE 

patients(p=0.02)but not more frequent than in BO patients(p=0.41).DU was present in 5 patients 

with BO(9.6%)but none with AdE(p=0.02). Another patient with BO and 3 with AdE had a 

gastrectomy performed 98 and 123±23 months respectively before esophageal pathology 

identification. DU was more frequent in controls (13.8%)than in AdE patients(p=0.005)but not 

more frequent than in BO patients(p=0.57). All patients with peptic ulcer and BO or AdE were 

H.pylori positive. All patients with peptic ulcer and BO received eradication treatment. None of 

those patients developed dysplasia or cancer after follow-up for 42±17 and 45±16 months for 

DU and GU respectively. In multivariate analysis, for all known risk factors of AdE 

development, protection by DU(p=0.008) or GU(p=0.04)coexistence remained significant.  

Conclusions: 1)Peptic ulcer is as common in BO patients, as in other symptomatic patients 

undergoing endoscopy. 2)Peptic ulcer coexistence protects patients with BO from AdE 

development. 3)Although eradication treatment seems to be safe in those patients, when follow-

up is 3.5 years, long term follow-up studies are needed. }" "BARRETT ADENOCARCINOMA 

AND PEPTIC ULCER DO NOT CO-EXIST"  
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Ischemic heart disease(IHD) has been connected with esophageal motility disorders and 

increased frequency of reflux disease. Aim of the study: To clarify if evolution of Barrett 

oesophagus (BO) to adenocarcinoma of the oesophagus(AdO) is affected by IHD(stable angina 

to myocardial infarction)coexistence. Patients and methods:The records of 54 consecutive 

patients with BO (mean age 68.7±1.7 years, 32 men, 28 smokers, 12 excess alcohol consumers-

AlC) and 54 patients with AdO on BO (mean age 75±1.4 years, 40 men, 27 smokers, 18 AlC) 

were reviewed. Stat:X2, t-test, mutivariate analysis. Results:IHD was present in 11 patients with 

BO (20.4%) and 22 with AdO(40.7%, p=0.02). Of them myocardial infarction was present in 6 

patients with BO(11.1%) and 11 with AdO(20.4%, p=0.3). Sphincter relaxing 

medications(calcium antagonists, nitrates) were used by 17 patients with BO (31.5%-9 with 

IHD) and 13 with AdO (24.1%, p=0.39 - 10 with IHD, p=0.81). Non steroidal anti-inflammatory 

drugs were used by 12 patients with BO (22.2%-3 with IHD) and 17 with AdO(31.5%, p=0.28 - 

11 with IHD, p=0.21). Mean age of BO patients with IHD was 69.2±1.6 years, 5 were smokers, 1 

AlC, 1 diabetic, 10 hypertensive on treatment, 10 hyperlipidemic and 9 had mean body mass 

index(BMI)>25 for the last years. Mean age of AdO patients with IHD was 77.8±1.4 

years(p=0.03), 7 were smokers (p=0.44), 7 AlC(p=0.15), 3 diabetics (p=0.7), 19 hypertensive on 

treatment(p=0.7), 16 hyperlipidemic (p=0.72)and 6 had mean BMI>25 for the last 10 

years(p=0.03). In multivariate analysis, for all known risk factors for IHD and total examined 

population (n=104), only age>65(p=0.05) and BMI<25(p=0.05) were significant risk factors for 

AdO development.  

Conclusions: 1)Risk for AdO development is doubled in BO patients if IHD is present. 

2)Increased incidence of AdO is not related to the severity of IHD or drug treatment of IHD. 3) 

The increased age and lower BMI parially explains increased frequency of AdO in BO patients 

with IHD (up to 50% according to general population statistics). }" "ISCHEMIC HEART 

DISEASE, A FACTOR PREDISPOSING TO BARRETTS ADENOCARCINOMA"  
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{ Objective:} To assess prospectively the differences between long segment (>3 cm) and short 

segment Barretts oesophagus for metaplastic mucosa, gastric mucosa and patients characteristics.  

{ Methods:} Between Jan 1, 1998 and Dec 31, 1999 all patients with tongues or segments of red 

mucosa above the upper limit of gastric folds or the lower limit of the oesophageal cylinder were 

included. Biopsies of the antrum (n = 2), fundus (n = 2) and the upper 3 cm of presumed 

metaplastic mucosa (n = 4) were obtained.  

{Results:} 

\tx795\tx1380\tx2085\tx2775\tx3360\tx4095\tx4770\tx5370\tx5970\tx6600\tx6795\tx8150\fs4 \ul 

\tab \tab n Age Sex IM DYS p53 FC HP NA NF \tab Long 65 68 63 74 15 14 15 17 69 66 Short 

85 65 69 52 2 4 7 17 56 61 \tab All results are expressed in percentages except n and age (years). 

Abbreviations: IM = intestinal metaplasia, DYS = dysplasia (mild), p53 = positive 

immunohistochemistry for p53, FC = aneuploidy on flux cytometry (smear), HP = \i 

Helicobacter pylori,\i0 NA = normal antral mucosa, NF = normal fundic mucosa Age, sex and 

status of the gastric mucosa were similar in both groups. Dysplasia, aneuploidy and p53 

positivity were more frequent in long segment Barrett. Intestinal metaplasia was not found in 

26% of long segment Barrett, was present in 52% of short segment, in 54% of ``tongues 

increasing to 86% for segments > 4 cm.  

{ Conclusions:} If intestinal metaplasia is the basic risk factor, it is present in >50% with tongues 

and short segments, reaching almost 90% only for segments > 4 cm. }" "ARE LONG 

SEGMENT (>3 cm) AND SHORT SEGMENT BARRETTS OESOPHAGUS DIFFERENT?"  
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The development of malignancy in Barretts oesophagus (BE)is a stepwise process involving 

alterations at different levels. Trefoil peptides (TFFs) are upregulated during the neoplastic 

process at an early stage, corresponding to BE. Moreover these repair-enhancing peptides are 

likely to reflect on-going damage (Hanby e.a. 1994; Labouvie e.a. 1999). We aimed at 

correlating the increased expression of TFFs in BE with proliferation as visualised by Ki-67 

immunohistochemistry. We studied 71 biopsies with H&E; antibodies against trefoil peptides: 

TFF1, 2, 3 and Ki-67. The results were graded semi-quantitatively (0,1,2,3). Groups (M/F: 

53/18, mean age 65 yrs) of approx. n=10 were selected in function of the changes present in the 

BE (active inflammation; ulcer; non-active; dysplasia) and the presence of HP in the stomach 

(HP+ 35/71). On the whole, we found an overall moderate (2) to strong (3) positivity for TFF1 

and 2 in all cases (100%). The expression of TFF3 was much more variable however without 

clear-cut differences when related to inflammatory changes. As expected the proliferation was 

clearly increased in dysplasia, less so in both actively and non-actively inflamed BE. Striking 

was the difference in increased proliferation in the ulcerated BE depending on the HP status: in 

numbers of cases: HP- 30% vs. HP+ 75% as well as in extent. Numbers are however too small 

for significance. In conclusion, the increased expression of TFF1 and 2 are part of the Barretts 

metaplasia itself. This extensive expression did not allow correlation with proliferation. TFF3 is 

more variable but did not correlate. The putative relationship between HP and proliferation bears 

some resemblance to what is known in the stomach. }" "INCREASED EXPRESSION OF 

TREFOIL PEPTIDES IN BARRETTS OESOPHAGUS DOES NOT RELATE TO AN 

INCREASED PROLIFERATION AS VISUALISED BY KI 67 

IMMUNOHISTOCHEMISTRY"  
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Etiopathogenesis of Barretts oesophagus (BE) is still debated. The development of malignancy in 

BE is a stepwise process involving alterations at different levels. The mucus content as such, 

evaluated by means of histochemistry, is of little consequence. We aimed at correlating the 

mucus composition in BE by (immuno)histochemistry with clinical data and pathological 

changes. We studied 71 biopsies with H&E; AB-PAS; HID-AB; antibodies against mucin core 

proteins: MUC2, 5B, 5AC, 6. Results were graded semi-quantitatively (0,1,2,3). Groups (M/F: 

53/18, mean age 65 yrs) of approx. n=10 were selected in function of the changes present in BE 

(active inflammation; ulcer; non-active; dysplasia) and the presence of HP in the stomach (HP+ 

35/71). Overall, we found intestinal metaplasia (IM) in 75% and sulphomucins in 65%. When 

analysed according to the lenght of BE, duration of disease and HP status no significant 

differences could be found. A significant lower percentage of IM and sulphomucin was found in 

active inflammation (63 %, 44 %) and ulceration (56 %, 67 %) compared to non-active (80%, 

65%) dysplasia (100%, 82%). The difference between active and dysplasia was significant 

(p<0.007). The superficial epithelium produced consistently MUC5AC (96%) and the deeper 

glands MUC6 (99%). Expectedly, but in contrast with literature (Labouvie e.a. 1999) MUC2 was 

found in 69% and showed no correlation with length of BE, duration of disease and HP status 

while it was less common in actively inflamed BE. Looking at IM the study suggests a sequence 

of events from active inflammation (+-ulcer) to quiescence and dysplasia. IM would develop as a 

defence mechanism. IM has become mandatory to some to diagnose BE. The opposite, the 

absence may not exclude BE. }" "DOES THE IMMUNOHISTOCHEMICAL STUDY OF 

MUCINS AND MUCIN CORE PROTEINS IN BARRETTS OESOPHAGUS SUGGEST A 

SEQUENCE OF EVENTS ?"  
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{ Background and aims:} A high gastric acid secretion level is considered to be an important risk 

factor for reflux oesophagitis. The presence of corpus gastritis decreases gastric acid output. As a 

result the prevalence of reflux oesophagitis is probably lower among people with corpus gastritis 

than people without corpus gastritis. The aims of this study were to determine whether corpus 

gastritis is associated with reflux oesophagitis or Barretts oesophagus, and if cure of corpus 

gastritis will result in a higher incidence of reflux oesophagitis or Barrets oesophagus.  

{ Methods:} Two antral and corpus biopsies were taken from consecutive patients undergoing 

upper gastrointestinal endoscopies at a single center between January 1995 and May 1997. 

Antral and corpus gastritis was studied by histology, H. pylori was studied by histology, culture 

and CLO-test. A regression model was used to test for correlation between reflux oesophagitis, 

Barretts oesophagus and risk factors.  

{ Results:} During the study period 676 patients underwent upper gastrointestinal endoscopy. 

Endoscopic signs of reflux oesophagitis and Barretts oesophagus were observed in 125 and 23 

patients, respectively. Corpus gastritis was significantly associated with a reduced risk for reflux 

oesophagitis and Barretts oesophagus of 36% (95%CI: 40-100%) and 65% (95%CI: 10-100%), 

respectively. Subsequently 257 patients had one or more control endoscopies. During the mean 

follow-up of 3 months, incidence of reflux oesophagitis was not statistically different for patients 

with healing of corpus gastritis 10/98 (10%) and patients with persistent gastritis 8/97 (8%).  

{ Conclusions:} Reflux oesophagitis or a Barretts oesophagus was less common in patients with 

corpus gastritis. Healing of corpus gastritis seems not to provoke reflux oesophagitis. }" 

"CORPUS GASTRITIS AND THE OCCURRENCE OF REFLUX OESOPHAGITIS AND 

BARRETTS OESOPHAGUS"  
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Epithelial dysplasia in BE is an important histologic feature because it identifies those patients 

who require more intense follow-up.  

{ Aims:} To examine DNA ploidy and immunohistochemichal expression of p53, c-erbB-2 and 

Ki-67 in non-neoplastic and neoplastic Barretts mucosa in order to evaluate their significance as 

additional markers to morphology.  

{ Materials and methods:} We studied esophageal biopsies from 82 patients with BE and 

esophagectomy specimens from 3 patients with adenocarcinoma (Ca) on BE. Epithelial dysplasia 

was classified as low and high grade (LGD and HGD). The immunohistochemical expression of 

mutant oncoprotein of p53 tumor suppressor gene (Mab Clone DO7-DAKO), of c-erbB-2 

oncogene protein (Mab Clone CB11-Novocastra) and of cell proliferative marker Ki-67 (Mab-

Mib-1-YLEM) was examined on paraffin sections. DNA ploidy was studied on paraffin sections 

of 5 and 7 \'b5 stained with Feulgen and examined by the image analysis system CAS 200.  

{ Results:} The cases of BE with different degrees of epithelial dysplasia and the corresponding 

expression of p53, c-erbB-2 and Ki-67 as well as DNA ploidy are shown in the following table: 

\tx1470\tx2355\tx3240\tx4230\tx5160\tx6090\tx8150\fs4 \ul \tab \tab N ND=61 LGD=15 

HGD=3 HGD+Ca=6 p \tab p53 (%) 0 2 (13) 2 (67) 5 (83) * c-erbB-2 (%) 0 0 0 3 (50) * Ki-67 

(%) 9 (15) 9 (60) 3 (100) 6 (100) * DNA ploidy(%) 1 (1.6) 3 (20) 2 (67) 6 (100) * \tab N: 

Number of patients, ND: BE without dysplasia, Ca: Cancer, * p<0.001. In ND the majority of 

Ki-67 positive nuclei were found in the lower crypt zone, whereas in dysplastic tissue they were 

predominantly found on the surface epithelium and upper zones. Two out of 17 ND patients who 

had a 3-year follow up, progressed to LGD without expression of p53 and DNA aneuploidy. One 

out of 7 patients with LGD progressed to HGD and Ca after 12 months. This patient showed 

DNA aneuploidy and p53 expression in the initial biopsy. The other 6 patients not expressing 

p53 and DNA aneuploidy remained with LGD 3 years after.  

{ Conclusions:} DNA ploidy and expression of p53, c-erbB-2 and Ki-67 may be additional 

indicators to predict the presence of an increased risk of cancer development in BE. DNA 

euploidy and absence of p53 expression probably allow longer intervals of follow-up in BE 

patients. Ki-67 expression could be an additional parameter for the histopathological diagnosis of 



dysplasia in BE. }" "THE SIGNIFICANCE OF DNA PLOIDY AND OF P53, C-ERBB-2 AND 

KI-67 OVEREXPRESSION IN BARRETTS ESOPHAGUS - BE"  
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A70 OESOPHAGEAL MOTILITY AND DUODENO-GASTRO-OESOPHAGEAL REFLUX 

(DGOR) CHARACTERISTICS IN LONG SEGMENT BARRETTS OESOPHAGUS  

Anne Smythe, Nigel Bird, Gill Troy, Claire Greaves, Alan Johnson  

\i University Department Of Surgical & Anaesthetic Sciences, Sheffield, UK  

{ Aims:} In Barretts oesophagus, motility is known to be disturbed, but the relationship with 

DGOR is little studied. The aim of this investigation was to compare asymptomatic normal 

controls (NC) and patients with long segment Barretts oesophagus (LSB) to examine differences 

in oesophageal motility and their relationships to DGOR characteristics.  

{ Methods:} 11 NC age range 26-43 (7M), and 11 LSB age range 54-77 (7M) were studied for a 

mean of 22 hours. Oesophageal motility was measured at 5,10, and 15 cm above the lower 

oesophageal sphincter (LOS) and DGOR measured 5cm above the LOS using a sodium ion 

selective electrode.  

{ Results:} Compared to healthy controls, LSB showed less peristalsis throughout the upright 

period in both the proximal and distal oesophagus (NC v LSB; p=0.01 prox., p=0.04 dist., Mann 

Whitney U-test.), additionally the rate of contraction and wave duration were significantly 

reduced.(NC v LSB; p=0.01, p=0.02) Although there was no significant difference in the overall 

upright DGOR, individual episodes were significantly longer in the LSB group compared to NC 

(LSB v NC; p= 0.01) 

{ Conclusion:}  Compared to healthy controls, during the upright period, oesophageal motility is 

reduced in patients with long segment Barretts. DGOR characteristics differ in that LSB patients 

have significantly prolonged upright reflux events compared to NC, and this is probably a 

reflection of the observed dysmotility motility. }" "OESOPHAGEAL MOTILITY AND 

DUODENO-GASTRO-OESOPHAGEAL REFLUX (DGOR) CHARACTERISTICS IN LONG 

SEGMENT BARRETTS OESOPHAGUS"  
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A70 RABEPRAZOLE PREVENTS GERD RELAPSE IN PATIENTS WITH BARRETTS 

ESOPHAGUS  

S. Sloan, C. Perdomo, J. Barth  

\i Eisai Inc., Teaneck, NJ, United States  

{ Objective:} To evaluate the efficacy of the proton pump inhibitor rabeprazole (RAB) in 

maintaining healing of gastroesophageal reflux disease (GERD) in patients with Barretts 

esophagus, a serious complication of chronic GERD and a risk factor for esophageal cancer.  

{ Methods:} In 2 US multicenter, double-blind, randomized, parallel-group studies, 54 (11%) of 

497 patients previously diagnosed with erosive or ulcerative GERD and healed at baseline had a 

diagnosis of Barretts esophagus at study entry. A post hoc analysis was performed in these 

patients, who were treated for up to 1 year with RAB 10 mg (n = 15) or 20 mg (n = 20) or 

placebo (n = 19) once daily in the morning. Endoscopy was performed at baseline and weeks 4, 

13, 26, 39 (if indicated), and 52. GERD relapse was defined as grade {\f1\'b3} 2 on the modified 

Hetzel-Dent scale.  

{ Results:} RAB 20 mg was significantly more effective than placebo at all time points (p 

{\f1\'a3} 0.006). RAB 10 mg was marginally significantly more effective than placebo at week 4 

(p = 0.053). \tx1035\tx2250\tx3465\tx4140\tx8150\fs4 \ul RAB 10 mg RAB 20 mg Placebo (n = 

15) (n = 20) (n = 19) \tab \tab \tab \tab Week 4 14 (93%) 20 (100%) 12 (63%) Week 13 12 (80%) 

19 (95%) 10 (53%) Week 26 12 (80%) 19 (95%) 9 (47%) Week 39 11 (73%) 19 (95%) 9 (47%) 

Week 52 10 (67%) 18 (90%) 9 (47%) \tab \tab \tab \tab (p value obtained using Fishers Exact 

Test.)  

{ Conclusions:} RAB 20 mg once daily effectively maintains healing of erosive or ulcerative 

GERD in patients with Barretts esophagus. }" "RABEPRAZOLE PREVENTS GERD 

RELAPSE IN PATIENTS WITH BARRETTS ESOPHAGUS"  
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A71 HIGH POWER SETTING ARGON PLASMA COAGULATION ERADICATES 

BARRETTS ESOPHAGUS WITHOUT LETTING INTESTINAL METAPLASIA BENEATH 

THE NEW SQUAMOUS EPITHELIUM: MID-TERM RESULTS  

Julio Pereira-Lima  

\i Rio Grande do Sul Foundation of Gastroenterology (FUGAST), Porto Alegre, Brazil  

{ Background:} Reversal of Barretts mucosa can be achieved by endoscopic ablation with 

different techniques associated with acid inhibition. However, most of these studies have shown 

that residual Barretts glands are found underneath the new squamous epithelium in up to 40% of 

the patients. The goal of our study is to verify wheter complete restoration of Barretts mucosa 

can be achieved by the combination of high power setting Argon Plasma Coagulation (APC) and 

omeprazole.  

{ Methods:} 57 patients [33M/24F; mean age: 54.7(21-84) yr] with histologically demonstrated 

Barretts esophagus [mean length: 2.9 (0.5-7) cm], were treated. 25 cases presented with low-

grade and one, with high grade dysplasia. Until a maximum of 3-4 cm, of Barretts mucosa was 

cauterized in each session using APC at a power setting of 69W and a gas flow of 2l/min. All 

patients received 60 mg omeprazole during the treatment period. After ablation,reflux was 

controlled by surgery or 30 mg omeprazol daily. Ablation was confirmed 1, 6, 12, 18 and 24 

months after therapy by the performance of 6 biopsies per cm of new squamous epithelium.  

{ Results:} Complete restoration of squamous mucosa was obtained in 51 of 57 cases (6 patients 

abandoned the therapy) after a mean of 1.6 sessions (range: 1-4). 30 patients (59%) experienced 

some complication: only chest pain and odyno-dysphagia lasting for 3 to 10 days after the 

procedure in 15 cases (29%), high fever and a small volume pleural effusion in 6 (12%) and 

esophageal strictures that needed to be dilated in 7 patients (14%). One case developed 

pneumomediastinum and subcutaneous emphysema without evidences of perforation and another 

presented with melena without the need for hospitalization. After a mean follow-up of 14 (1-24) 

months in the 51 cases who completed therapy, there were two endoscopic, as well as histologic, 

recurrences of Barretts mucosa in two patients with ineffective laparoscopic fundoplications.  

{ Conclusions:} High Power Setting APC combined with intensive acid suppression is an 

effective treatment for the total endoscopic ablation of Barretts esophagus, however this 

technique carries a high frequency of side effects. }" "HIGH POWER SETTING ARGON 

PLASMA COAGULATION ERADICATES BARRETTS ESOPHAGUS WITHOUT LETTING 

INTESTINAL METAPLASIA BENEATH THE NEW SQUAMOUS EPITHELIUM: MID-

TERM RESULTS"  
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A71 TRENDS IN INCIDENCE OF ESOPHAGEAL SQUAMOUS CELL CANCER IN 

EUROPEAN COUNTRIES  

Paloma Vizcaino, Ren\'e9 Lambert, Max D. Parkin  

\i I.A.R.C, Dept. of Descriptive Epidemiology, Lyon, France  

The aim of this study is to explore time trends of esophageal squamous cell cancer (ScCa) in 

different geographic areas of Europe,because in recent years a decreased incidence has been 

reported in some populations.  

{ Cancer registries:} The analysis was based on population based European registries fullfilling 

the following criteria: cases with histology reaching at least 80 %, proportion of cases with not 

specified histology less than 25%, and data available for at least 15 years in the 1976-95 interval. 

The incidence of esophageal ScCa was analysed in registries from 7 countries: Scotland, 

Denmark, Sweden, France, Switzerland, Slovakia, Slovenia. Cases were stratified by 5 y 

intervals, with age groups between 25 to 85 y; age standardized incidence rates (ASI) were 

estimated using the world population.The annual percentage of change over the interval was 

estimated from the coefficient of the linear component of the cohort and period effect adjusted 

for age.  

{ Time trends in incidence:} In the most recent 5 y period (1991-95), the respective ASI per 

100,000 for ScCa in men and women were 3.5 and 3.2 in Scotland, 2.5 and 1.0 in Denmark, 1.9 

and 0.9 in Sweden, 3.9 and 3.2 in Switzerland, 11.4 and 1.0 in France, 5.0 and 0.2 in Slovakia 

(1998-92), 4.5 and 0.38 in Slovenia (1988-92). A significant annual increase occurred in men in 

the period 1976-95 in Denmark (2.6%), Slovakia (7.8%), and in women in Scotland (1.5%), 

Denmark (1.5%), Switzerland (8.5%), Slovakia (7.6%). Stabilized or decreased rates were 

observed in the other registries (including the male population in France). During the interval, 

rates for unspecified carcinomas were stable in the registries. 

{ Conclusion:}  Time trends for esophageal ScCa incidence in European countries are 

heterogeneous with a persistent increase for men in 2 countries and surprisingly for women in 4 

countries. The time trend occurring in some countries, may be attributable to an increased 

prevalence of alcohol and tobacco consumption. }" "TRENDS IN INCIDENCE OF 

ESOPHAGEAL SQUAMOUS CELL CANCER IN EUROPEAN COUNTRIES"  
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A71 MODERATE INCREASE IN INCIDENCE OF ESOPHAGEAL ADENOCARCINOMA 

IN EUROPEAN COUNTRIES  

Paloma Vizcaino, Ren\'e9 Lambert, Max D. Parkin  

\i I.A.R.C. Dept. of Descriptive Epidemiology, Lyon, France  

{ Objective:} In recent years an increased incidence of esophageal adenocarcinoma (AdCa) has 

been reported in some countries (USA, UK, Norway, Sweden).The aim of this study is to 

examine time trends in different geographic areas of Europe.  

{ Method:} the incidence of esophageal cancer was analysed in European registries fulfilling 

strict criteria on tumor histology: data available for at least 15 years in the 1976-95 period, cases 

with histology reaching at least 80 % and proportion of cases with not specified histology less 

than 25%. Data were collected in the registries of 7 countries: Scotland, Denmark, Sweden, 

France, Switzerland, Slovakia, Slovenia.Cases were stratified by 5 y intervals, with age groups 

between 25 to 85 y; age standardized incidence rates (ASI) per 100,000 were estimated using the 

world population.The annual percentage of change over the interval was estimated from the 

coefficient of the linear component of the cohort and period effect adjusted for age.  

{ Results:} The respective ASI rates, in men and women, for esophageal AdCa, in the most 

recent 5 y period (1991-96) were 4.9 and 1.4 in Scotland, 2.3 and 0.4 in Denmark, 0.75 and 0.17 

in Sweden, 1.4 and 0.17 in Switzerland, 1.2 and 0.1 in France, 0.6 and 0.1 in Slovakia (1988-92), 

0.34 and 0.07 in Slovenia (1993-96). A significant annual increase during 1976-95 occurred in 

men in Scotland (3.1%), Denmark (7.9%), Sweden (2.9%), Slovakia (8.4%) and in women in 

Scotland (2.9%), Denmark (8.2%), Sweden (3.1%), Switzerland (12.1%). Decreased incidence 

occurred in men in Slovenia. During the interval, the rates for the unspecified group of 

esophageal tumors were stable in the registries. 

{ Conclusion:}  The trend towards increased incidence of esophageal AdCa, is confirmed in 

European countries; however its clinical relevance is limited because the ASI is still low in most 

countries (less than 2 in men and 0.5 in women). Cigarette smoking may contribute to the trend, 

along with obesity, promoting reflux disease. }" "MODERATE INCREASE IN INCIDENCE 

OF ESOPHAGEAL ADENOCARCINOMA IN EUROPEAN COUNTRIES"  
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A71 EPIDEMIOLOGY OF OESOPHAGEAL CANCERS IN FARS PROVINCE IRAN  

Kamran Lankarani, Fatemeh Asadian  

\i Shiraz university of Medival sciences, Shiraz, Islamic Republic of Iran  

Oesophageal cancers are one of the most lethal malignancies.There has been many reports on 

high incidence of this tumor in Iran specially northern parts,but most of these studies did not 

consider the status in other parts of country. In this retrospective study we reviewed all 

pathologic reports from all surgical pathology laboratories in Fars province south of Iran from 

March 1977 till March 1999.Among more than five thousands reports 1161 cases of oesophageal 

cancers(OC) were identified making this malignancy the third most common gastrointestinal 

tumor in this region after gastric and colonic cancers.Yearly incidence of OC was 2.95 per one 

hundered thousands of population older than 15 years.78.4% of these cancers were squamous 

cell carcinoma(SCC) and 21.6% were adenocarcinoma(Ac).Epidermoid carcinoma, mucocellular 

carcinoma,carcinoid tumors and metastatic cancers consisted the other 1.7%. Relative risk of 

SCC was 1.36 in males compared to females.This risk was 4.0 for AC.Mean age of patients with 

SCC and AC were 54.4 years and 58.0 respectively with a range of 15 up to 90 years.While AC 

in both males and females and SCC in males had their highest incidence in the older 

population(>65),the highest incidence of SCC in females was in those aged 55 up to 64 

years.During this 22 years period absolute incidence of SCC declined 8.4% while Ac increased 

4.2%.These changes were more prominent in females. It is concluded that OC has a low 

incidence in Fars province Iran with some special features differenr from northern parts. }" 

"EPIDEMIOLOGY OF OESOPHAGEAL CANCERS IN FARS PROVINCE IRAN"  
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A72 THE INTERNATIONAL COMPARATIVE STUDY OF INTESTINAL 

METAPLASIA/DYSPLASIA AT THE GASTROESOPHAGEAL JUNCTION. DO CURRENT 

FINDINGS PORTEND FUTURE NEOPLASTIC INCREASES?  

Albert C. Svoboda et al.  

\i 
1
 Sansum Medical Research Institute, Santa Barbara, CA, USA  

19 centers geographically widely distributed have provided clinical and demographic 

information and proscribed biopsies on 1153 patients of whom 1052 meet inclusion criteria. 

These sties have joined in an epidemiologic study comparing relative prevalence of intestinal 

metaplasia (IM), dysplasia, cancer, {\i Helicobacter pylori} infection, and a variety of 

demographic features to assess future adenocarcinoma risk. Intestinal metaplasia of columnar 

mucosa in the tubular esophagus and gastric cardia are considered malignant precursor lesions in 

a metaplasia-dysplasia-cancer sequence. Chronic gastroesophageal reflux disease believed to be 

etiologic appears to be equally common in high and low prevalence areas for these cancers 

suggesting that the development of IM may be equally common but that a trigger for progression 

to dysplasia may be currently lacking.  

{ Methods:} Consenting routine endoscopic patients have a questionnaire completed and 

undergo endoscopy with prescribed biopsies. Questionable pathologic findings are reviewed by 

at least two pathologists.  

{ Conclusions:} Sites as widely disparate as Eastern Europe, the Eastern Mediterranean, 

Vietnam, Brazil, and the Dominican Republic have surprisingly consistent findings. IM is as or 

more common than U.S. and Western Europe reported series but with little or no dysplasia and 

this lack of dysplasia is highly significant. Neither alcohol or tobacco usage, the presence or 

absence of {\i Helicobacter pylori,} increased body mass index, nor reflux symptoms are 

predictors of intestinal metaplasia. Recent cancer statistics suggest a disturbing increase in 

adenocarcinoma at the G-E junction in these previously low incidence countries. A proposed 

hypothesis for this change will be discussed. }" "THE INTERNATIONAL COMPARATIVE 

STUDY OF INTESTINAL METAPLASIA/DYSPLASIA AT THE GASTROESOPHAGEAL 

JUNCTION. DO CURRENT FINDINGS PORTEND FUTURE NEOPLASTIC INCREASES?"  
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A72 LOSS OF FHIT EXPRESSION IS AN EARLY EVENT DURING ESOPHAGEAL 

CARCINOGENESIS  

Kazuo Yashima, Atsushi Kitamura, Hironobu Andachi, Eiji Okamoto, Yousuke Kishimoto, 

Goshi Shiota, Akihide Hosoda, Hisao Itoh, Nobuaki Kaibara, Hironaka Kawasaki \i Tottori 

University Faculty of Medicine, Yonago, Japan  

{ Background:} The FHIT gene, encompassing the FRA3B fragile site at chromosome 3p14.2, is 

a candidate tumor suppressor gene involved in multiple tumor types including esophageal 

cancer.  

{ Aims and methods:} We studied paraffin sections of 80 esophageal squamous cell carcinomas 

(ESC) by immumohistochemical method to investigate the role of Fhit protein during the 

multistage pathogenesis of ESC, and determined whether Fhit expression correlate with 

clinicopathological features and p53 expresion.  

{ Results:} We found that 64 (89%) of 72 invasive ESC specimens demonstrated significantly 

decreased staining or lack of staining for Fhit with preserved reactivity in the adjacent normal 

squamous epithelium or the esophageal glands. In premalignant lesions, markedly reduction or 

loss of Fhit expression was detected in 11 (42%) of 26 dysplastic lesions and 13 (68%) of 19 

carcinoma in situ lesions. There was a progressive loss or reduction of Fhit expression with 

progressive increase in severity of histopathological change (p<0.05). However, Fhit expression 

status was not significantly associated with p53 expression and clinicopathological 

characteristics including overall survival.  

{ Conclusions:} These results indicate that loss or reduction of Fhit expression may be an 

important marker of early progression in the development of cancers of the esophagus and may 

be independent of p53 expression. }" "LOSS OF FHIT EXPRESSION IS AN EARLY EVENT 

DURING ESOPHAGEAL CARCINOGENESIS"  
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ESOPHAGEAL CARCINOMA PROGNOSIS  
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\i Department of Gastroenterology, Surgery, Epidemiology, Pathology and Clinical Laboratories, 

Aichi Cancer Center Hospital, Nagoya; Second Department of Internal Medicine, Mie University 

School of Medicine, Tsu, Japan  

{ Background:} Variant exon (v) of CD44, which is well known to be associated with metastasis 

and poor prognosis in human malignancies, has appeared to be beneficial in determining 

therapeutic strategies for esophageal carcinoma. The purpose of the present study was to 

determine the expression of CD44, CD44v6 and CD44v9 in esophageal carcinoma and to 

investigate whether the expressions of these molecules are associated with an adverse prognosis.  

{ Methods:} This study included 41 patients with superficial esophageal carcinomas (Tis and T1) 

and 48 patients with advanced esophageal carcinomas (T2, T3, and T4). Expressions of CD44, 

CD44v6, and CD44v9 in surgically resected specimens were evaluated immunohistochemically 

with monoclonal antibodies.  

{ Results:} Positive immunoreactivity was found in 62 of the 89 cases (70%) for CD44, 58 of the 

89 (65%) for CD44v6, and 61 of the 89 (69%) in CD44v9. Of the 39 patients with superficial 

tumors, 15 patients with CD44v6-negative tumors survived longer than did 24 patients with 

CD44v6-positive tumors (p= 0.0067). A multivariate analysis showed that in the patients with 

superficial tumors, CD44v6 expression was a good marker for prognosis independent of lymph 

node status, lymphatic invasion, vessel invasion, tumor size, and histological type. In contrast, in 

the patients with advanced esophageal carcinomas, the expression of the CD44 isoforms was not 

related to survival. 

{ Conclusion:}  In superficial esophageal carcinoma cases, the expression of CD44v6 identifies a 

subgroup of patients with lesions that behave like advanced tumors. The present findings may 

thus have therapeutic implications in this group of patients. }" "EXPRESSION OF CD44 

SPLICE VARIANT PROTEINS AND SUPERFICIAL ESOPHAGEAL CARCINOMA 

PROGNOSIS"  
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1
, Peter Ross

1
, Peter Dettmar{\up6 2} \i 

1
 Gastroenterology Research Lab, 

Ninewells Hospital and Medical School, Dundee, Scotland, UK; {\up6 2} Reckitt&Colman 

Products Ltd, Hull, UK  

Endocytosis is a process whereby eukaryotic cells take up extracellular material by a variety of 

different mechanisms. These endocytic functions are of great importance and are involved in the 

regulation of cell surface receptor expression, maintenance of cell polarity and a host of other 

physiologcal processes. In this investigation we looked specifically at fluid phase endocytosis 

and the impact alginates and epidermal growth factor (EGF) have on this activity. n 

intraabdominal TB were intestinal, peritoneal, lymphadenitis, lymphadenitis with granulomatous 

hepatitis and intestinal TB with peritonitis: 37, 33, 19, 7, 4 percent, respectively.The symptoms 

were anorexia, abdominal pain, weight loss and diarrhoea with a rate of 81,79,79 and 51 percent, 

respectively. M. Tuberculosis was established microbiologically in only 7 patients (16%); ascitic 

fluid culture positive in 2,colonoscopic biopsy tissue, sputum, gastric juice, fistulous drain 

culture positive one and ascitic fluid specific PCR assay positive one patient. Granulomatous 

inflammation with caseating necrosis or conglomerate epithelioid histiocytes with granuloma 

which were regarded as histopathologic features of TB, were established in 26 and 28 percent of 

the patients, respectively. There was no microbiologic or histopathologic evidence of TB despite 

extensive investigations in 41% of the patients. TB diagnosis was proposed by clinical, 

radiologic and endoscopic features and confirmed with response to therapy in these patients. 

{ Conclusion:}  Although there are great advances in medical diagnostic technologies, 

microbiological confirmation of intraabdominal TB is seldom possible. Therefore, when clinical, 

radiologic, endoscopic and histopathologic features suggest intraabdominal TB, a therapeutic 

trial is warranted. }" "AN INVESTIGATION INTO THE IMPACT OF ALGINATES AND 

EPIDERMAL GROWTH FACTOR ON ENDOCYTOSIS-A STUDY IN FOUR 

OESOPHAGEAL CELL LINES"  
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Van Raemdonck, Luc Mortelmans  

\i Catholic University Hospital Gasthuisbert, Leuven, Belgium  

{ Objective:} A prospective study was designed to assess the value of FDG-PET scan for 

preoperative lymph node (LN) staging of patients with primary cancer of the esophagus (EC) and 

gastro-esophageal junction (GEJ).Summary background data FDG-PET scan appears to be a 

promising tool in the preoperative staging of EC and GEJ. Recent reports indicate a higher 

sensitivity and specificity for detection of Stage IV disease, and a higher specificity for diagnosis 

of LN involvement compared to the standard use of CT and endoscopic ultrasound (EUS).  

{ Methods:} Forty-two patients entered the study. All patients underwent attenuation corrected 

FDG-PET scan imaging of neck, thorax and upper abdomen, a spiral CT and an EUS. The gold 

standard consisted exclusively of histology of sampled LN either obtained by extensive 2-field or 

3-field lymphadenectomies (n=39), or from guided biopsies of suspect distant LN indicated by 

imaging (n=3).  

{ Results:} The accuracy for the diagnosis of locoregional LN (N1-2) FDG-PET scan was lower 

as compared to the combined CT and EUS (48% vs 69%) due to a significant lack of sensitivity 

(22% vs 83%, p=0.0026). The accuracy for distant LN metastasis (M+ly) however was 

significantly higher for FDG-PET compared to the combined use of CT and EUS (86% vs 62%, 

p=0.0094). This was based on both a higher sensitivity (77% vs 46%, p=NS) and a higher 

specificity (90% vs 69%, p=0.0412) of FDG-PET scan, FDG-PET scan correctly upstaged 5 

patients (12%) from N1-2 stage to a M+ly stage. One patient was falsely downstaged by FDG-

PET scan. 

{ Conclusion:}  FDG-PET scan improves the clinical staging of LN involvement based on the 

increased detection of distant LN metastases, and on the superior specificity as compared to the 

conventional imaging modalities. }" "HISTOPATHOLOGICAL VALIDATION OF LYMPH 

NODE STAGING IN CANCER OF THE ESOPHAGUS AND GASTROESOPHAGEAL 

JUNCTION WITH FDG-PET SCAN: A PROSPECTIVE STUDY BASED ON PRIMARY 

SURGERY WITH EXTENSIVE LYMPHADENECTO"  
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Position emission tomography (PET) with 18F-fluoro-2-deoxy-D-glucose (FDG) is a relatively 

new method for preoperative evaluation of patients with oesophageal and cardia cancer. 

Preoperative evaluation of these patients is difficult, and many patients undergo futile surgical 

explorations because of distant metastases. In this prospective study, we evaluated the detection 

of distant metastases with FDG-PET in patients with potentially resectable oesophageal and 

cardia cancer. All patients underwent whole-body FDG-PET in search of distant metastases. CT, 

ultrasonography and EUS were used to rule out incurable or inoperable patients. The result of the 

PET scan did not have any influence on the treatment of the patient. Forty-four consecutive 

patients were investigated with PET. Forty patients were operated, 4 patients were excluded due 

to comorbidity or because the patients refused surgery. Thirteen of the 40 patients had 

pathological foci on their PET scan, 3 true positive cases confirmed at surgery (2 small liver 

metastases and one costal metastasis), 10 false positive cases, of which 7 were benign at CT, X-

ray or physical examination (4 cases of pneumonia, 2 cases where foci were compatible with the 

left ventricle of the heart and 1 lipoma). Three cases could not be confirmed at operation (1 liver 

focus and 2 foci at the neck). We found 6 false negative PET scans, 4 cases of carcinosis and 2 

patients with abdominal lymph node metastases <1cm. In conclusion, PET seems to be a useful 

tool in the preoperative staging of patients with oesophageal cancer. By including PET for 

surgical decisioning, we could have prevented futile surgery in 3/40 =8%. It is necessary, though, 

to be aware of both false positive and false negative results of PET before surgical decision 

making. }" "Position emission tomography in preoperative evaluation of oesophageal and cardia 

cancer"  
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{ Purpose and method:} Since 1986, we have performed thoracic and abdominal esophagectomy 

with 2 or 3 field lymph node dissection for 134 cases of superficial esophageal squamous cell 

carcinoma. The superficial esophageal carcinoma can be classified into the three subgroups: 

m1m2, m3sm1 and sm2sm3 according to the depth of the tumor invasion. The m1m2 subgroup 

was defined as having a cancer invasion up to the lamina propria mucosa. The m3sm1 subgroup 

was defined as having a cancer invasion from the musclaris mucosa up to one third of the 

submucosal layer. The sm2sm3 subgroup was defined as having a deeper cancer invasion from 

two third of the submucosal layer. The m1m2 cancers had no lymph node metastasis and were 

thought to be a good indication of endoscopic mucosal resection (EMR). The sm2sm3 cancers 

had a high incidence of lymph node metastasis, and an esophagectomy with lymph node 

dissection was the best choice of treatment for this group. However, because most patients in the 

m3sm1 category have no lymph node metastasis, the m3sm1 cases may have several options of 

treatments. Therefore, to clarify the treatment of the m3sm1 esophageal cancers, we investigated 

the operated specimens of 35 cases in this category.  

{ Results:} Our data showed a high incidence of lymph node metastasis in the m3sm1 

esophageal cancers compared to the reported data, i.e., 5 out of 15 m3 cases (33.3%) had lymph 

node metastasis. Age, tumor size, location of the lesion, differentiation grade, lymphatic and 

blood vessel invasion had no relationship with lymph node metastasis. However, when the 

protruding type in the m3sm1 group was compared with the depressed type according to the 

endoscopic classification, the former had a higher incidence of lymph node metastasis with 

statistically significant differences (p<0.05).  

{ Conclusions:} Our data showed that in the m3sm1 group the protruding type had a higher 

incidence of lymph node metastasis than the depressed type according to the endosocopic 

classification. Therefore, we have to be careful in the treatment of the protruding type of m3sm1 

esophageal cancer. }" "THE RELATIONSHIP BETWEEN ENDOSCOPIC FINDINGS AND 

LYMPH NODE METASTASIS AS ANALYZED FROM 35 CASES OF SUPERFICIAL 

ESOPHAGEAL CARCINOMA"  
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The need to centralise services for oesophageal cancer is recognised nationally in a number of 

recent publications for specialist groups. The potential problems of centralisation, based on a two 

year audit of care in a non-specialist, surgical unit in a DGH are reviewed.  

{ Method:} Review of the clinical records of all patients with oesophageal cancer managed by a 

multidisciplinary team during 24 months.  

{ Results:} 45 patients were diagnosed during the study period. There were 24 cases of 

squamous carcinoma and 21 cases of adenocarcinoma. Surgery not considered possible in 34 

(median age 80 yrs) because of co-morbidity. Remaining 21 (median age 27 yrs) was staged 

according to a fixed protocol including chest, abdominal CT, endoscopic ultrasound and 

laparoscopy. As a result of staging 14 patients diagnosed with metastatic disease and received 

palliative care. 7 (16%) of total group had surgical resection. Healthcare resources consumed by 

group of 45 patients included contrast studies (50), endoscopy (136), CT imaging (36), MR 

imaging (1), endoscopic ultrasound (19) and laparoscopy (16). 36 oesophageal stems used for 

palliation of dysphagia. Palliative group of 37 cases required 61 outpatient visits and 555 

inpatient days. Corresponding figures for surgical group were 20 and 132. Surgical group 

required 54 intensive care days. 

{ Conclusion:}  Operative surgery plays only a small part in the overall management of 

oesophageal cancer. There are good reasons to restrict surgery for oesophageal cancer to a 

limited number of centres, based on population size. Endoscopy and radiology departments 

undertake considerable workload in carrying out palliation and staging. Management of this 

condition requires urgent debate among clinicians and healthcare purchasers. }" 

"OESOPHAGEAL CANCER: IS THE WORKLOAD SURGICAL?"  
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Truncal node involvement is considered metastatic disease (M1a) in the `97 pTNM classification 

for mid-/distal esophageal cancer. Pre-operatively diagnosed stage IV disease is generally 

considered a contraindication for potentially curative esophagectomy. With the development of 

advanced pre-operative staging techniques, e.g. endoscopic ultrasonography with fine needle 

aspiration (EUS-guided FNA), the possibilities of diagnosing small positive truncal nodes are 

improving. In this study we evaluate whether it is justified to exclude all patients with positive 

truncal nodes from curative surgery. Patients who underwent esophageal resection for mid-/distal 

esophageal carcinoma between `93 and `97 were analysed. All 112 patients underwent 

transhiatal resection with dissection of lymph nodes near the basis of the left gastric artery, other 

truncal nodes were dissected only when clinically suspect. Included were 87 men and 25 women 

(age 63±11 yrs): 16, 29, 11, 38 and 18 patients with pTNM stages I, IIa, IIb, III and IV(M1a) 

resp. Conventional pre-operative staging had not identified positive truncal nodes in the 18 

patients with M1a disease (16.1%). On multivariate analysis radicality and lymph node status 

were significant independent prognostic factors for survival (HR 3.2; 95% CI 1.8-5.7 and HR 

3.1; 95% CI 1.7-5.9 resp.). However, there was no significant difference between stage III and 

IV tumours: for stage III tumours median survival was 1.54 years (95% CI 0.60-2.48) vs 1.46 

years (95% CI 0.55-2.53) for stage IV tumours (p=0.91). At the end of follow-up 5/18 patients 

with stage IV disease were still alive. Survival of patients with esophageal cancer after 

esophagectomy is related to radicality and lymph node status. The presence of malignant cells in 

small, resectable lymph nodes near the coeliac trunc (not detected pre-operatively by 

conventional staging procedures) does not imply a dismal prognosis in patients who undergo 

intended curative surgery. With the current refinement of staging truncal node involvement by 

EUS-guided FNA, more tumours might be classified as stage IV pre-operatively. However, these 

new endosonographic cytologic findings should be interpreted with caution, until firm criteria for 

irresectability/incurability of positive truncal nodes are established. }" "POSITIVE TRUNCAL 

NODES FOR ESOPHAGEAL CARCINOMA: NOT ALWAYS A DISMAL PROGNOSIS"  
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{ Background:} surgical therapy of rectal cancer is often followed by local recurrence. 

Neoadjuvant radio-chemotherapy (RCT) has been used to improve local control. Little is known 

about the effect of RCT on anastomotic healing. We studied this effect in a rat model.  

{ Methods:} male Wistar rats were given 41,6 Gy of preoperative radiotherapy (RT) or sham 

irradiation, with intraperitoneal 5-fluorouracil (5-FU) at low-dose (10 mg/kg) or high-dose (20 

mg/kg). Animals were arranged in 6 groups: RT+low dose 5-FU (RCT-L), RT+ high dose 5-FU 

(RCT-H), sham RT + low dose 5-FU (CT-L), sham RT+ high dose 5-FU (CT-H), RT alone 

(RT), and a control group (sham RT+ intraperitoneal saline). Side to side colonic anastomoses 

were constructed from one irradiated and one non-irradiated limb four days after RCT. Animals 

were sacrificed 10 days after surgery.  

{ Results:} Compared to controls, significantly more complications occurred in group RCT-H 

(50% versus 0%, p=0.01). Adhesion formation was also more intense in groups RCT-H and CT-

H in comparison to contols (p<0.001 and p=0.001 respectively).Compared to controls, a 

significant leukopenia was seen in all irradiated animals (p<0.0001), moreover, a significant 

anaemia (p=0.002) and thrombocytopenia (p=0.009) were observed in group RCT-H. Mean 

anastomotic bursting pressure (BP) was significantly higher in group RCT-L compared to 

controls (127 mm Hg versus 101 mm Hg, p=0.01); BP in the remaining treatment groups was 

comparable to the control group. 

{ Conclusion:}  neoadjuvant radio-chemotherapy has no adverse effect on the strength of colonic 

anastomotosis. RCT does, however, increase operative morbidity and adhesion formation. }" 

"INFLUENCE OF PREOPERATIVE RADIO-CHEMOTHERAPY ON SURGICAL 

OUTCOME AND COLONIC ANASTOMOTIC HEALING: EXPERIMENTAL STUDY IN 

THE RAT"  
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{ Objective:} to study the effect of neoadjuvant chemotherapy on operative outcome and colonic 

anastomotic healing in rat.  

{ Methods:} the maximal tolerated dose (MTD) of intraperitoneal 5-FU was first determined. 

Rats were randomly divided into 3 groups: group HD received the determined MTD, group LD 

received 50% of the determined MTD, and a control group (C). Four days after completion of 

chemotherapy a colonic anastomosis was performed. Animals were sacrificed 10 days after 

surgery.  

{ Main outcome measures:} morbidity, mortality, peripheral blood chemistry, weight evolution, 

anastomotic bursting pressure (BP) & bursting wall tension (BWT).  

{ Results:} The MTD for 5-FU determined in the first part was 20mg/kg for 5 consecutive days. 

The second part was therefore performed with 0, 10 or 20 mg/kg 5-FU. At a dose of 20mg/kg 

significantly more intra-abdominal adhesions were found compared to the other groups 

(p=0.001). Mean BP and BWT were significantly higher in group HD compared to group C 

(p=0.018 and p=0.001 respectively); mean BP and BWT difference between group LD and group 

C were not statistically significant. 

{ Conclusion:}  neoadjuvant chemotherapy with 5-FU does not alter colonic anastomotic healing 

in a rat model. }" "PREOPERATIVE CHEMOTHERAPY WITH 5-FLUOROURACIL DOES 

NOT AFFECT COLONIC ANASTOMOTIC HEALING IN A RAT MODEL"  
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The extent of lymph node dissection might influence the staging of (adeno)-carcinoma of the 

esophagus or gastric cardia. To investigate the impact of two-field lymph node dissection in 

staging (adeno)carcinoma of the esophagus or gastric cardia a prospective analysis was 

performed. Patients undergoing transthoracic oesophagectomy with two-field lymph node 

dissection for adenocarcinoma of the mid/distal oesophagus or gastro-oesophageal junction were 

enrolled. Operations were performed with curative intent, in the absence of distant metastases 

and/or local irresectability. Lymph nodes from the extended fields were marked separately in 

separate boxes. Between 1994-2000, 74 patients underwent extended oesophagectomy: 67 men 

and 7 women, median age was 63 (40 - 78) years. The median number of resected nodes (and 

identified by the pathologist) per patient was 31 (15-78), with a median number of 5 (0-31) 

positive nodes. Overall, 27 patients (36.5%) showed tumour-positive lymph nodes in the 

extended fields: 15 patients (20.3%) in the abdomen, and 15 patients (20.3%) in the 

mediastinum. The subcarinal nodes (18.9%) were most often affected. An extended resection in 

abdomen and chest led to upstaging of the tumour in 17 patients (23.0%): two patients had 

isolated positive subcarinal nodes, 15 other tumours all became M1a due to positive (resectable) 

lymph nodes near the coeliac axis, hepatic artery and/or splenic artery. Tumour positivity in the 

paratracheal nodes or in the aorta-pulmonary window occurred in 8.1% of the patients, without 

influencing staging. 

{ Conclusion:}  two-field lymphadenectomy alters staging in 23% of patients with 

adenocarcinoma of the oesophagus or G.O.-junction. This is mostly due to positive lymph nodes 

near the coeliac axis; although the subcarinal nodes are affected in one-fifth of the patients, they 

rarely change N-status. }" "The diagnostic yield of extended en bloc resection for 

(adeno)carcinoma of the esophagus or gastric cardia: a prospective analysis"  
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{ Background and objectives:} The locally advanced thoracic esophageal cancer is often 

excluded from a primary operation and has a poor outcome. The aim of this study was to 

evaluate the therapeutic usefulness of chemoradiotherapy (CRT) followed by surgery in patients 

with clinically diagnosed as T4 (cT4) esophageal cancer, which potentially or actually invade the 

tracheobronchial system or large vessels. Methods: Between 1992 and 1999, 32 (30 men and 2 

women) out of 358 patients with squamous cell carcinoma of the thoracic esophagus were treated 

with CRT because of local irresectability. The mean age of the subjects was 61.1 years. The CRT 

regimen comprised cisplatin (70 mg/m2) on day 1, 5-fluorouracil (700 mg/m2) on days 1 

through 4 and external irradiation (200 cGy/ day, total 30 Gy) on either days 8 through 26 

(sequential schedule, N=15) or on days 1 through 19 (concurrent schedule, N=17). Two courses 

of CRT, separated by a 1-week interval were given.  

Results: The response to CRT was complete response (CR) in 7 patients, partial response (PR) in 

17, no change in 3 (minor response (MR) in 2), and progressive disease in 5. Grade 3 toxicity, 

especially hematological reactions, was noted in 15.6% (5/32) of the patients. There was one 

toxicity-related death (sepsis). The median response duration in all responders was 157 days 

(range: 56-2164, N=18). After CRT, 10 patients (3 CR, 6 PR and 1 MR) received surgery. In 9 of 

these patients, tumors could be completely resected, with no evidence of residual tumor. 

Histopathologic examination of the resected specimen revealed a discrepancy between clinical 

response and histopathologic effect. The median duration of survival and the 1- and 2-year 

survival rates were 263 days (84-2700), 39%, and 34% in all patients, respectively, 618 days 

(190-2700), 80%, and 80% in the 10 patients whose tumors were resected, and 196 days (84-

2175), 18%, and 12% in the 22 patients whose tumors were not resected.  

Conclusions: A good outcome can be obtained with CRT, followed by surgery when feasible. 

However, CRT can cause toxic reactions, and close monitoring is required for the patients. }" 

"CHEMORADIOTHERAPY FOLLOWED BY SURGERY FOR THORACIC ESOPHAGEAL 

CANCER POTENTIALLY OR ACTUALLY INVOLVING ADJACENT ORGANS"  
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Induction therapy may be indicated to improve resectability of bulky tumours (T4) or lymph 

node metastasis (LN+). Besides regression of the tumoral mass new, most likely secondary 

changes are induced. The regression of tumour mass achieved has been reported previously (Van 

Raemdonck e.a., 1999). Little or no information is available on the morphological aspects of 

these changes. The aims were to make an inventory of the changes in the operation specimens 

after induction therapy and to interpret in function of management and pathogenesis. We 

analysed 30 cases (M/F 30/0; mean age 60 yrs): 5 adeno-, 24 squamous cell- (SCC), 1 

undifferentiated carcinoma. Preinduction clinical staging was: 1 T2, 8 T3, 19 T4 and 2 Tx; with 

LN+ in 24/30. Induction therapy consists of 5FU + CDDP/cisplatinum chemotherapy and 18 x 2 

gray radiotherapy. 21/30 showed regression of the primary tumour, 11/24 had no evidence 

anymore of LN+. 7 had tumour sterilization (pT0N0M0). The remaining tumour did extent from 

the lumen inwards but in 13/30 it was absent in the more superficial layers. The non-neoplastic 

tissue was deeply (muscularis propria) ulcerated in 17/30. The deeper layers of the wall showed 

moderate to extensive paucicellular fibrosis, extending up to the preinduction T, with destruction 

of the original structures. Necrosis and inflammation were rare; foreign body giant cells, 

calcifications and hemosiderin pigment were common. Keratin of the SCC remained surrounded 

by macrophages. In 50% (15/30) major vascular abnormalities were recorded: intima and media 

expansion and thrombosis. Fibrosis could also be found in LN. In conclusion, tumour regression 

is accompanied by replacement by scar tissue. Major tissue defects (ulcers) develop. Furthermore 

tumour appears to be deeply seated. Therefore adequate post-induction evaluation will be 

difficult. The finding of vascular changes raises questions concerning mechanisms involved. }" 

"MORPHOLOGICAL CHANGES AFTER INDUCTION THERAPY FOR OESOPHAGEAL 

CARCINOMAS"  
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{ Introduction:} Fluoroscopy is routinely used to guide the placement of metallic stents for 

palliation of oesophageal malignancy and manufacturers always recommend this.  

{ Aim:} To determine the safety and feasibility of self-expanding metal stent(SEMS) placement 

without fluoroscopy. { Method:} One hundred and fifteen case notes of patients who had SEMS 

placement for dysphagia without fluoroscopy were audited (May 1995 to May 2000).  

{ Results:} 60% had adenocarcinoma and 35% had squamous cell carcinoma.3 patients had 

extrinsic cancer with oesophageal compression and two patients had benign oesophageal 

stricture. 8 patients had previous chemo or radiotherapy prior to SEMS insertion.6 patients 

underwent exploratory surgery prior to SEMS. Median dysphagia score improved from 3 to 1 in 

90% of the cases. Early technical complications were stent misplacement (n=1) inadequate stent 

expansion (n=2) and device malfunction. Other complications were stent migration, upper GI 

bleeding, airway compression, chest pain, reflux symptoms and food impaction. Late 

complications were tumour in growth and over growth, food impaction, minor upper GI bleeds, 

stent migration, reflux symptoms and tracheo-oesophageal fistula. Life threatening complication 

occurred only in three patients and two of them had oesophageal perforation and one patient died 

on the second day after an acute GI bleed. 10% of the patients needed dilatation of the stent 

following SEMS due to recurrence of the stricture. 5 patients needed multiple dilatations. 20 

patients had re-insertion of second stents and 3 patients have had 3 stents. 1 patient received 

photodynamic therapy and 2 patients required peg tube insertion. Ultraflex covered, Ultraflex 

uncovered and Flamingo Wall stents were the type of stents used. There was no difference 

noticed between the different type of stents used by non-fluoroscopic insertion technique.62% 

patients were treated as out patients and the rest as in patients. 

{ Conclusion:}  Oesophageal stenting without fluoroscopy is safe and can be performed using 

any types of stents. Technical and non-technical complications are no different from stent 

insertion with fluoroscopy. Therefore we conclude from this large series that routine use of 

fluoroscopy is not necessary for the insertion of SEMS. }" "WHY USE FLUOROSCOPY FOR 

OESOPHAGEAL STENTING?"  
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{ Background:} In previous reports, mortality of upper gastrointestinal (GI) bleeding was found 

to be about 10%. We compared the mortality and clinical characteristics of upper GI bleeding 

occuring in inpatients and outpatients.  

{ Methods:} 206 inpatients and 164 outpatients suffering from upper GI bleeding were compared 

retrospectively in this study.  

{ Results:} Both groups were comparable for age and sex (inpatients: male: 67%, age: 61,2 ± 

14,0 y (mean ± SD); outpatients: male: 70%, age: 59,0 ± 16,4 y). The number of endoscopies 

performed (inpatients 2,5 ± 1,9; outpatients 2,4 ± 1,7) and the time between first symptoms of 

upper GI bleeding and endoscopy (inpatients: 1,8 ± 6,0 d, median: 0,5 d; outpatients: 1,8 ± 3,9 d, 

median: 0,75 d) was not significantly different either. Bleeding sources were comparable in both 

groups. At onset of bleeding 58% of inpatients but only 9% of outpatients had been treated with 

heparine (p<0,01), 2% of inpatients and 5% of outpatients had been receiving phenprocoumone 

(n.s.) and 21% of inpatients and 13% of outpatients had been treated with acetylsalicylic acid 

(n.s.). 57% of inpatients but only 12% of outpatients had been treated with proton pump 

inhibitors, H2-antagonists, misoprostole or sucralfate (p<0,01). The time of treatment in hospital 

after occurence of upper GI bleeding was 33,1 ± 26,3 d (inpatients) and 13,8 ± 11,1 d 

(outpatients) respectively (p<0,01). Mortality was 38% in inpatients and 11% in outpatients 

(p<0,01). 

{ Conclusion:}  In spite of a higher frequency of prophylactic gastroprotection in inpatients, 

upper GI-bleeding in this group is associated with a higher morbidity and mortality. }" 

"COMPARISON OF ACUTE UPPER GASTROINTESTINAL BLEEDING OCCURING IN 

INPATIENTS AND OUTPATIENTS"  
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The purpose of this study was to determine the incidence and risk factors for gastrointestinal (GI) 

bleeding on an acute cardiology ward vs. medical wards. 100 consecutive admissions to the 

Coronary care unit (CCU) and 100 patients from a general medical unit (GMU) were evaluated 

by physician patient interview and chart review. Using standardized forms the following data 

was obtained: demographics, anticoagulants and, antiplatelets used, dyspeptic symptoms, and 

previous gastrointestinal symptoms as well as antacid and acid suppressive therapy. The primary 

end point was GI bleeding, defined as clinical bleeding or an unexplained drop in hemoglobin of 

greater than 20 gm/L. Length of stay (LOS) was included as a secondary outcome. Multiple 

logistic regression was used to identify possible risk factors for GI bleeding. The rate of GI 

bleeding was 8.7% overall with no significant difference between the CCU or the GMU. LOS 

was significantly longer in those patients who had a GI bleed 29 days vs. 11 days p<0.0001. The 

only significant risk factors for GI bleeding were previous acid suppression odds ratio 4.07 

p=0.01, and previous GI bleed odds ratio 3.11 p=0.05. Anticoagulant use and history of 

uncomplicated peptic ulcer disease were not predictive of GI bleeding. A significant proportion 

of patients admitted to both the CCU and the GMU had evidence of GI bleeding. This leads to 

significant morbidity and cost to the health care system due to prolonged LOS. Previous history 

of acid suppressive therapy was associated with an increase rate of bleeding, as this is likely a 

marker of underlying GI disease. The decision to use prophylactic acid suppressive therapy must 

be individualized as there are no randomized trials in this patient population. }" "THE 

INCIDENCE AND RISK FACTORS FOR GASTROINTESTINAL BLEEDING IN 

HOSPITALIZED PATIENTS"  
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{ Background:} Important risk factors for outcome of proximal gastrointestinal bleeding are 

patients age, state of hemorrhage shock at admission, comorbidity, cause of bleeding and recent 

stigmata of bleeding. These factors were included in Rockall score of risk for outcome of 

proximal gastrointestinal bleeding.  

{ Aim:} Possibility of estimation for outcome of bleeding, prediction of rebleeding rate and 

identification of patients for early dissmision  

{ Patients and methods:} Rockall risk score was applied on group of patients (n=232) presented 

with acute gastrointestinal bleeding in 1998 and 1999 year. Analyses on age, gender, outcome, 

incidence of rebleeding and mortality rate were performed.  

{ Results:} There were no significant differences between outcome for male and female patients. 

Patients with Rockall score 0-2 had minimal mortality rate (0.0%) and minimal incidence of 

rebleeding (4.8%). The highest mortality rate was associated with Rockall score 8 and more 

(50%). Rate of rebleeding in this group (62.1%) was associated with age 65 and more. 

{ Conclusion:}  Rockall risk score enable stratification of patients with proximal gastrointestinal 

bleeding on group of high risk and group of low risk of mortality. }" "APPLICATION OF 

ROCKALL RISK-SCORE ON PATIENTS WITH PROXIMAL GASTROINTESTINAL 

BLEEDING"  
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{ Background:} In the pathophysiology of nonsteroidal anti-inflammatory drugs (NSAID)-

induced upper gastrointestinal bleeding (UGIB) is suggested a local effect for aspirin, and a 

systemic action for nonaspirin NSAIDs.  

{ Aim:} To evaluate the relationship between local vs systemic effect in clinical course of 

NSAID-UGIB.  

{ Methods:} Longitudinal prospective study on 365 patients with NSAID-UGIB included in two 

groups: group 1) 227 cases (62.2%) with aspirin and group 2) 138 cases (37.8%) with 

nonaspirinNSAIDs. Data collected: demographical, medical, clinical and endoscopical variables, 

and also NSAID information as daily dose (expressed in number of anti-inflammatory dosage, 

DD), length of therapy and plasmatic half life (Pl). Severity of clinical course was measured by: 

a) need of transfusion, b) interventional therapy, c) unstable bleeding (persistent and rebleeding) 

and d) longer hospital stay. Statistical analysis was performed using logistic regression (Cox 

regression for hospital stay) regarding potential confounder variables. In a second analysis, a 

possible variation of estimated group 2/group 1 Odds-Ratio (OR) related to drug variables was 

evaluated.  

{ Results:} Group 2/group 1 OR (Hazard Ratio for longer stay) and 95% confidence interval 

(95% CI) are presented in the table. \tx795\tx2325\tx3855\tx5430\tx6600\tx8150\fs4 \ul \tab 

Transfusion Intervention Unstability Longer stay Initial 1.43(0.76-2.68) 1.97(1.11-3.50) 2.00 

(1.08-3.69) 0.72 (0.57-0.92) DD-Pl 0.74(0.24-2.33) 1.04(0.37-2.91) 1.09 (0.99-1.03) 0.87 (0.60-

1.12) Initial: estimation adjusted for all clinical variables; DD-Pl: estimation when DD and Pl 

were included in the model.  

{ Conclusions:} Clinical course of nonaspirinNSAID-UGIB is more severe than aspirin-UGIB. 

Severity of bleeding is related with high doses and longer Pl of nonaspirinNSAID, independently 

of local or systemic gastrointestinal effect. }" "DIFFERENCES IN CLINICAL COURSE OF 

UPPER GI BLEEDING REGARDING PREVIOUS USE OF ASPIRIN OR NONASPIRIN-

NSAIDS"  
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{ Background:} Because of their vasoactive effects, somatostatin and its analogs are increasingly 

used in the management of complications of portal hypertension such as variceal bleeding. 

Intravenous somatostatin decreases acid secretion, splanchnic blood flow, and portal pressure, 

but the evidence for its efficacy in the treatment of non-variceal upper gastrointestinal bleeding is 

controversial. We aimed to evaluate the vasoactive effect and possible mechanisms of 

somatostatin infusion in the cessation of non-variceal upper gastrointestinal bleeding.  

{ Methods:} Patients with non-variceal upper gastrointestinal bleeding without portal 

hypertension were included into study. They were administrated somatostatin infusion in the 

dose of 250 mgr/hour for 72 hours. Superior mesenteric arterial average flow velocity (SMA-V), 

SMA pulsatility index (SMA-PI), portal venous volume flow (PV-F), and renal artery resistance 

index (RA-RI) were measured two times for each patient by doppler ultrasound; one on the first 

day of infusion therapy and second over 6 hours after stopping the infusion. Wilcoxon signed 

rank test was used for statistical analyses.  

{ Results:} Fifteen patients (7 male, mean age: 43.7±8.5) with bleeding peptic ulcer were 

included into study. \tx1620\tx3450\tx5355\tx5880\tx8150\fs4 \ul During somatostatin Without 

somatostatin P value infusion infusion \tab \tab \tab \tab PV-F (cm3/sec) 32.5±13.2 53.2±14.6 

0.002 SMA-V (cm/sec) 40.1±12.2 62.7±17.8 0.014 SMA-PI 2.1±0.7 2.9±0.7 0.035 RA-RI 

0.67±0.08 0.65±0.07 0.128 \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Somatostatin infusion causes a decrease in arterial blood flow to the stomach 

and duodenum in patients with non-variceal upper gastrointestinal bleeding without portal 

hypertension. Somatostatin therapy also decreases portal blood flow but renal blood flow is not 

altered. }" "HEMODYNAMIC EFFECT OF SOMATOSTATIN INFUSION IN PATIENTS 

WITH NON-VARICEAL UPPER GASTROINTESTINAL BLEEDING"  
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{ The aim} of this study was to investigate the natural history of bleeding duodenal ulcer (BDU) 

in relation with NSAIDs consumption and other clinical parameters.  

{ Patients:} 134 consecutive patients of mean age 55±15 years were allocated into two groups 

according to the previous (n=64) or not (n=70) consumption of NSAIDs.  

{ Methods:} After endoscopic confirmation of the bleeding ulcer patients were treated 

conservatively. Those who were operated on during the first 7 days after the appearance of 

heamorrhage were excluded from the study. A month later, endoscopy was repeated in order to 

confirm the ulcer healing. For the subsequent two years patients were kept without any kind of 

treatment but under close clinical and endoscopic surveillance. All data were stored in a special 

computer program (SPSS). For statistical analysis X2 and t-test (Pearson Fishers exact test) were 

used. The relative risk and Odds ratios were calculated for every variable in relation to various 

clinical parameters.  

{ Results:} At the end of follow-up 18% of patients experienced a new bleeding episode and 

6.7% were operated-on. The proportion of cumulative ulcer recurrence was 38.1%. Statistical 

analysis of different variables in relation to clinical parameters showed a significant relation 

between rebleeding and need for operation, as well as between positive peptic ulcer history, 

presence of symptoms and need for operation. No statistically significant correlation between 

smoking habits and any of the clinical parameters examined was found. 

{ Conclusion:}  The natural history of BDU in untreated patients and without Helicobacter pylori 

eradication is characterized by a significant proportion of rebleeding, ulcer recurrence and need 

for operation irrespectively of the previous consumption of NSAIDs. }" "NATURAL HISTORY 

OF BLEEDING DUODENAL ULCER: A FOLLOW-UP STUDY OF 134 CASES"  
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We examined immunohistochemically the alteration of mucous cell type and the appearance of 

specific mucins in the regenerating epithelia of rat gastric mucosa injured with acetic acid by 

using three distinct anti-mucin monoclonal antibodies (MAbs) developed in our laboratory. 

Eight-week-old male Wistar rats weighing approximately 200g were used. Acetic acid induced-

gastric ulcer were prepared on the boundary of corpus and antrum according to the procedure 

developed by Takagi, Okabe et al. Following 24 hour-fasting, the animals were killed at 20,30 

and 50 days after the acid insult and the stomachs were removed immediately. Paraffin sections 

of ulcer area were produced and immunostained with three distinct MAbs, RGM21, HCM31 and 

HIK1083. RGM21 and HIK1083 reacts mucins derived from the surface mucous cells of corpus 

and the gland mucous cells of corpus and antrum, respectively. HCM31 stains sialomucin 

present in the small intestine and colonic mucosa of rat, but not reacts with the intact gastric 

mucosa. At the 20th day after ulcer preparation, the cells stained with RGM21 were restricted 

only to the surface layer of regenerating epithelia. The staining of HIK1083 was recognized only 

in the bottom of the regenerating mucosa. HCM31 stained most of the regenerating epithelia 

including the surface and bottom of these mucosae. At the 30th day, the staining of HCM31 were 

getting stronger in the regenerating area. The staining of RGM21 decreased more but the 

HIK1083 stained area enlarged at the lower part of the regenerating epithelia. Similar 

observations were obtained at the 50th day, but the staining with HCM31 remarkably weakened 

in the lower part and this area was occupied with HIK1083 positive cells. However, even at the 

50th day, the distribution of the mucous producing cells at the regenerating mucosa did not 

restore to that of the intact mucosa. In conclusion, a notable but temporary expression of a kind 

of sialomucin specifically stained with HCM31 MAb was observed in the regenerating epithelia 

at the healing stage of acetic acid-induced gastric damage. Our study using anti-mucin MAbs 

showed the participation of various mucous producing cells at the healing process of gastric 

mucosal damage. }" "OCCURRENCE OF SPECIFIC MUCIN DETECTED BY 

MONOCLONAL ANTIBODIES IN RAT GASTRIC MUCOSA REGENERATING FROM 

ACETIC ACID-INDUCED ULCER"  
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{ Introduction:} There has been much work recently that highlights the structural variations 

between populations of mucins isolated from the gastric mucosa. However published work does 

not address the functional relevances of these differences. Work presented here demonstrates that 

mucus secretions separated by functional differences are comprised of different populations of 

mucins assessed by differences in relative antibody binding to the protein core and differing 

patterns of lectin binding.  

{ Methods:} Mucus gels from the stomach of un-fed pigs were removed from the gastric mucosa 

as two visually distinct populations. Functional differences were assessed rheometrically in terms 

of gel strength and propensity to flow. Mucins from the two populations were purified by CsCl 

equilibrium density centrifugation and freeze dried. Purified mucins were subjected to ELISA 

using NCL-HGM-45M1, a monoclonal antibody raised to the human MUC5AC gene product 

which has been shown to cross react with pig mucins. Enzyme linked lectin assays (ELLA) were 

carried out using a bank of 23 lectins.  

{ Results:}The two mucus populations were designated shear compliant and shear resistant by 

their rheological response to shear stress. (gel breakdown at around 2Pa and 200Pa respectivly). 

Shear resistant gels had a greater gel strength (delta = 5-10\'b0) than shear compliant gels (delta 

= 15-20\'b0). Shear compliant mucins demonstrated significantly (5x) greater binding of the 

MUC5AC antibody than shear resistant mucins. Variations in the lectin binding patterns of the 

two mucin populations suggests less dense or non-complete glycosylation of the shear compliant 

mucins.  

{ Conclusions:} There are two functionally distinct mucus gel secretions in the stomach shear 

compliant mucus with low breakdown stress and good lubricative properties and shear resistant 

mucus with high gel strength and good protective barrier properties. These two mucus secretions 

are composed of mucins that exhibit differences in protein core and glycosylation. }" 

"FUNCTIONAL DIFFERENCES IN GASTRIC MUCUS SECRETIONS CORRELATE WITH 

DIFFERENCES IN THE CONSTITUENT MUCINS FORM"  
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{ Background:} Endogenous CGRP has been considered to exert protective effect on the 

stomach by increasing blood flow, inhibiting acid secretion, etc. However, roles of CGRP in 

maintenance of gastric homeostasis are still obscure. To obtain further information concerning 

function of endogenous CGRP, we observed effects of continuous infusions of CGRP and CGRP 

(8-37) on changes in various parameters induced by WRS in rats.  

{ Methods:} Male Wistar rats weighing 180-200 g were used. Catheters for drug administration 

and for blood collection were inserted into jugular vein and common carotid artery, respectively, 

48 h before the experiment. Rats were fasted for 24 h, and then, kept under WRS conditions (22 

± 1 \'b0C) for 6 h. CGRP, CGRP (8-37) or saline were continuously infused throughout the WRS 

period.  

{ Results:} Gastric mucosal lesion induced by WRS was inhibited by exogenous CGRP and 

aggravated by CGRP (8-37) in a dose-dependent manner. Length of CGRP-like immunoreactive 

fibers and CGRP content of corpus mucosa were decreased by WRS. These decreases were 

reversed by exogenous CGRP and augmented by CGRP (8-37). Plasma CGRP level was 

increased by WRS and this increment was enhanced by CGRP (8-37). 

\tx1980\tx2865\tx4275\tx5220\tx6105\tx8150\fs4 \ul \tab Lesion Length of CGRP Plasma level 

index CGRP-li fibers content of CGRP Stress {\f1 } {\f1 ¯} {\f1 ¯} {\f1 } Stress + CGRP {\f1 } 

{\f1 } {\f1 ¯} - Stress + CGRP (8-37) {\f1 }{\f1 } {\f1 ¯}{\f1 ¯} {\f1 ¯}{\f1 ¯} {\f1 }{\f1 } 

d\fs20 

{ Conclusion:}  Above data indicate that endogenous CGRP plays an essential role in protecting 

gastric mucosa against damages result from strong stress, suggesting physiological significance 

of this peptide. }" "EVALUATION OF PHYSIOLOGICAL SIGNIFICANCE OF 

CALCITONIN GENE-RELATED PEPTIDE (CGRP) IN GASTRIC MUCOSA WITH WATER 

IMMERSION AND RESTRAINT STRESS (WRS)-INDUCED GASTRIC ULCER MODEL IN 

RATS"  
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{ Aim:} The effect of fish oil on restraint stress ulcer formation was studied.  

{ Methods:} Ninteen male albino rats were used for the experiment. Animals were divided into 

two groups: Group 1 (n=9) received intragastric infusion of 0.9 % saline at a dose of 5 cc/kg. 

Group 2 (n=10) received intragastric infusion of fish oil at a dose of 5 cc/kg. Four hours later, all 

animals were restrainted stress for 4 hours. Gastric mucosa inspected for lesions. Untreated 

animals showed multiple lesion of various localization and size in stomach.  

{ Results:}Restraint induced gastric lesion score in saline group were one rat with a score of 1 

(11.1%), four rats with a score of 2 (44.4%) and four rats with a score of 5 (44.4%). In fish oil 

group lesion score were 2 rats with a score of 0 (20%), six rats with a score of 1 (60%), two rats 

with a score of 3 (20%). Gastric lesion score were significantly different between saline and fish 

oil groups (p<0.0099). 

{ Conclusion:}  These results suggest that fish oil may have protective effect on stress ulcer 

production. }" "THE EFFECT OF FISH OIL ON STRESS ULCERS IN RATS"  
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{ Purpose:} To investigate the influence of pancreatic hormone amylin on gastric mucosa 

integrity.  

{ Methods:} Five experimental models of gastric ulcer in rats were used: ethanol one, pylorus 

ligation, acetic acid according to Okabe, stress, prolonged electrical stimulation of vagus. 

Amylin, dissolved in physiological solution, was injected intraperitoneally into the experimental 

rats (66 mkg/kg or 0.5 mkg/kg, volume 1ml/200g body mass). The animals of the control groups 

were injected the physiological solution for same periods and volume. The severity of gastric 

mucosa injure was evaluated by ulcer index.  

{ Results:} A marked protective effect of amylin on gastric mucosa was found in all used 

experimental models of ulcer. Both peptide doses applied proved to be effective. Decrease of the 

ulcer index varied from 47% in the experiment with the pylorus ligation, when a higher dose was 

used, to 88% on the model of acid ulcer, when the animals were given a small dose of amylin. 

Amylin almost completely prevented lesion of gastric mucosa in experiment with prolonged 

electrical stimulation of vagus. In the experiment with the acid ulcer peptide demonstrated not 

only protective action preventing ulcer development, but also medical effect, favouring its 

healing. 

{ Conclusion:}  Pancreatic hormone amylin has expressed antiulcer properties. It turned out to 

have a marked protective effect on gastric mucosa in all used experimental models of the ulcer. 

In the experiment with the acid ulcer amylin has displayed both protective and therapeutic effect. 

Thus it was established, that amylin is a powerful protector of gastric mucosa in animals. }" 

"PANCREATIC HORMONE AMYLIN IS A POWERFUL PROTECTOR OF GASTRIC 

MUCOSA"  
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{ Background:} We reported on the relation between CGRP (calcitonin gene-related peptide) 

and healing process of ulcer in the previous meeting of UEGW. It was reported that capsaicin-

sensitive afferent nerves (CGRP releasing nerves) might participate in the healing of the ulcer 

and the development of the regenerated mucous membrane.  

{ Purpose:} Effects of Indometasin on the ulcer healing and the appearance of capsaicin sensitive 

nerves were investingated in order to know the relation between prostaglandin and CGRP. It was 

also examined about the participation of VIP, whether it had releavance to CGRP or not.  

{ Method:} Experimental gastric ulcers were made in rats with and without pre-treatment with 

indometasin by applying 20 microliters of glacial acetic acid to the gastric wall per serosa, which 

were sacrificed. The rats classified into 5 groups by the days from production of the ulcer to 

sacrifice (3, 7, 10, 14 days and control), and were extracted the stomach. Exracted stomachs were 

immediately fixed in Zambonis solution. 300\'d7500 \'b5m thick transverse sections were 

obtained by using a fine razor. Immunohistochemistry was carried out according to the indirect 

immunoperoxidase method by using an anti-human CGRP antibody. In the stomachs of rats 

which was made denervation of capsaisin-sensitive nerves by capsaicin(100mg/day 3days), 

CGRP and VIP was stained in the same way.  

{ Result:} Though indometacin delayed ulcer healing, it showed no effects on the CGRP-

containing nerves. After denervation of capsaisin-sensitive nerve, there is no change in VIP-

containing nerves. However, CGRP-containing nerves were not detected. 

{ Conclusion:}  Capsaicin sensitive nerves and prostaglandin may respectively participate in the 

ulcer healing. VIP may not be influenced by denervation of capsaicin-sensitive nerve. }" 

"IMMUNOHISTOCHEMICAL DETECTION LOCALIZATION OF CALCITONIN GENE-

RELATED PEPTIDE AROUND THE GASTRIC ULCER-STUDY IN RATS WITH 
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{ Background:} Leptin similar to CCK exhibits cytoprotective activity against acute gastric 

lesions, but its role in ulcer healing has not been examined. The aim of this study was: 1) to 

compare the effect of exogenous leptin to CCK on the course of healing of chronic gastric ulcers; 

2) to study the gene and protein expression of leptin at the ulcer edge during ulcer healing; and 3) 

to assess the effect of leptin administration on the mucosal gene expression of growth factors 

such as transforming and epidermal growth factors.  

{ Methods:} Gastric ulcers were produced in rats by acetic acid method. Rats with ulcers were 

divided in following treatment groups: 1) vehicle; 2) leptin (10 \'b5g/kg i.p.); 3) CCK (10 

\'b5g/kg) and 4) leptin or CCK with or without tyrphostin A46 (200 \'b5g/kg i.p.) or L-NNA (20 

mg/kg i.g). Animals were sacrificed 9 days after ulcer induction. The area of gastric ulcers and 

the gastric blood flow at the ulcer area were determined. In addition, the mucosal biopsy samples 

were taken from the ulcer area for histological evaluation as well as for the determination of gene 

and protein expression for leptin and cNOS by RT-PCR and Western blot, respectively. In 

addition, the gene expression for EGF and TGF{\f1 a} was analyzed by RT-PCR.  

{ Results:} Both leptin and CCK reduced significantly the ulcer area as compared to vehicle 

treated group by ~50%. The treatment with tyrphostin or L-NNA reversed partly the acceleration 

of ulcer healing by leptin. The expression of leptin mRNA and protein was significantly 

increased at the ulcer edge. The leptin-induced acceleration of ulcer healing was associated with 

increased expression of transcripts for EGF and TGF{\f1 a} as well as increased gene and 

protein expression for cNOS. 

{ Conclusion:}  1) Leptin accelerates ulcer healing by the mechanism involving the up-

regulation of growth factors at the ulcer edge and increased production of NO due to up-

regulation of cNOS. }" "ROLE OF LEPTIN IN ULCER HEALING"  
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{ Aim:} In the present study, protective effects of different anti-ulcer drugs on gastric mucosal 

injury and the lipid peroxidation in ethanol-induced gastritis in rats were investigated.  

{ Materials & methods:} Seventy Wistar albino male rats, 24 h fasted, were studied. Rats 

orogastrically pretreated with saline, omeprazole (0.6 mg/kg), lanzoprazole (0.6 mg/kg), 

ranitidine (5 mg/kg), or sucralfate (60 mg/kg) as 1 ml solution. One hour later, saline or 98% 

ethanol were orogastrically administered in the same volum. Following hour, animals were 

sacrificed by ether overdose, and laparotomy was performed to remove stomach and to assess the 

gastric lesions, and to obtain tissue sample for determination of malondialdehyde (MDA) which 

is an end product of lipid peroxidation.  

{ Results:} In the macroscopic evaluatiuon of gastric mucasal lesions, it was clearly seen that 

sucralfate had protective effect, but there were extremely severe mucosal demage in all other 

groups. Gastric mucosal tissue MDA levels in the saline-saline, saline-ethanol, omeprazole-

ethanol, lanzoprazole-ethanol, ranitidine-ethanol, and sucralfate-ethanol groups were 8.3±1.9, 

128.4±43.6, 74.3±28.1, 77.5±27.8, 49.8±13.5, and 40.9±3.8 nmol/g tissue (p<0.000, in all groups 

compared to saline-saline groups). MDA levels of omeprazole-ethanol and lanzoprazole-ethanol 

groups were not different. MDA level of sucralfate-ethanol group was significantly reduced 

according to saline-ethanol, omeprazole-ethanol, lanzoprazole-ethanol, and ranitidine-ethanol 

groups (p<0.000, p<0.001, p<0.001, and p<0.04).  

{ Conclusions:} In the ethanol-induced gastric lesions in rats, sucralfate had protective effect, but 

not omeprazole, lanzoprazole, ranitidine. In addition, sucralfate was the most effective in among 

the investigated drugs in prevention of gastric mucosal lipid peroxidation. }" "PROTECTIVE 

EFFECTS OF DIFFERENT ANTI-ULCER DRUGS ON GASTRIC MUCOSAL INJURY AND 

THE LIPID PEROXIDATION IN ETHANOL-INDUCED GASTRITIS IN RATS"  
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The roles of melatonin (ML) and the pineal gland in the circadian variation of water-immersion 

restraint stress (WRS) - induced gastric mucosal lesions in rats were investigated.  

{ Methods:} Diurnal and nocturnal studies were carried out 3 h after lights on and off, 

respectively, under an automatically regulated cycle of 12 h light: 12 h dark with lights on at 

07.00 h. Fasted male SD rats were subjected to WRS at 23\'b0C for 4 h, and the percentage of 

corpus mucosa containing lesions was determined by a computerized image analyzer. 

Pinealectomy had been performed 1 week prior to ulcer induction. Pinealectomized and sham-

operated rats were also subjected to WRS at night. Serum ML levels were determined by specific 

RIA.  

{ Results:} The lesion area after 4 h stress during the dark phase was significantly lower than in 

light phase controls. Pinealectomy increased the lesion area, compared to the sham operation, in 

the dark phase, but this effect was counteracted by intracisternal ML preadministration at a dose 

of 100 ng/rat. ML concentrations in control rats during the light phase were significantly 

increased 4 h after WRS. In contrast, ML concentrations 4 h after WRS in the dark phase were 

significantly depressed as compared with the control level at the corresponding time. ML levels 

after stress exposure were markedly decreased in pinealectomized rats as compared with sham-

operated rats.  

{ Conclusions:} These results suggest that circadian rhythm has an important role in the 

formation of stress-induced gastric mucosal lesions in rats and that ML responses to WRS differ 

between day and night. The pineal gland modulates the stress response and ML contributes to 

gastric protection via a mechanism involving the central nervous system. }" "ROLE OF 

NOCTURNAL MELATONIN IN MODULATION OF WATER-IMMERSION RESTRAINT 

STRESS-INDUCED GASTRIC ULCER"  
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Nitric oxide (NO) plays an important role in the protection of the gastroduodenal mucosa. We 

have previously demonstrated that NO-donors prevent NSAID-induced gastrointestinal ulcers. 

The present study investigated whether the anti-ulcerogenic activity of proton pump inhibitors 

(PPI) can be enhanced by adding a NO-donor functionality to the PPI molecule. Experiments 

were performed in adult SD rats and compounds were given orally as suspensions in 0.5% 

Methocel. Two analogues of lansoprazole with NO-donating activity, NMI-826 and NMI-1241, 

were synthesized. Doses of NMI-826, NMI-1241 and lansoprazole at 140 mmol/kg significantly 

increased gastric pH and decreased gastric juice volume and acid secretion when compared to 

control animals. The NO-donating activity of NMI-826 was confirmed in a bioassay by 

relaxation of phenylephrine-contracted isolated rat aortic smooth muscles. Orally administered 

NMI-826 or lansoprazole at 140 mmol/kg did not affect systemic arterial blood pressure. The 

ability of NMI-826 and its parent PPI, lansoprazole, to prevent gastric ulcers induced by 

intragastric administration of a mixture of ethanol/HCl was also measured in groups of 9-10 rats. 

NMI-826 at 200 mmol/kg was significantly more effective than an equimolar dose of 

lansoprazole in preventing gastric ulcers (P<0.05) and decreased the gastric lesion score by 78% 

and 38%, respectively. NMI-826 was further compared to lansoprazole in facilitating the healing 

of ulcers in rats. Gastric ulceration was induced by injection of 50% acetic acid into the gastric 

submucosa of anesthetized rats on day 0. Rats were then treated with either vehicle, 

lansoprazole, or NMI-826 twice a day beginning on day 1 for 7 days. Examination of the 

stomachs on day 8 indicated ulcer healing of 46% in control rats, 72% and 96% in lansoprazole- 

and NMI-826 (140 mmol/kg/dose)-treated rats, respectively (P<0.05 and <0.01, respectively, vs. 

vehicle control). A higher dose of 280 mmol/kg did not promote further healing in either group, 

confirming that NMI-826 was significantly more efficacious than lansoprazole in accelerating 

healing of gastric ulcers (P<0.05). In conclusion, NO-donating PPIs may represent a new class of 

anti-peptic ulcer agents that are more effective than the PPIs for ulcer prevention and treatment. 

These compounds retain parent drug activity with enhanced mucosal protection due to the 

benefits of nitric oxide. }" "NITRIC OXIDE-DONATING PROTON PUMP INHIBITOR WITH 

ENHANCED ANTI-ULCEROGENIC ACTIVITIES"  
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{ Background:} Vascular endothelial growth factor (VEGF) is a secreted protein that promotes 

endothelial cell growth and protein leakage from blood vessels. We have previously shown that 

neutralization of endogenous VEGF prolongs experimental gastric injury. The aim of this study 

was to investigate the effect of exogenously administered VEGF in a rat model of ethanol-

induced gastric injury.  

{ Methods:} Acute gastric injury was induced in female Sprague-Dawley rats (200g) by 

intragastric administration of 100% ethanol (0.2ml). (1) The severity of gastric injury was 

assessed at different time points (0, 1-, 6-, 12-, 24 h, 3-, 5-, 7 d) by the score of ulcer index and 

the width of ulcer area. Tissue levels of VEGF were measured by ELISA. (2) Animals were 

treated intravenously with various doses of recombinant human VEGF or vehicles 2 h after 

administration of ethanol. The animals were sacrificed at 6-, 24- or 48 h after the treatment, and 

the severity of gastric injury was evaluated.  

{ Results:} (1) There was a time-dependent change in the severity of tissue injury peaked at 6 h. 

The VEGF peak followed the peak of tissue injury and gradually declined. (2) Treatment with 

recombinant VEGF resulted in significant improvements in the score of ulcer index and the 

width of ulcer area compared to vehicle treatment.  

{ Conclusions:} These results demonstrated that an exogenous VEGF promotes mucosal repair 

processes. VEGF treatment may have a therapeutic potential for gastric injury. }" 

"TREATMENT WITH RECOMBINANT VASCULAR ENDOTHELIAL GROWTH FACTOR 

IN ETHANOL-INDUCED GASTRIC INJURY"  
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{ Background:} gastro-duodenal ulcer disease is frequent and the discovery of Helicobacter 

Pylori (H. Pylori) has radically changed the approach of the disease. The combination of proton 

pump inhibitors with two antibiotics is the most efficient therapy and is routinely used since the 

years 1995-1996.  

{ Objective:} to evaluate the potential impact of this therapy on the frequency of the different 

etiologies for ulcers in an universitary center, by comparing the etiologies 1995 and 1999.  

{ Methods:} medical records of patients with endoscopically proven gastroduodenal ulcers in the 

years 1995 and 1999 were retrospectively reviewed.  

{ Results:} 865 ulcers were found (432 = 10.5% of the total number of endoscopies in 1995 and 

433 = 10.1% in 1999). The rates of H. Pylori related ulcers were respectively 45.6% and 37.4% 

(p = 0.045). There was no significant evolution in the rate of NSAIDS related ulcers (10.3% and 

11.1%), but an increasing of stress ulcers was observed between 1995 and 1999 (respectively 

12.3% and 22.1%, p = 0.002); The proportion of ulcers without related etiology (``idiopathic 

ulcers) remained unchanged (36.8 versus 39.7%). 

{ Conclusion:}  although the number of H.Pylori associated ulcers decreases significantly, a 

stagnation of the total number of ulcers was seen. H. Pylori however stays a frequent cause of 

ulcer disease (37.4%).``Idiopathic ulcers are the most frequent in 1999 (39.7%). This has to be 

confirmed in prospective studies, taking into account a large number of etiopathogenic 

parameters. }" "ETIOLOGY OF GASTRODUODENAL ULCERS: IS HELICOBACTER 

PYLORI REALLY ENDANGERED ?"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.141#" " Abstract: P.141 0 Citation: Gut 2000; 47(Suppl III): 

A79 REDUCED INCIDENCE OF THE NON-NSAIDS RELATED PEPTIC ULCER IN THE 

LAST YEARS BUT THE HELICOBACTER PYLORI IS STILL HERE: A 9.5 YEARS 

EXPERIENCE  

Vassilios Balatsos, Vassilios Delis, Anastasios Konstantinidis, Panagiotis Kasapidis, Anastasios 

Hatzinikolaou, Nikolaos Skandalis, Athanasios Archimandritis \i Dept of Gastroenterology 

General Hospital ``G.Gennimatas, Athens, Greece  

{ Background:} It has been suggested that the incidence of Peptic Ulcer(PU)is declining during 

the last years.  

{ Aims:} 1. To evaluate the incidence of non-NSAIDs related PUs in three periods through the 

last 9.5 years of application of H pylori(Hp) eradication therapies. 2. To see the prevalence of Hp 

among them.  

{ Patients/Methods:} A computer search was made from May 1st 1990 through October 31st 

1999 to find out all patients with endoscopically diagnosed for the first time PUs in our 

institution; emergency endoscopies were also included. Patients who reported NSAIDs or aspirin 

intake, those who ingested caustic substances and patients with Crohns were excluded.Three 

time periods were analysed. A: May 1 1990- December 31 1991 (20 months). B: May 1 1995 - 

December 31 1996 (20 months). C: January 1 1999 - October 31 1999 (10 months). Gastric Hp 

colonization was documented by CLO test and/or histology (H&E, modified Giemsa).  

{ Results:} These are shown in the table. There is a progressive and significant reduction (up to 

50%) in the incidence of PUs (DUs and GUs).The Hp (+) cases do not differ in the three studied 

periods(90-92%). \tx1665\tx2730\tx3795\tx4395\tx8150 Incidence of PUs in each period of time 

(percentages in parentheses) \tab \tab \tab \tab Period A Period B Period C \tab \tab \tab \tab 

Patients 7479 7475 2594 (*) PUs 904 (12) 680 (9) 161 (6) Sex(M/F) 618/286 442/238 129/76 

Age(range) 16-86 16-85 16-92 (**) DUs 588 (7.9) 461 (6.2) 97 (3.7) (***) GUs 316 (4.2) 219 

(2.9) 64 (2.4) Hp (+) cases (%) 91 90 92 \tab \tab \tab \tab (*), (**), (***): p<0.0001  

{ Conclusions:} 1. There is a steady declining incidence of non- NSAIDs related DUs and GUs 

during the studied period. 2. Hp colonization is constantly documented in 90-92% of the ulcers 

by the used methods. Thus, in spite of the significant decrease of PUs in the studied population, 

Hp remains the predominant factor in the pathogenesis of non-NSAIDs related PUs. }" 

"REDUCED INCIDENCE OF THE NON-NSAIDS RELATED PEPTIC ULCER IN THE 

LAST YEARS BUT THE HELICOBACTER PYLORI IS STILL HERE: A 9.5 YEARS 
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{ Background:} TFF3 peptide is secreted by salivary glands and is expressed throughout the 

intestine but is reported to be absent from gastric tissue. TFF3 is co-secreted with mucins and is 

assumed to be involved in epithelial protection and repair.  

{ Aim:} To find TFF3 in gastric tissue and juice, and find out whether TFF3 is expressed in 

gastric tissues.  

{ Patients and methods:} In n=9 consecutive patients undergoing upper gastrointestinal 

endoscopy, two gastric biopsies each were taken from the antrum, corpus and cardia. Additional 

biopsies from the antrum and corpus served to determine H. pylori status by rapid urease test, 

culture and histology. The gastritis parameters were graded according to the updated Sydney 

system. Biopsies were tested for TFF3 by Western-Blot (WB) using a rabbit IgG antibody 

against a synthetic peptide composed of 11 amino acids of the C terminal end of TFF3. TFF3 

mRNA expression was determined by RT-PCR using a human specific primer pair. In a further 

two groups of patients, esophageal biopsies (n=9) and gastric juice (n=17) were tested for TFF3 

by WB.  

{ Results:} WB analysis of the gastric biopsies detected TFF3 in 4 of the 9 patients. RT-PCR 

detected mRNA in these and in an additional 3 patients (total 7 of 9). RT-PCR was more 

frequently positive in antral biopsies compared to corpus or cardia. TFF3 found by RT-PCR and 

by WB was inversely correlated with the H. pylori status. The strongest bands were found in two 

patients with gastric atrophy, intestinal metaplasia, and autoimmune gastritis. TFF3 in gastric 

juice was detectable in 13 of 17 patients with no correlation to H. pylori infection or gastritis 

parameters. No TFF3 was found in esophageal biopsies.  

{ Conclusions:} TFF3 was found in gastric mucosa and juice with an interindividual variability 

yet to be explained and is in stark contrast to previous studies. Detection of mRNA in gastric 

biopsies suggests that TFF3 is actually expressed locally in the stomach. The failure to detect 

TFF3 in the esophagus contradicts a major contamination by saliva. A possible contamination by 

duodenal-gastric reflux should also be excluded in future studies. The correlation of TFF3 to 

intestinal metaplasia of the stomach warrants further investigation. }" "TFF3 IN 

ESOPHAGEAL, GASTRIC MUCOSA AS WELL AS IN GASTRIC JUICE IS NOT 

RELATED TO H. PYLORI INFECTION"  
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{ Background} Intragastric bacterial overgrowth commonly occurs during acid-suppressive 

therapy. The long-term clinical consequences are still unclear. We wanted to elucidate whether 

such overgrowth could have pathogenic potential and therefore investigated the {\i luminal} and 

{\i mucosal} bacterial growth during acid inhibition, in relation to the duration of treatment and 

concomitant {\i H.pylori} infection.  

{ Methods} 145 patients on continuous acid inhibition with either proton pump inhibitors 

(n=109) or with histamine-2 receptor antagonists (n=36) for gastro-oesophageal reflux disease, 

and 75 dyspeptic patients without acid inhibition (control group) were included. At endoscopy, 

fasting gastric juice was obtained for pH measurement and bacteriological culture. Gastric 

biopsy specimens were examined for detection of {\i H.pylori} (immunohistochemistry [IMM]) 

and of non-{\i H.pylori} bacteria (modified Giemsa stain positive and IMM negative at the same 

location).  

{ Results} Overall, non-{\i H.pylori} flora was detected in the gastric juice of 92 (41.8%) 

patients and in the gastric mucosa of 109 (49.6%) patients. Prevalence rate for non-{\i H.pylori} 

bacteria in gastric juice was higher in patients on PPIs than controls and H2RAs, but did not 

differ between H2RAs and controls (58.7% vs 22.6% and vs 30.6%, P<0.0001 and P<0.003, 

respectively). Prevalence rates for non-{\i H.pylori} bacteria in gastric mucosa were higher in 

patients on PPIs and in those on H2RAs than controls, but did not differ between PPIs and 

H2RAs (antrum: 46.9% and 48.6% vs 25%, P<0.05 for both; corpus: 52.2% and 56.8% vs 

23.7%, P<0.001 for both). Prevalence of {\i H.pylori} did not differ significantly between the 

three groups. Luminal growth of non-{\i H.pylori} flora increased with intragastric pH level, 

while mucosal bacterial growth increased with the duration of acid inhibition.  

{ Conclusions} Non-{\i H.pylori} flora not only contaminates the gastric juice but also colonises 

the gastric mucosa of a large proportion of patients treated long-term with acid inhibition. The 

relation between {\i H.pylori} and non-{\i H.pylori} bacteria in the pathogenesis of atrophic 

gastritis and gastric cancer needs further elucidation. }" "NON-HELICOBACTER PYLORI 

BACTERIAL FLORA IN GASTRIC JUICE AND GASTRIC MUCOSA OF PATIENTS 

TREATED WITH GASTRIC ACID INHIBITION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.144#" " Abstract: P.144 0 Citation: Gut 2000; 47(Suppl III): 

A80 NEW GRAM-NEGATIVE COCCOID BACTERIA ISOLATED FROM THE HUMAN 

STOMACH  

Takayuki Okada
1
, Graham Adkins{\up6 2}, Huji Xu{\up6 3}, John Bradley{\up6 4}  

\i 
1
 Okada Medical Clinic, Brisbane, Australia; {\up6 2} Sullivan Nicolaides Pathology, 

Brisbane, Australia; {\up6 3} Queensland Institute of Medical Research, Brisbane, Australia; 

{\up6 4} Flinders Medical Centre, Adelaide, Australia A new gram-negative coccoid bacterium 

(GNCB) was successfully cultured from a patient suffering from an erosive gastro-duodenitis 

with multiple superficial ulcerations of unknown aetiology.  

{ Aim:} This study was to examine endoscopic, histopathological, microbiological, 

ultrastructural and molecular findings of GNCB. { Method:} 6-12 gastric specimens were taken 

from patients with dyspeptic symptoms during the videoscopic endoscopy in addition to 

collecting gastric aspirates. The specimens were cultured under microaerophilic and anaerobic 

conditions. Urease presence was tested with Christensens medium. Examinations were made 

with the differential interference contrast microscopy, Haematoxylin and eosin, Warthin Starry 

silver and Helicobacter pylori (HP) immuno-peroxidase stains; by electron microscopy and by 

16S rRNA sequence and DNA studies.  

{ Results:} The bacterium isolated was arginine aminopeptidase positive, and urease, catalase 

and oxidase negative, with a size of 0.3 to 0.5\'b5m. The 16S rRNA and DNA of this bacterium 

were not identical to other bacteria examined. The 16S rRNA was closely related to 

Haemophilus haemolyticus. Co-existence with HP, intercellular, intracellular and perivascular 

invasion of the bacteria were observed. The GNCB was found in the area of intestinal metaplasia 

but not HP. 

{ Conclusion:}  The coccoid bacteria, which have not been reported previously, nor match to 

known organisms were seen in vivo patients with complaints of dyspepsia. Relation with the 

bacteria and gastro intestinal pathology must be investigated further. A new genus ``Okadaella, 

``Okadaella gastrococcus Gen. Nov. Sp. Nov. is proposed. }" "NEW GRAM-NEGATIVE 

COCCOID BACTERIA ISOLATED FROM THE HUMAN STOMACH"  
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A80 IS THERE A TERRITORIAL DIFFERENTIATION IN THE PREVALENCE OF PEPTIC 

ULCER?  

J. Schabowski  

\i Clinic for Internal and Occupational Diseases, Institute of Agricultural Medicine, Lublin, 

Poland  

{ Aims:} The aim of the study was the evaluation of the prevalence of peptic ulcer among rural 

inhabitants of various regions of Poland and the analysis of its conditioning.  

{ Methods:} The material obtained during 1990 all-Polish study of the state of health of rural 

population was analysed. The survey covered a representative group of 6,512 rural inhabitants, 

including 3,107 males (47.7%), aged 20-64, selected by double sampling.  

{ Results:} Among the rural population in the study peptic ulcer was placed on the fifth position 

(5.3%) proceeded by arthrosis (13.2%), arterial hypertension (11.6%), ischemic heart disease 

(9.8%) and varices of the lower extremities. 8.0% of males and 2.9% of females suffer from 

peptic ulcer. The highest incidence of the disease was noted in Subregion I, where peptic ulcer 

was diagnosed in 7.2% of the people examined (Northern Macroregion - 8.1%; Southern 

Macroregion - 7.4% and South-Western Macroregion - 6.4%), whereas the lowest rates were 

observed in Subregion II, where peptic ulcer was diagnosed in 4.7% of the population examined 

(South-Eastern Macroregion - 4.4%, North-Eastern Macroregion - 4.5%, Middle-Eastern 

Macroregion - 4.7%, Middle-Western Macroregion - 4.8%, and Central Macroregion - 5.1%). In 

the regions with higher morbidity rates a greater percentage of divorcees, widows and widowers 

was observed. An analysis by occupational groups showed that in these regions there was a 

greater number of unskilled and skilled workers, as well as workers of services, and a greater 

percentage of people performed non-agricultural occupations. It was also noted that in these 

regions cigarette smoking habit was more prevalent.  

{ Conclusions:} A territorial differentiation was observed in the prevalence of peptic ulcer 

among the rural population. The results of the study suggest that the prevalence of Helicobacter 

pylori infection may also be differentiated according to areas. }" "IS THERE A TERRITORIAL 

DIFFERENTIATION IN THE PREVALENCE OF PEPTIC ULCER?"  
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A81 DIETARY HABITS IN PATIENTS WITH DUODENAL ULCER; A PROSPECTIVE 

STUDY  

Mariana Chronaki
1
, Athanasios Archimandritis{\up6 2}, Dimitris Kalogeras{\up6 2}, Nectaria 

Toupadaki{\up6 2}, Dimitris Kourtessas{\up6 2}, Michalis Tzivras{\up6 2}  

\i 
1
 University of Athens, Medical School, Dept of Pathophysiology, Gastroenterology Section, 

Athens, Greece; {\up6 2} University of Athens, Medical School, Dept of Pathophysiology, 

Gastroenterology Section, Athens, Greece  

{ Aim:} To investigate the dietary, drinking and smoking habits in patients with active duodenal 

ulcer(DU) as compared to healthy controls.  

{ Patients-methods:} 100 consecutive patients (men=73, age: 19-84 y, mean ± SD = 48 ± 15) 

with endoscopically, for the first time, diagnosed DU. 100 clinically healthy people without past 

history of peptic ulcer, absolutely matched with DU patients with regard to sex, age, and various 

socioeconomic parameters (income, education, area of residence, and number of rooms during 

the last 10 y) served as controls. We studied: 1. Dietary, drinking and smoking habits using 

suitable questionnaire; 71 kinds of food grouped in 9 categories 1 were included 2. Obesity index 

(Obi) as estimated from the peoples height and body weight 3. Hp status by serology (ELISA 

IgG). Conditional regression analysis was used for statistics. Odds Ratios (OR) were calculated 

after appropriate adjustments.  

{ Results:} Prevalence of Hp was higher in DU patients (OR = 4.31, 95%CI = 1.86-9.95, p = 

0.0006). No differences in the Hp status in relation to the studied socioeconomic factors were 

found in patients and controls. Smoking did not differ. Patients height and body weight differed 

between DU and controls (OR = 0.49, 95%CI = 0.34-0.72, p < 0.001 and OR = 0.58, 95%CI = 

0.41-0.81, p < 0.002 respectively); Obi did not differ (p = 0.06, OR = 91%, 95%CI = 0.82-1.00). 

Coffee drinking did not differ, by and large, but significantly more ``Greek coffee was consumed 

by patients (p=0.004, OR=1.59, 95%CI = 1.16-2.19). In general, patients consumed significantly 

more spirits and controls more wine. Controls consumed significantly more legumes and light 

lipids including olive oil (p = 0.01, OR = 0.69, 95%CI = 0.51-0.93 and p = 0.05, OR = 0.70, 

95%CI = 0.49-1.01) and more potatoes (OR = 0.91, p = 0.77) and vegetables (OR = 0.86, p = 

0.41). Patients consumed more cereals (OR = 1.23, p = 0.17), fruits (OR = 1.94, p = 0.0004), 

pastries (OR = 1.29, p = 0.11), meat + fish + eggs (OR =1.19, p = 0.26) and dairy products (OR 

= 1.47, p = 0.03).  

{ Conclusions:} 1. Obi index and smoking did not differ in patients and controls 2. Patients 

consumed significantly more ``Greek Coffee, spirits, fruits and dairy products; controls 

consumed significantly more legumes, wine and light lipids + olive oil. 3. Some foods and spirits 

may be involved in the pathogenesis of DU; otherwise, patients prefer some foods that may not 

induce or may ameliorate symptoms. }" "DIETARY HABITS IN PATIENTS WITH 

DUODENAL ULCER; A PROSPECTIVE STUDY"  
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A81 THE EFFECT OF A SINGLE DOSE OF A PROTON PUMP INHIBITOR ON GASTRIC 

ACIDITY IN VOLUNTEERS  

R\'e9my Meier, Angela Wolf, Antony Wettstein, J\'fcrgen Drewe, Hans Messmer  

\i GI-Department, University Hospitals Liestal, Basel and Takeda Pharma, Lachen, Switzerland  

Proton pump inhibitors (PPIs) are highly effective in controlling intragastric (IG) acidity. The 

aim was to compare the acute effect of a single dose of Lansoprazole (Lan), Pantoprazole (Pan) 

and Omeprazole (Om and Om-MUPS) on 24h IG-pH.  

{ Methods:} 12 healthy, Hp-,volunteers (mean age 35 years) were studied in a randomized, cross 

over design. After a control 24h pH-monitoring, a single dose of Lan 30mg, Pan 40mg, Om 

40mg and Om-MUPS 40mg was given at 8:30am. Gastric pH-metry was performed for 24h. The 

washout period inbetween was 10 days. Data are given as medians±SD and were compared by 

analysis of variance. Subsequent multicomparisons Dunnet- and Scheffe-tests were used 

respectively.  

{ Results:} \tx1620\tx3600\tx4680\tx5970\tx8150\fs4 \ul 24h-pH h pH{\f1 ³}3.5 h to reach 

pH{\f1 ³}3.5 \tab \tab \tab \tab Basal 1.1±0.7 1.6±3.1 1.46±1.66 Lan 3.2±1.0* 8.9±4.1 * 

0.66±0.54 ‡ Pan 2.1±0.7** 6.3±2.9 0.74±1.24 Om 3.0±1.0 * 8.6±4.0 * 0.70±0.86 Om-MUPS 

2.6±1.1 *** 7.6±4.9 † 0.50±1.04 p-value vs Basal *0.001,**0.04,***0.006 †0.01 ‡0.039 \tab 

\tab \tab \tab d\fs20 { Summary:} After a single dose, all tested PPIs significantly increased pH 

over 24h compared to baseline. Only Lan, Om and Om-MUPS increased significantly the pH 

over 3.5. Only Lan had a significant shorter time to reach pH {\f1\'b3} 3.5 compared to baseline. 

{ Conclusion:}  After a single dose Lan 30mg acts faster and is more effective than the other 

tested PPIs. This may provide the added clinical benefit of more rapid symptom relief and 

healing.Supported by Takeda Switzerland. }" "THE EFFECT OF A SINGLE DOSE OF A 

PROTON PUMP INHIBITOR ON GASTRIC ACIDITY IN VOLUNTEERS"  
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A. Gadowska-Cicha, Z. Kondera-Anasz, A. Mertas  

\i Clinic of Internal Diseases and Physical Med., Department of Immunology and Serology, 

Silesian Medical University, Katowice, Poland  

The aim was to examine how habitual smoking affects the amount of endogenic histamine in 

plasma, gastric juice and gastric mucosa, and the amount of Il-1beta, Il-1ra, Il-8, Il-10 in plasma 

and gastric juice in healthy persons and those with active peptic ulcers.  

{ Method:} 59 persons were examined in standard conditions. Gastroduodenoscopy was 

performed during which gastric juice was aspirated and bioptates were taken. The control group 

(CG) cosisted of 10 healthy nonsmokers.  

{ Results:} Levels of histamine in plasma and gastric juice in the CG were significantly lower 

than in healthy smokers and sick individuals, both smokers and nonsmokers. In gastric mucosa 

the concentration of histamine was the highest in the CG. The results of Il-1beta and Il-10 were 

inconclusive, but the concentration in plasma Il-1ra inthe CG was significantly lower and Il-8 

higher than in other groups. These interleukins in gastric juice were found to be significantly 

more frequent in smokers, especially in the presence of Hp infection. 

{ Conclusion:}  The amount of histamine in plasma and in gastric juice is connected with 

habitual smoking, and its level in the tissue may also depend on smoking, and this habit may 

interfere with the behaviour of interleukins. It is possible that habitual smoking is a risk factor 

for peptic ulcer. }" "IS CIGARETTE SMOKING A RISK FACTOR FOR PEPTIC ULCER 

DISEASE?"  
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A81 TYPES OF GASTRIC EMPTYING ARE ASSOCIATED WITH PROGNOSIS FOR 

PATIENTS WITH DUODENAL ULCER  

Natalia Mikhailova, Sergey Pimanov  

\i Department of Therapy, Medical University, Regional University, Vitebsk, Belarus  

{ Background:} Gastric emptying disorders are one of pathogenic factors of peptic ulcer. The 

objective of this study was to determine types of gastric emptying disorders and to analyse 

whether there is a connection between the prognosis of the disease and the character of gastric 

emptying disorders.  

{ Patients and methods:} 128 patients with duodenal ulcer and 46 healthy people were examined. 

The modification of ultrasound method of gastric emptying investigation was used in the study, 

which was developed on the basis of F.Tympners method. Besides the rate of gastric emptying 

was evaluated. The number of recurrences in 4-6 years after the determination of gastric 

emptying was analysed.  

{ Results:} Several types of gastric emptying were determined in patients with duodenal ulcer. 

Classical type with accelerated gastric emptying occurred most frequently (in 29.8% of cases). 

The normal variant of gastric emptying was found to be the most favourable for prognosis. On 

initially normal gastric emptying in 4-6 years 75% of patients showed improvement and 8.3% - 

aggravation of the course of ulcer. On irregular gastric emptying with the alternation of pylorus 

spasms and accelerated entrance of gastric contents into the duodenum improvement of the 

course of the disease in 4-6 years was observed in 27.8% of cases, aggravation - in 44.4% 

(p<0.05).  

{ Conclusions:} patients with duodenal ulcer on irregular gastric emptying have worse prognosis 

than those with normal evacuation. }" "TYPES OF GASTRIC EMPTYING ARE 

ASSOCIATED WITH PROGNOSIS FOR PATIENTS WITH DUODENAL ULCER"  
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A81 COMPARATIVE ASSESSMENT OF INTRAGASTRIC PH IN PATIENTS WITH NON-

ULCER DYSPEPSIA AND DUODENAL ULCERS  

Alexey Okhlobystin, A.A. Sheptulin, O.Z. Kolmakova  

\i Sechenov Moscow Medical Academy, Center Gastroenterology (Therapy), Moscow, Russia  

{ Background:} The pathogenic role of acid in non-ulcer dyspepsia (NUD) clinical presentation 

is assessed equivocally. Aim of this investigation was to evaluate gastric secretion in NUD and 

duodenal ulcer (DU) patients using intragastric pH-metry.  

{ Methods:} Gastric secretion was studied in 97 DU patients and 55 NUD patients by aspiration 

method and intragastric pH-metry, including 24-hour investigation. Basal and stimulated pH was 

recorded in antral region (AR) and body of stomach (BS).  

{ Results:} Data of gastric aspiration did not differed significantly in NUD and DU subjects. At 

pH-investigation DU patients showed significantly lower basal pH in BS in comparison to NUD 

patients (1,86±0,16 and 2,60±0,34 respectively; p=0,0324). After stimulation these values 

became equal (1,43±0,16 and 1,43±0,24 respectively; p=0,9911). Patients with DU had 

significantly lower pH in AR both in basal state and after stimulation that indicates impaired 

alkalization in the stomach. 

{ Conclusion:}  Changes of gastric secretion in NUD may has lesser pathogenic significance, 

than in DU. }" "COMPARATIVE ASSESSMENT OF INTRAGASTRIC PH IN PATIENTS 

WITH NON-ULCER DYSPEPSIA AND DUODENAL ULCERS"  
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ENDOSCOPIC UPPER GI MUCOSAL LESIONS COMPARED TO PLACEBO  

Frank Lanza
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 Houston Center for Clinical Research Houston, TX, USA; {\up6 2} California Research 

Foundation San Diego, CA, USA; {\up6 3} Miami Research Associates Miami, FL, USA; {\up6 

4} Phoenix Center for Clinical Research Phoenix, AZ, USA; {\up6 5} Peninsula 

Gastroenterology Medical Group Redwood City, CA, USA; {\up6 6} Merck Research 

Laboratories Rahway, NJ, USA  

{ Purpose:} Animal studies suggest that gastrointestinal safety and tolerability of weekly oral 

dosing of bisphosphonates will be equally well, if not better tolerated, than daily dosing, despite 

the higher unit dosage required with weekly dosing. In a clinical trial, ALN 70 mg once weekly 

was equally efficacious and as well tolerated as the 10-mg daily dose in the treatment of 

postmenopausal osteoporosis (T. Schnitzer, Aging Clin Exp Res 2000). We therefore 

hypothesized that, in humans, mean endoscopic gastric erosion scores would be similar in 

subjects receiving ALN 70 mg once weekly and those receiving placebo. Methods: 277 subjects 

(90 men and 187 women) were randomized into a multicenter, placebo-controlled, double-blind 

endoscopic study. Subjects received ALN (N = 126) or PBO (N = 126) once weekly for 10 

weeks, or PBO for 9 weeks followed by aspirin 650 mg QID for the last week (ASA; N = 25) as 

the positive control. Esophagogastroduodenoscopy was performed 5 to 7 days after the final dose 

of once-weekly study drug.  

Results: The mean gastric erosion scores (Lanza scale) were similar between subjects given 

alendronate 70 mg once weekly and those given placebo [0.31 vs. 0.34, 95% CI for difference (-

0.22, 0.16) p = 0.75], whereas scores in both groups were significantly lower than those given 

ASA (3.03; p < 0.001). Endoscopic gastroduodenal ulcers occurred in 0 ALN [0%], 2 PBO 

[1.7%]) and 5 ASA [23.8%] subjects. The mean scores in the esophagus and duodenum between 

ALN and PBO were also similar.  

Conclusions: Alendronate 70-mg given once weekly was not associated with an increase in 

endoscopic lesions in the upper GI tract compared to placebo. Study sponsored by Merck 

Research Laboratories. }"  
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A82 EFFICACY OF PANTOPRAZOLE AS COMPARED TO OMEPRAZOLE AND 

MISOPROSTOLE IN NSAID ASSOCIATED GASTRIC ULCER  

D. Olteanu, C. Balan, A. Andronescu, L. Oprea, D. Inonescu, G. Popescu  

\i 2nd Medical Clinic and Gastroenterology, University Hospital, Bucharest, Romania  

{ Aims:} To compare pantoprazole, omeprazole and misoprostol for i) efficacy in healing 

NSAID-related ulcers and ii) the ability of these drugs to maintain patients in remission during 

long-term administration.  

{ Methods:} Patients (n = 120) with NSAID associated ulcer, H.pylori negative and requiring 

permant NSAID therapy were randomized to receive: pantoprazole 40 mg, omeprazole 20 mg or 

misoprostol 800 \'b5g daily (40 patients in each group). Patients were treated for 4 weeks or 8 

weeks, depending on ulcer healing. Those with successfully healed gastric ulcer were 

randomized to a 12-months maintenance therapy and receive a daily dose of: 40 mg 

pantoprazole, 20 mg omeprazole or 400 \'b5g misoprostole.  

{ Results:} During the acute healing phase, peptic ulcers were healed after 2 weeks in 10 patients 

pantoprazole treated, 5 omeprazole treated and 2 misoprostole treated. After 4 weeks were 

healed: 35 (87%), 30 (75%) and 29 (72%) patients respectively. All ulcers were healed after 8 

weeks. After 12 months of maintenance therapy remained in remission 27 (66%) patients in the 

pantoprazole group, 22 (55%) patients in omeprazole group and 18 (44 %) in misoprostole 

group. The rate of relapse was: omeprazole vs misoprostol p=0.1; omeprazole vs pantoprazole 

P=0.07 misoprostol vs pantoprazole p=0.02. The healing rates were similar, significantly lower 

relapse rates were seen for patients receiving pantoprazole. Pantoprazole and omeprazole were 

better tolerated than misoprostol, by number of adverse events.  

{ Conclusions:} Pantoprazole has a higher efficacy in healing NSAID- related ulcers after 2 and 

4 weeks compared to omeprazole or misopro- stol. Pantoprazole healed 25 % of ulcers after 2 

weeks. Compared to omeprazole and misoprostol, pantoprazole has lower relapse rates of 

NSAID-ulcers in the maintenance therapy. { Disclosure:} this research was made in 

collaboration with Byk Gulden Bucharest }" "EFFICACY OF PANTOPRAZOLE AS 

COMPARED TO OMEPRAZOLE AND MISOPROSTOLE IN NSAID ASSOCIATED 

GASTRIC ULCER"  
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1
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Omeprasole (O), being a proton pump inhibitor, is one of the major drugs for curing peptic ulcer 

(PU) due to eradication of Helicobacter pylori (HP), intensification of proliferation activity of 

gastroduodenal mucosa and local immunity.  

{ Aims:} To investigate the application of O (gasek) in combination with amoxicillin - A 

(flemoxin-solutab) and clarithromycin - C (clacid) for curing peptic ulcer patients, the impact 

this combination of drugs has on ulcer healing, ultrastructure of gastric mucosa (GM) and 

relationships of aggressiveness and defense factors in gastric juice and eradication of HP-

infection. 48 duodenal PU patients were investigated. Healing of ulcer was observed in 47 

patients (97.5%). After the comprehensive treatment (CT) parietal cells were found to be in the 

state of functional rest: small outlet canals were slack, microvilli were a few. Mucous producing 

cells were in active state and contained many secretory granules to the apical parts. There were 

many small lymphocytes in GM which evidenced their active proliferation. As a result of CT 

average round-the-clock pH stomach body increased from 1.6 ± 0.3 to 4.8 ± 0.4. Aggressiveness 

factor (AF) the relationship between the proteolitic activity (PA) and the concentration of total 

pepsin decreased. Before CT AF was 0.91 ± 0.08, after CT - 0.42 ± 0.05 with normal index of 

0.3 ± 0.04. As a result of CT gastric juice defense factor (DF) - relationship between the 

concentration of mucous protein and PA improved. DF before CT was 0.81 ± 0.04; after CT - 

2.51 ± 0.07 with normal index of 2.87 ± 0.06. As a result of CT by combination of O, A, C 

eradication of HP was observed in 47 patient (97.5%). CT consisting of O, A, C is quite an 

effective method for curing PU. }" "APPLICATION OF OMEPRASOLE IN 

COMPREHENSIVE CURING OF PEPTIC ULCER PATIENTS"  
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1
  

\i 
1
 Abbott Laboratories, Abbott Park, USA; {\up6 2} Clinical Pharmacology, Research Unit, 

Waukegan, USA; {\up6 3} TAP Pharmaceutical Products Inc., Lake Forest, USA  

{ Background/Aims:} Simplified lansoprazole suspension (SLS) is a liquid formulation of 

lansoprazole used for patients who cannot swallow capsules. The purpose of this study was to 

compare the intragastric (IG) pH effects of a single dose of SLS 30 mg administered through a 

nasogastric (NG) tube to those of an intact 30 mg lansoprazole capsule (LAN) administered 

orally.  

{ Methods:}: Thirty-six healthy subjects received SLS (the contents of one 30 mg LAN capsule 

dissolved in 10 ml of 8.4% sodium bicarbonate solution) through an NG tube and one 30 mg 

LAN capsule with water in a randomized two-period crossover fashion. 24-hour IG pH recording 

was performed at baseline and on Day 1 of each crossover period. The effects of the two 

lansoprazole regimens on the dosing day 24-hour IG pH were compared using a crossover model 

ANOVA.  

{ Results:} A summary of the mean 24-hour pH and the percentage of time pH > 3, 4 and 5 is 

presented in the following table. \tx1845\tx2655\tx3060\tx8150\fs4 \ul \tab \tab \tab \tab 

Lansoprazole Dose SLS LAN \tab \tab \tab Mean 24-hour IG pH 3.75 3.52 % of time pH>3 

57.11 53.64 % of time pH>4 46.34 42.54 % of time pH>5 32.98 28.15 \tab \tab \tab d\fs20  

{ Summary/conclusions:} The 30 mg simplified lansoprazole suspension was at least as effective 

as the 30 mg lansoprazole capsule in raising and maintaining intragastric pH above several 

threshold levels. Simplified lansoprazole suspension can be used as an effective replacement for 

the capsule formulation in a clinical setting. Funded by TAP Pharmaceutical Products Inc. }" 

"SIMPLIFIED LANSOPRAZOLE SUSPENSION IS AS EFFECTIVE AS INTACT 

LANSOPRAZOLE CAPSULE IN REDUCING GASTRIC ACID SECRETION"  
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Gastric and duodenal ulcers 11 mm in diameter and more are considered to be large. We 

analyzed remote results of treatment of patients with large gastric and duodenal ulcers. Thirty 

patients who were treated in in-patient department in 1995-1998 were examined. There were 18 

pts with gastric ulcer and 12 pts with duodenal ulcer among them. Sizes of the ulcers were from 

11 to 30 mm. Most frequent location of gastric ulcers was curvature minor(66,67%), of duodenal 

ulcers - back wall of the duodenum. Large gastroduodenal ulcers are more frequent in males than 

in females (21:9). The age of patients varied from 20 to 65. We found out that in 80% of large 

gastroduodenal ulcers it was the first onset of the disease. In 50% of patients hereditary factors 

were also present. Almost all of these patients (28) recovered after conservative treatment; only 2 

of them needed operative treatment: one patient - because of severe bleeding as a complication 

of gastric ulcer disease (sizes of the ulcer 2530 mm), the other - because of piloric stenosis.  

{ Conclusions:} Gastric ulcer and duodenal ulcer diseases with large ulcers are the first onset of 

the disease in most cases; the role of heredity is very important in case of large ulcers. 

Therapeutic treatment is effective in most cases of large ulcers. We suppose that successful 

therapeutic treatment can diminish the number of cases of operative treatment in patients with 

large gastric and duodenal ulcers. }" "TREATMENT OF PATIENTS WITH LARGE ULCERS 

(REMOTE RESULTS)"  
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ON THE RESULTS OF LONG-TERM OBSERVATION AFTER WITH NSAIDs?  

H. Kordecki  
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{ Background:} The pathogenesis of NSAI-induced gastroduodenal ulcers is controversial. It is 

suggested possible. interaction between gastric damage by NSAIDs and {\i H. pylori (Hp)} 

infection. However, recent epidemiological data are still conflicting, some studies reveal a 

protective role of {\i Hp.} On the other hand it is generally accepted that majority of gastric 

ulcers are observed in persons with pangastritis while duodenal ulcers are connected with antral-

gastritis only.  

{ Aim:} The aim of our study was to analyse the long-term effects of {\i Hp}-eradication in two 

independent groups of NSAIDs-users, namely with gastric and duodenal ulcer before, after one 

month, and after three years taking COX-nonselective NSAIDs, and also compare the results of 

the effect obtain in the long-term therapy in {\i Hp}-negative patients with proton-pumps-

inhibitors. { Method:} The study was performed in 212 patients aged 54 ± 8.1 y. protractedly 

taking NSAIDs in typical therapeutically doses. Eradication of {\i Hp} was conducted according 

{\i Bazzoli}-regimen.  

{ Results} are presented in the figure.  

{ Conclusion:} This study confirms presented earlier opinion that the long-term healing results 

after {\i Hp}-eradication is observed in persons taking NSAIDs protractedly in duodenal ulcers 

only. The patients with gastric ulcer revealed positive effects after {\i Hp}-eradication only for a 

short period. The {\i Hp-negative} persons, regardless of ulcer localisation, presented limited 

positive effect after being protractedly being treated with proton-pumps-inhibitors. }" "DOES 

THE LOCALISATION OF PEPTIC ULCER HAVE SIGNIFICANT INFLUENCE ON THE 

RESULTS OF LONG-TERM OBSERVATION AFTER WITH NSAIDs?"  
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{ Aim:} To investigate the influence of nonsteroid antirheumatics/salicylates and bad life habits 

on healing duodenal ulcers (DU), and erosions after the eradication of Helicobacter pylori (Hp).  

{ Patients and methods:} 448 patients Hp posit. with DU and gastric erosions (established by 

endoscopy) were analysed. They were divided in three groups in accordance with history data 

about taking nonsteroid antirheumatics/salicylates and bad life habits (smoking, alcohol): 1. 

nonsteroid antirheumatics/salicylates and bad life habits; 2. nonsteroid antirheumatics/salicylates 

or bad life habits; 3. not nonsteroid antirheumatics/salicylates, not bad life habits. One of 

standard triple eradication therapies was applied in all of them. A second endoscopy was 

performed usually 4 weeks after the end of therapy to assess Hp eradication, as well as healing of 

ulcer and erosion in each group.  

{ Results:} \tx1665\tx2745\tx4005\tx5175\tx6030\tx8150\fs4 \ul \tab HP after therapy \ul Ulcer 

unhealed \ulnone \ul Erosiones unhealed \ulnone (%) (%) Negative (N=321) 20(6,2%) 1. 2 

(10%) 40(12,5%) 1. 7 (18%) 2. 13 (65%) 2. 24 (60%) 3. 5 (25%) 3. 9 (22%) Positive (N=127) 

15(12%) 1. 3 (20%) 17(13,4%) 1. 5 (29%) 2. 10 (67%) 2. 11 (65%) 3. 2 (13%) 3. 1 (6%) d\fs20 

{ Conclusion:}  1. This investigation showed no statistically significant influence of taking 

nonsteroid antirheumatics/salicylates and bad life habits on healing DU and gastric erosions after 

the eradication of Hp. 2. Statistically significant difference was found in DU healing between 

eradicated and noneradicated patients. }" "THE INFLUENCE OF NONSTEROID 

ANTIRHEUMATICS OR SALICYLATES AND BAD LIFE HABITS ON HEALING 

DUODENAL ULCER AND EROSIONS AFTER THE ERADICATION OF HELICOBACTER 

PYLORI"  
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Backgrounds. Aspirin use in the secondary prevention of ischemic heart disease and 

Helicobacter pylori infection both provokes gastrointestinal discomfort. However, the 

relationship among H. pylori infection, aspirin use and gastrointestinal complications is still 

unclear. The aim of this study was to register gastrointestinal symptoms and complications, in 

patients with cardiovascular disease using aspirin and to relate these symptoms to infection with 

H. pylori.  

{ Methods:} Blood samples were obtained from 398 consecutive patients in the Coronary-Care 

Unit of the Heartcenter, University Hospital Nijmegen and analysed for serum antibody levels to 

H. pylori infection. Demographics, diagnosis, medication use and history of coronary heart 

disease were recorded during admission. Questionnaires were sent 2 weeks after discharge to 

assess gastrointestinal symptoms.  

{ Results:} Questionnaires were returned by 314 patients (79%). Among the patients that 

responded to the questionnaire, a total of 183 out of 314 patients (46%) reported gastrointestinal 

symptoms. Of 238 patients using 80-100 mg aspirin daily, 145 (61%) recorded gastrointestinal 

symptoms. The prevalence of gastrointestinal symptoms in H. pylori-positive and -negative 

patients using aspirin was 48% and 52%, respectively. Besides aspirin, use of calcium 

antagonists was correlated with gastrointestinal symptoms. Of the 128 patients using calcium 

antagonists, 84 (66%) reported gastrointestinal symptoms. The prevalence of gastrointestinal 

symptoms in H. pylori-positive and -negative patients using calcium antagonists was 44% and 

56%, respectively.  

{ Conclusions:} Two weeks after discharge almost 50% of the patients with cardiovascular 

disease experienced gastrointestinal symptoms, especially patients using aspirin or calcium 

antagonists. Patients seropositive for H. pylori and using aspirin or calcium antagonists did not 

have more gastrointestinal discomfort in comparison to non-infected patients. }" "ASPIRIN, 

HELICOBACTER PYLORI INFECTION AND GASTROINTESTINAL SYMPTOMS"  
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{ Background:} It is well established today that nonsteroid antiinflammatory drugs 

(NSAIDs)intake doesnt affect the prevalence of Helicobacter pylori (Hp) infection. It is 

considered that patients with NSAIDs intake and Hp infection are in greater risk of developing 

gastric ulcer (GU). Aim: To investigate the difference between different symptoms and their 

score and patohistological parameters of gastric mucosa in patients with GU regarding to 

NSAIDs intake. Patients and methodology: We included 150 patients (pts) with endoscopy 

diagnosis of Hp positive GU and we took biopsies of periulcus mucosa, antral and corpus 

mucosa (6,2 and 2 specimens respectively). Patohistological analysis included presence and 

degree of mucosal changes according to Sidney classification. We analyzed presence of 

epigastric pain, nausea, vomiting, bloating, pyrosis, appetite and weight loss and NSAIDs intake.  

Results: 50 pts (33.3%) had history of NSAIDs intake. Epigastric pain was statistically high 

significantly present in patients without NSAIDs intake (p<0.01). There was no significant 

difference regarding to other investigated symptoms, but the symptom score was significantly 

less in patients with NSAIDs intake (p<0.05). We didnt find any significant difference in 

analyzed patohistological parameters of gastric mucosa in three investigated regions.  

Conclusion: Patients with Hp positive GU and NSAIDs intake often have no typical symptoms, 

but patohistological changes of gastric mucosa is similar to patients who dont take NSAIDs. }" 

"NONSTEROID ANTIINFLAMMATORY DRUGS INTAKE AND HELICOBACTER 

PYLORI POSITIVE GASTRIC ULCER - SYMPTOMS AND PATHOLOGICAL CHANGES 

OF GASTRIC MUCOSA"  
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It has been controversial whether the eradication of H.pylori (Hp) could prevent ulcer relapse in 

NSAIDs-induced peptic ulcer diseases. Although recent epidemiological data are still 

conflicting, some studies suggest a protective role of Hp, including long-term prevention cardiac 

and cerebral events. The aim of the present study was to examine the long-term effect of Hp 

eradication in patients with ischaemic heart disease (IHD) and gastroduodenal ulcers before 

protracted therapy with small aspirin dose in the dependent of ulcer localisation (stomach or 

duodenum). The investigations were performed by using double blind method in 120 persons 

aged 56±5.4y. taking aspirin, suffering from IHD as compared with the control group consisted 

from 80 patients in the some age treated due to IHD and not taking aspirin. The biopsies were 

obtained from patient endoscopies: before, after 5 weeks and two years of therapy from both the 

gastric: antrum and body for urease test and histological examination. Eradication was conducted 

according to Bazzoli-regimen and its efficacy was about 80%.  

{ Results} are presented in the figures.  

{ Conclusions:} Higher frequency of Hp infection in patients with IHD taking aspirin in 

comparison with control subjects was observed. The long-term healing rates after eradication of 

Hp were recognized in duodenal ulcers only. The patients with gastric ulcers revealed positive 

effects after Hp eradication only for a short period, however high numbers of ulcer recurrences 

of ulcers was revealed after long-term follow-up. }" "SOME REMARKS ABOUT 

CONFLICTING RESULTS OF H. PYLORI ERADICATION IN LONG-TERM SMALL DOSE 

ASPIRIN USERS"  
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{ Background & Aim:} Erosions and ulcers develop frequently in patients taking nonsteroidal 

anti-inflammatory drugs (NSAIDs). The aim of this study was to examine, in patients with 

previosuly documented multiple erosions or ulcer, whether erradication of H. pylori and kind 

therapy influence on relapse and bleeding previous gastroduodenal lesions during continued 

NSAID therapy.  

{ Methods:} Data were pooled from two centre trials which had parallel protocols and enrolled 

patients with gastric ulcer (GU), duodenal ulcer (DU) or >10 erosions and who continued 

NSAIDs throughout the study. After healing with pantoprazole, omeprazole or ranitidine (and 

antibiotics when H. pylori was positive), they were re-randomised to treatment with pantoprazole 

20 mg/d, omeprazole 20 mg/d and ranitidine 150 mg bid. Endoscopies were performed at 2, 4 

and 6 months (and in case of bleeding). Endopoints were development of ulcer, >10 erosions and 

bleeding.  

{ Results:} 489 patients consented to enter the maintenance phase, of whom 157 originally had 

GU, 74 DU, 15 GU + DU and 246 erosiones only. In the first two monts there were more of 

relapse and bleeding in patients positive for H. pylori (p < 0.001). After two monts that 

difference has lost. Patients treated with pantoprazole had some less of relapse and bleeding 

comparid with patients treated with omeprazole and ranitidine (p < 0.05).  

{ Conclusions:} This data imply that former infection with H. pylori change mucosal factors and 

senzibility on NSAIDs, even few monts alter erradication H. pylori. Pantoprazole is maybe some 

better than ather drugs in prevention of relapse and bleeding in NSAID-users. }" "THE 

FREQUENCY OF RELAPSE AND BLEEDING PREVIOUS GASTRODUODENAL 

LESIONS IN NSAID-USERS ON MAINTENANCE TREATMENT"  
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{ Background:} Nonsteroidal anti-inflammatory drug (NSAID) users and heavy alcohol 

consumers have an increased risk of upper gastrointestinal bleeding (UGIB). Alcohol and aspirin 

have topic toxic effects on gastroduodenal mucosa, and nonaspirinNSAIDs induce mucosal 

injury by systemic effects.  

{ Aim:} To research the combined effect of alcohol and NSAIDs on stability of nonvariceal 

UGIB.  

{ Methods:} This was a prospective longitudinal study on 365 patients consecutively admitted in 

our hospital with endoscopic diagnosis of acute nonvariceal UGIB and NSAID use in the prior 

week. All patients were interviewed to ascertain the amount of regular alcohol intake, and those 

who drank more or equal than 50 gr/day were classified as consumers. The consumer group 

included 25 patients (96% males, mean age 52.3), and the no consumer group consisted of 340 

patients (62% males, mean age 67.7). ``Stable bleeding course was considered when medical 

conservative management was effective, and ``unstable course included rebleeding and persistent 

haemorrhage. Stability was compared in both groups using a multivariate statistical analysis 

(logistic regression) with adjustment for some potential confounders.  

{ Results:} Alcohol intake was associated with an increase in the risk of unstability of bleeding: 

global odds-ratio (OR): 1.92 and 95% confidence interval (CI) from 0.66 to 5.60. When this 

effect was estimated in the aspirin group, an increased OR (2.57, 95%CI: 0.76 - 8.75) was found, 

while OR in nonaspirinNSAID group decreased (0.86, 95%CI: 0.10 - 7.66).  

{ Conclusions:} Heavy alcohol consumption may be influence on unstability of nonvariceal 

UGIB related to aspirin use, but this influence is not appreciable in nonaspirinNSAID intake. }" 

"EFFECT OF ALCOHOL CONSUMPTION ON STABILITY OF NSAID-NONVARICEAL 

UPPER GI BLEEDING"  
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Pathogenesis of gastric damage induced by NSAID involves multiple elements, such as 

deficiency of prostaglandins (PG), gastric hipermotility and luminal acid. However, it has been 

proposed that neutrophil and oxygen radical-dependent microvascular injuries may be important 

prime events that lead to mucosal damage induced by NSAID.  

{ Aim:} To compare the effect of metamizol (MTZ) vs diclofenac (DC, acidic NSAID, 

unspecific and strong COX inhibitor) and acetaminophen (AAP, nonacidic and weak COX 

inhibitors) in PG synthesis, leukocyte activation and oxidative stress in gastric mucosa of rat.  

{ Methods:}Wistar rats received following treatments:DC 50mg/kg, AAP 1000 mg/kg, and 

MTZ: 120, 500 and 1000 mg/kg, orally during 6 hours. Gastric mucosas were used for assaying 

the grade of inhibition of PGE2 synthesis, myeloperoxidase (MPO) activity and TNF-a levels as 

markers of neutrophil infiltration in tissue, as well as superoxide (SOD) activity and glutathion 

(GSH) levels as index of oxidative metabolism.  

{ Results:}Only the highest doses of MTZ produced weak erosions significantly smaller than 

APP (p<0.05) and DC (p<0.001). All treatments caused depletion of PG levels, but with AAP it 

was less marked. MTZ and AAP did not alter MPO activity neither TNF-a levels. However, 

these were significantly increased with DC treatment(p<0.05). Only DC reduced SOD activity 

(p<0.05). MTZ caused a dose-dependent depletion of GSH and similar results were obtained 

with DC (p<0.01).  

{ Conclusions:} The present study confirms the favorable gastric tolerability of AAP and MTZ. 

MTZ produced weak mucosal lesions similar to that obtained with AAP, and this effect may be 

related with a decrease of GSH metabolism. However, the data obtained indicate that active 

oxygen species, possibly generated by activated neutrophils, as well as the decrease of GSH 

levels and SOD activity, play an important role in the pathogenesis of DC-induced damage. }" 

"INFLAMMATORY RESPONSE AND OXIDATIVE METABOLISM INDUCED BY 

UNSPECIFIC COX INHIBITORS"  
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Gastrointestinal damage and delayed healing of preexisting ulcers is a serious problem connected 

with NSAIDsuse. The development of specific inhibitors of the inducible cyclooxygenase COX-

2 offers promising benefits over classical NSAIDs as these new drugs spare prostanoids derived 

from the constitutive enzyme COX-1 and therefore exert less gastrointestinal side effects.  

{ Aim:} To compare the effects of a preferent COX-1 inhibitor (piroxicam, PRX) with a specific 

COX-2 inhibitor (celecoxib, CLX), on normal gastric mucosa and on mucosa previously 

damaged by 0.6 N HCl. { Material and methods:} Wistar rats subjected to 2 different treatment 

guidelines: A.). Rats were sacrificed 6 hours after PRX, 10 and 20 mg/kg; and CLX, 30 and 100 

mg/kg i.g. administration. B.) 1 hour before NSAID administration, rats received 1 ml 0.6 N HCl 

orally, thus the experiment lasted 7 hours. Ulcer index (UI, mm2) and myeloperoxidase activity 

(MPO) as inflammatory infiltrate index were evaluated.  

{ Results:} Administration of HCl after 1 hour provoked extensive necrotic lesions and increase 

in MPO activity, (p<0.01). 6 hours later, both parameters decreased significantly (UI, p<0.001; 

MPO, p<0.05). In intact gastric mucosa, PRX provoked clearly evaluable lesions (p<0.001 vs 

CLX), however in previously ulcerated mucosa both NSAIDs aggravated the damage, but they 

showed different behaviours. With PRX the increase was dose-dependent and significative at 20 

mg/kg (p<0.01), whereas CLX decreased damage as the dose was higher, but without returning 

to HCl control levels (p<0.01). None of the drugs modified MPO activity vs HCl (7h) group.  

{ Conclusions:} These results confirm the low gastric toxicity of CLX vs PRX, in intact gastric 

mucosa. However, in case of existing ulcers, both NSAIDs exacerbate damage and delay 

healing. PRX induces an enhancement of damage as the dose increases. CLX shows an opposite 

tendency: lesions decrease as doses are higher, which may be due to a different participation of 

both NSAID types on prostaglandin-dependent defensive mechanisms. }" "DIFFERENT 

EFFECTS OF COX-1 AND COX-2 INHIBITORS ON NORMAL AND INFLAMED 

GASTRIC MUCOSA"  
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{ Introduction:} Treatment with non-steroidal antiinfiammatory drugs (NSAIDs) increases the 

risk of developing gastrointestinal lesions. For prophylaxis or treatment of such lesions, 

antisecretory drugs are used. Pantoprazole is a potent proton pump inhibitor with a low potential 

to interact with the P450 enzyme system. In particular, lack-of-interaction with CYP2C9, the 

subenzyme mainly responsible for metabolizing most of the NSAIDs, (e.g. diclofenac) has been 

shown. However, as pantoprazole and NSAIDs may be frequently co-administered a further 

interaction study was performed.  

{ Methods:} 24 healthy subjects (14 m/10 f, age 21-40 years, body weight 60-85 kg,) were 

given: Pantoprazole 40 mg sid, Piroxicam 10 mg sid, Pantoprazole 40 mg sid + Piroxicam 10 mg 

sid in randomized order for 10 days each. Blood was frequently collected on day 10 (steady 

state) of each period for pharmacokinetic analysis (AUC and C{\dn6 max}). Lack-of-interaction 

was evaluated using the bio-equivalence approach.  

{ Results:} \tx1665\tx3240\tx4920\tx6090\tx8150\fs4 \ul Pharmacokinetics \ul geom. mean (68% 

range), N = 24 \ulnone Ratio Test/Ref Reference: Test: (90% Cl) \tab \tab \tab \tab Piroxicam 

piroxicam piroxicam + panto AUC (mgxh/l) 72.5 (56.4-93.2) 74.1 (59.7-92.0) 1.02 (0.98-1.07) 

C{\dn6 max} (mg/l) 3.91 (3.01-5.08) 3.97 (3.20-4.93) 1.02 (0.96-1.07) Pantoprazole panto panto 

+ piroxicam AUC (mgxh/l) 3.75 (2.23-6.33) 4.13 (2.39-7.13) 1.10 (1.04-1.16) C{\dn6 max} 

(mg/l) 2.61 (1.80-3.79) 2.69 (1.76-4.11) 1.03 (0.91-1.16) \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Lack-of-interaction between pantoprazole and piroxicam is concluded as the 

90% CI are well within the accepted range for bioequivalence of 0.8-1.25. All treatments were 

well tolerated. There were no clinically relevant changes in vital signs, ECG or clinical 

laboratory. Hence, both drugs may be safely co-administered without dose-adjustment. }" 
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{ Introduction:} Treatment with non-steroidal antiinflammatory drugs (NSAIDs) increases the 

risk of developing gastrointestinal lesions. For prophylaxis or treatment of such lesions, 

antisecretory drugs are used. Pantoprazole is a potent proton pump inhibitor with a low potential 

to interact with the P450 enzyme system. In particular, lack-of-inter-action with CYP2C9, the 

subenzyme mainly responsible for metaboli-zing most of the NSAIDs, (e.g. diclofenac) has been 

shown. However, as pantoprazole and NSAIDs may be frequently co-administered a further 

interaction study was performed.  

{ Methods:} 24 healthy male subjects (age 18 - 41 yrs, body weight 65 - 89 kg) were given: - 

pantoprazole 40 mg sid, - naproxen 250 mg bid, - pantoprazole 40 mg sid + naproxen 250 mg 

bid for 7 days each in a randomized order. Blood was frequently collected on day 7 (steady state) 

of each period for pharmacokinetic analysis (AUC and C{\dn6 max}). Lack-of-interaction was 

evaluated using the bioequivalence approach.  

{ Results:} \tx1725\tx3300\tx4890\tx6585\tx8150\fs4 \ul Pharmaco-kinetics \ul geom. mean (68 

% range), N = 24 \ulnone Ratio Test/Ref (90% Cl) Reference: Test: \tab \tab \tab \tab Naproxen 

naproxen naproxen+panto AUC (mgxh/l) 519 (455-591) 518 (450-596) 1.00 (0.96-1.04) C{\dn6 

max} (mg/l) 62.7 (52.9-74.3) 66.1 (55.6-78.7) 1.05 (0.96-1.16) Pantoprazole panto 

panto+naproxen AUC (mgxh/l) 3.13 (1.98-4.92) 3.39 (2.11-5.46) 1.09 (1.01-1.17) C{\dn6 max} 

(mg/l) 2.32 (1.62-3.31) 2.24 (1.57-3.18) 0.96 (0.87-1.07) \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Lack-of-interaction between pantoprazole and naproxen is concluded as the 90% 

CI are well within the accepted range for bioequivalence of 0.8-1.25. All treatments were well 

tolerated. There were no clinically relevant changes in vital signs, ECG or clinical laboratory. 

Thus, both drugs can be safely co-administered without dose-adjustment. }" "PANTOPRAZOLE 

LACKS INTERACTION WITH THE NSAID NAPROXEN IN MAN"  
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{ Objective:} Celecoxib generally is associated with fewer gastrointestinal (GI) symptoms 

compared to conventional non steroidal anti-inflammatory drugs (NSAIDs). The relationship 

between GI symptoms and ulcer complications is uncertain.  

{ Methods:} Data from the Celecoxib Long-term Arthritis Safety Study (CLASS) were analyzed 

to determine the rate of GI symptoms associated with NSAIDs (ibuprofen [I], diclofenac [D] and 

celecoxib [C]) and the relationship between GI symptoms and ulcer complications. This 

randomized, multicenter double-blind trial was conducted in 7,968 patients. Patients received C 

400 mg BID (n=3,987), I 800 mg TID (n=1,996), or D 75 mg BID (n=1,985) for a minimum of 6 

months (exclusive of early withdrawals).  

{ Results:} Celecoxib was better tolerated with respect to GI symptoms than D, and as well 

tolerated as I (see table; *, p<0.05). Withdrawals for moderate/severe GI symptoms tended to 

occur early (<90 days). The occurrence of moderate/severe GI symptoms was a risk factor for 

ulcer complications with relative risks of 2.0, 13.8 and 4.9 on C, D, and I, respectively. Rates for 

observed ulcer complications for patients on C and NSAIDs were 0.8% and 1.5%, respectively 

(p=0.09). When these rates were adjusted for early withdrawals for GI symptoms, the expected 

difference between C and NSAIDs was increased: 1.0% and 2.3%, respectively (p=0.013). 

Although, GI symptoms were a risk factor for ulcer complications, the positive predictive value 

was low as <50% of ulcer complications were preceded by moderate/severe GI symptoms. 

\tx2610\tx3975\tx5250\tx6120\tx8150\fs4 \ul Moderate/severe GI symptoms C 400 mg BID D 

75 mg BID I 800 mg TID \tab \tab \tab \tab Abdominal Pain 7.2% 11.0%* 7.5% Diarrhea 4.8% 

7.1%* 3.7% Dyspepsia 7.0% 7.5% 6.5% Nausea 4.0% 5.3%* 4.1% Vomiting 1.9% 2.0% 1.8% 

GI Withdrawals 7.5% 9.6%* 7.5% \tab \tab \tab \tab d\fs20  

{ Conclusions:} Celecoxib at supratherapeutic doses is associated with fewer GI symptoms than 

conventional NSAIDs. Moderate/severe GI symptoms are a risk factor for ulcer complications, 

and early withdrawals for such tend to minimize the safety profile of celecoxib. GI symptoms 

are, nonetheless, poor predictors of serious toxicity. Sponsored by G.D. Searle & Co. }" 
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{ Objective:} Non steroidal anti-inflammatory drugs (NSAIDs) exert toxic effects on the entire 

gastrointestinal (GI) tract including the intestine and colon, manifesting often as chronic GI 

blood loss.  

{ Methods:} Data from the Celecoxib Long-Term Arthritis Safety Study (CLASS) were 

analyzed to compare the incidence of patients manifesting clinically significant decreases in 

hemoglobin (> 2g/dl) or hematocrit (>10 points) (H/H) associated with the COX-2 specific 

inhibitor, celecoxib (C), at supratherapeutic doses to NSAIDs at ordinary therapeutic doses. This 

randomized, multicenter double-blind trial was conducted in 7,968 patients. Patients received C 

400 mg BID (n=3,987), ibuprofen (I) 800 mg TID (n=1,996), or diclofenac (D) 75 mg BID 

(n=1,985) for a minimum of 6 months (exclusive of early withdrawals).  

{ Results:} Celecoxib was associated with a lower incidence of clinically significant decreases in 

H/H relative to NSAID comparators in all analyses performed (see table; *, p<0.05). The rate on 

C was similar to the rate seen on placebo derived from previous controlled clinical trials (1.6%). 

Clinically overt bleeding was uncommon. Patients on NSAIDs manifested significant decreases 

in iron/total iron binding capacity ratios compared to patients on C. 

\tx2295\tx3660\tx4935\tx5805\tx8150\fs4 \ul Patient Group C 400 mg BID D 75 mg BID I 800 

mg TID \tab \tab \tab \tab All patients (pts) 2.4% 4.4%* 5.7%* Pts excluding ulcer bleeds 2.3% 

4.4%* 5.3%* Pts excluding all ulcers 2.2% 4.3%* 5.3%* Osteoarthritis pts 2.4% 3.6%* 5.7%* 

Rheumatoid arthritis pts 2.3% 6.7%* 5.6%* Pts not on aspirin 1.9% 3.7%* 5.2%* Pts on aspirin 

4.1% 6.9%* 7.5%* \tab \tab \tab \tab d\fs20  

{ Conclusions:} NSAIDs produce significant decreases in H/H and depletion of iron stores most 

likely from chronic GI blood loss during long-term therapy. Celecoxib at supratherapeutic doses 

is associated with a reduced incidence of such chronic GI blood loss relative to NSAIDs. 

Sponsored by G.D. Searle & Co. }" "CELECOXIB IS ASSOCIATED WITH REDUCED 

CHRONIC GASTROINTESTINAL BLOOD LOSS RELATIVE TO NONSTEROIDAL ANTI-

INFLAMMATORY DRUGS"  
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Maria Tzouvala, Konstantinos Patikos, Maria Mylonaki, Eftychia Tsironi, Vassileios Xourgias, 

Demetrios Karamanolis  

\i ``Tzaneion General Hospital, Piraeus, Greece The role of H. pylori (H.p.) in bleeding ulcers in 

NSAIDs users remains controversial.  

{ Aim:} To investigate, prospectively, the role of H.p. in bleeding and non-bleeding peptic ulcers 

in NSAIDs users. { Patients/method:} Eighty-five patients who presented at the emergency room 

with upper GI bleeding and have been receiving NSAIDs during the last week (Group 1), as well 

as, 51 symptomatic, NSAIDs users (during the last week) [32 M/19 F, age (mean±SD) 49±16 

(range 20-81) yrs], with endoscopically detected peptic ulcer (Group 2), were included in the 

study between March 1998 and September 1999. H. p. status has been evaluated by serology, 

rapid urease test and histology. The distribution of ulcers (gastric, duodenal), the type of the 

NSAIDs (aspirin, non-aspirin), smoking and alcohol consumption have been recorded.  

{ Results:} In group 1, duodenal ulcer was detected in 29 (34 %) pts, gastric ulcer in 56 (66 %) 

pts, 47 (55 %) pts reported aspirin consumption and 34 (40%) pts presented with dyspeptic 

symptoms before bleeding. In group 2, duodenal ulcer was detected in 27 (53 %) pts, gastric 

ulcer in 24 (47 %) pts, 26 (51 %) pts reported aspirin consumption. H.p. was positive in 60 

(71%) pts of group 1 versus 25 (49%) pts of group 2 (p= 0,01). In duodenal ulcer patients H.p. 

positivity was significantly related to bleeding (22/29 pts vs 13/27, p=0,03). In gastric ulcer pts 

H.p. was frequently positive in bleeders though this observation did not reach statistical 

significance (38/56 pts vs 12/24pts, p=ns). The type of the NSAIDs, smoking and alcohol 

consumption were neither related to bleeding nor H.p. status.  

{ Conclusions:} A severe complication such as bleeding in NSAIDs users is significantly 

correlated with H.p. status. }" "IS THERE A RELATIONSHIP BETWEEN H.PYLORI AND 

BLEEDING, IN NSAIDS USER PATIENTS, WITH PEPTIC ULCER?"  
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Alginates are a group of naturally occurring polysaccharides found in seaweed whose function is 

to contribute to the strength and suppleness of the plant. The ability of a series of alginates (FMC 

Biopolymer a.s, Norway) to decrease gastric damage was tested using a rat model in which 

mucosal lesions were induced by a combination of indomethacin and restraint. The well 

established cytoprotective agent epidermal growth factor (EGF) was used as a positive control. 

To examine whether orally administered alginates could prevent gastric damage, they were 

administered by gavage at a concentration of 4mg/ml in a total volume of 2ml, and EGF was 

administered at a concentration of 50 \'b5g/kg. Sprague-Dawley male rats received alginate, 

EGF, or distilled water alone followed, 30 minutes later, by a subcutaneous injection of 

indomethacin (20mg/kg). They were then placed in restraint cages. At least six animals per test 

substance were used. After three hours the animals were killed, their stomachs removed and 

assessed for macroscopic damage to the mucosal surface. We showed that administration of 

alginates by gavage decreased indomethacin- and restraint-induced gastric damage by varying 

degrees. Specifically, one alginate grade, H120L, decreased damage by approximately 50%, 

similar to the reduction in damage seen with EGF. We conclude that certain alginates possess 

gastromucosal protective activity. We postulate that H120L enhances mucosal repair by 

stimulating the initial re-epithelialisation by cell migration after binding to the epithelium. }" 
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{ Background:} There is not currently validated questionnaire for assessment the presence and 

global measurement of the severity of dyspepsia. The primary endpoint in clinical trials 

involving patients with a variety of upper gastrointestinal disorders is subjective reduction in 

symptomatology.  

{ Aim:} The objective in this study is to evaluate three attribute that are necessary for use of 

symptom severity scoring system as outcome measures in clinical trials: reproducibility, 

responsiveness to treatment and validity of this instruments. { Setting:} Gastroenterology and 

Endoscopy Unit of S. Orsola Hospital.  

{ Methods:} Unselected patients are interviewed by a trained gastroenterologist on the presence 

and severity of dyspepsia, defined as symptoms at least 12 weeks, wich need not be consecutive, 

within the preceding 12 months (Update Roma Criteria 1999). Symptom subgroups for 

functional dyspepsia are proposed, based on patient ranking of the most bothersome complaint. 

For intra-observer variation, one author (A) interviewed 73 patients with a variety of upper 

gastrointestinal symptoms (38 female, 35 male; mean age 49). The interview was repeated on 

week later by the same author (A{\dn6 1}), prior to any diagnostic or therapeutic intervention, 

who was blinded to the dyspepsia score for the first interview. For inter-observer variation, 73 

patients were interviewed by one author (A) and the interview was repeated on a separate 

occasion within 24 h by a second interview (B) who was blinded to the score from the first 

interview. The responsiveness of the questionnaire was assessed by comparing dyspepsia scores 

before and one month after receiving appropriate therapy (C). Validity was measured by 

comparing the symptom scores of the dyspeptic patients to those of healthy volunteers subjects 

(D). Gastrointestinal symptom severity was scored by 5-point Likert scale.  

{ Results:} {\i Reproducibility:} the mean dyspepsia score for the first author was 4.3 (range 1-

7.1) and for the second author 3.3 (range 1-5.9) with a coefficient of correlation between the two 

authors of 0.9 (Spearman rank correlation); the questionnaire scores did not significantly vary 

during the one-week interval. The mean dyspepsia score performed on day one was 4.3 and 

within 24 h it was 3.2 (range 1-5.2). {\i Responsiveness:} the symptom scores changed after 

treatment between A and C operators and were compared using Wilcoxon test. Before treatment 

mean dyspepsia scores was 4.3 and fell to 1.78 (range 1.1-3) after 4 weeks of the end of therapy. 

{\i Validity:} the mean score in 75 healthy volunteers was 1.29 (range 1-2.08) and was 

significantly higher in 73 patients with upper gastrointestinal disorders (mean 4.3) (p < 0.0001; 

Mann Whitney U-test).  



{ Conclusions:} This questionnaire is a valid, reliable and responsive disease-specific index for 

measuring the presence and severity of dyspepsia. In addition, it is rapid and simple to perform 

and provides to detecting change in the symptom scores. }" "A VALIDATION OF 

QUESTIONNAIRE FOR MEASURING THE PRESENCE AND SEVERITY OF DYSPEPSIA"  
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{ Background:} The impact of masticatory deficiency (m.d.) on the stomach in edentulous 

patients (pts) with dyspepsia is unknown.  

{ Aim:} To evaluate the changes of gastric mucosa in pts with dyspepsia and different degrees of 

m.d..  

{ Methods:} In 40 dyspeptic pts (18 F/22 M, aged 24-65, {\i av.} 47.5) with m.d and in control 

dyspeptic group (40 pts) with normal mastication (C), endoscopic specimens from {\i antrum} 

and {\i corpus} were evaluated acc. to Sydney system and urease test. M.d. was assessed in 

dynamic test (chewing of silicone mass Optosil Bayer with 20, 40, 60 or 80 strokes, drying of 

comminuted particles and sieving them through 11 steel sieves with decreasing apertures 5.6 

mm-0.125 mm of diameter. The mass from every sieve was weighed and X{\dn6 50} (aperture 

of sieve to pass 50% of test mass) was calculated from the curve of particle size distribution.  

{ Results:} The median of X{\dn6 50} after 80 strokes was 5.30 mm. The highest combined 

inflammatory score (CIS) was in {\i antrum} of severe m.d. pts (X{\dn6 50} > 5.3): 6.0 ± 1.14 

{\i vs} pts with moderate m.d (X{\dn6 50} < 5.3): 5.0 ± 1.88 (p < 0.02), and {\i vs} C: 3.75 ± 

1.24 (p < 0.001). CIS in {\i corpus} was lower: 4.50 ± 1.17 in severe m.d. {\i vs} 3.08 ± 1.53 in 

C (p < 0.002). Similarly, the highest {\i Helicobacter pylori (H.p.)} score was in {\i antrum} of 

severe m.d. pts: 3.00 ± 1.04 {\i vs} 1.50 ± 1.28 in moderate m.d. (p < 0.02) nd 0.68 in C (p < 

0.001). The rate of {\i H.p.} was higher in m.d. pts both in urease test::80% {\i vs} 55% and in 

histopathology: 77.5% {\i vs} 52.5% in C (p < 0.05).. { Summary:} In dyspeptic pts with severe 

m. d., the rate of marked gastritis and {\i H. p.} infection was higher (especially in {\i antrum}) 

than in dyspeptic pts with moderate m.d. and even more than in patients with normal mastication. 

{ Conclusion:}  The impairment of masticatory function could play some causative role in the 

development of chronic gastritis and permissive role in {\i Helicobacter pylori} infection. }" 
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Benjamin Fischler, V\'e9ronique De Gucht  

\i University Hospital Gasthuisberg, Dept. of Liaison Psychiatry, Catholic University Leuven, 

Leuven, Belgium { Rationale:} Psychosocial and psychopathological factors have been shown to 

be associated with impairment of quality of life in the irritable bowel syndrome (IBS). Visceral 

hypersensitivity has been demonstrated in IBS and in functional dyspepsia (FD) and is 

considered to be a physiopathological mechanism.  

{ Purpose:} Analyse the contribution of psychosocial variables to hypersensitivity to gastric 

distention in FD.  

{ Methods:} A gastric barostat procedure using isobaric distentions was performed in 74 FD 

subjects. Psychosocial data have been obtained for 57 patients. Trait measures such as 

neuroticism (NEO-FFI), alexithymia (TAS-20), a trauma questionnaire (Drossman, Drummond) 

and a somatization questionnaire (DSM-III-R & DSM-IV symptoms) have been used. 

Hypersensitivity status was based on a pressure discomfort cut-off score lower than 95%CI of 

healthy controls.  

{ Results:} Logistic regression demonstrated that a history of sexual trauma was the best 

predictor of hypersensitivity status (p = 0.011). Hypersensitivity to gastric distention was found 

in 45.6% of the FD patients. Of these, 42.3% reported psychotrauma whereas only 12.9% of 

those without hypersensitivity reported trauma (p = 0.012). Neuroticism and somatization were 

found to be significantly correlated (r > 0.50) to discomfort and first perception hypersensitivity.  

{ Conclusions:} psychosocial dimensions such as sexual trauma are involved in 

physiopathological mechanisms in FD. }" "PSYCHOSOCIAL CORRELATES OF GASTRIC 

HYPERSENSITIVITY IN DYSPEPSIA"  
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A87 DIFFERENT DEMOGRAPHIC AND CLINICAL CHARACTERISTICS, HP INFECTION 

AND GASTRIC EMPTYING OF PATIENTS WITH FUNCTIONAL GASTRODUODENAL 

DISORDERS CLASSIFIED ACCORDING TO THE ROME II CRITERIA  

Cesare Tosetti, Vincenzo Stanghellini, Beatrice Salvioli, Laura Cogliandro, Rosanna Cogliandro, 

Roberto Corinaldesi  

\i Department of Internal Medicine, University of Bologna, Bologna, Italy A novel 

classifications of patients with functional gastroduodenal disorders (FGDD) based on 

predominant symptoms has been recently proposed (Rome II Criteria;Gut 1999;45 SupplII:II37-

II42). This study was aimed to evaluate the demographic and clinical characteristics, including 

H.pylori (Hp) infection and gastric emptying (GE) of solids, of 87 consecutive patients with 

FGDD seen in a referral centre, classified according the Rome II Criteria. Exclusion criteria 

were: organic, systemic or metabolic diseases, predominant GERD or IBS symptoms. Most of 

patients were classified as having ``functional dyspepsia (n=78). Five patients presented 

``functional vomiting (males = 0, <45 yrs = 4, BMI<20 kg/m2 = 0, Hp+ve = 3, delayed GE = 0), 

and 4 patients ``aerophagia (males = 3, <45 yrs = 1, BMI<20 = 0, Hp+ve = 2, delayed GE= 2). 

Patients with functional dyspepsia were further classified according predominant symptoms. 

\tx1455\tx2040\tx2985\tx4065\tx5370\tx6315\tx7200\tx8150\fs4 \ul \tab \tab \tab Subgroup N 

gender Age BMI Hp GE (males) (<45 yrs) (<20 kg/m{\up6 2} ) (%+ve) (% delayed) \tab \tab 

Ulcer-like 9 89%* 56% 11% 56% 0% * Dysmotility-like 53 43% 57% 23% 42% 45% 

Unclassified 16 38% 69% 19% 63% 50% \tab \tab P<0.02 vs Dysmotility-like and Unclassified; 

X{\up6 2} test.  

{ Conclusions:} 1) Functional vomiting (6% of FGDD) is characterized by female gender, age 

<45 yrs, normal body weight, normal GE; 2) aerophagia (5% of FGDD) is characterized by male 

gender, age >45 yrs, normal body weight, rare delayed GE; 3) delayed GE is extremely rare in 

ulcer-like functional dyspepsia. }" "DIFFERENT DEMOGRAPHIC AND CLINICAL 

CHARACTERISTICS, HP INFECTION AND GASTRIC EMPTYING OF PATIENTS WITH 

FUNCTIONAL GASTRODUODENAL DISORDERS CLASSIFIED ACCORDING TO THE 

ROME II CRITERIA"  
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{ Introduction:} The pathogenesis of functional dyspepsia (FD) may involve alterations in the 

brain-gut axis but this remains incompletely understood. Mast cells (MCs) may be key 

components in signalling between these. MC classification is based on neutral protease content: 

tryptase only (MCT) and tryptase and chymase (MCTC). An imbalance in subpopulations could 

alter signalling pathways and contribute to FD.  

{ Aims:} To identify MC subpopulations in human archival gastric mucosal biopsies from 

normal controls and functional dyspeptics, taking Helicobacter pylori (Hp) status into account.  

{ Methods:} Antrum and corpus biopsies from 53 age-sex matched patients were included 

(Rome criteria): normal n=11; Hp+ve FD n=21; Hp-ve FD n=21. Symptoms, medications, OGD 

result, and histopathology were noted. MC proteases were detected in paraffin sections of 

formalin fixed tissue by immunohistochemistry. The total number of MCs / field were counted 

by light microscopy (\'d71000 mag.) and divided into % MC{\dn6 T} and % MC{\dn6 TC}.  

{ Results:} MCs were detected in control antrum (2.96/field) and corpus (3.64/field), increasing 

to 4.93 (p<0.01) and 6.17 (p<0.005) respectively in Hp+ve FD and 5.24 (p<0.04) and 6.72 

(p<0.01) respectively in Hp-ve FD. The proportion of MC{\dn6 T} in controls was 55.5% in 

antrum and 53.5% in corpus. The table shows numbers of FD patients with altered 

subpopulations and (mean % MC{\dn6 T}). Subpopulations were significantly different in 

Hp+ve FD antrum (p<0.01) and corpus (p<0.02) and in Hp-ve FD antrum (p<0.002). 

\tx1665\tx3150\tx4545\tx5535\tx8150\fs4 \ul Group Shift to MC{\dn6 TC} Control Shift to 

MC{\dn6 T} \tab \tab \tab \tab Hp+ve FD antrum 15 pts (16.8%) 0 6 pts (69.0%) Hp+ve FD 

corpus 17 pts (19.1%) 0 4 pts (80.4%) Hp{\f1 -}ve FD antrum 14pts (13.7%) 3 pts (51.4%) 4 pts 

(66.5%) Hp{\f1 -}ve FD corpus 8 pts (19.1%) 6 pts (51.5%) 7pts (77.3%) \tab \tab \tab \tab 

d\fs20  

{ Conclusions:} The proportions of MC{\dn6 T} and MC{\dn6 TC} are altered in mucosa from 

FD patients and can occur in the presence or absence of Hp. These findings warrant further 

investigations into the role of MCs in the pathogenesis of FD. }" "MAST CELL 

SUBPOPULATIONS ARE ALTERED IN FUNCTIONAL DYSPEPSIA"  
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{ Background:} Both headache and dyspepsia are among common complaints in most countries. 

Traditionally ancient Iranian physicians believed that these two conditions are related.  

{ Aim:} To find out whether there is any association between dyspepsia GORD and headache.  

{ Material and method:} In a cross sectional community based survey in a well defined 

population older than 15 years around Shiraz south of Iran with adult population of 1118,1032 

(92.6%) agreed to partipitate in an interview by study group. A validated questionnairre 

concerning demographic features presence of headache its type and severity presence of GORD 

and dyspepsia their severity and frequency were filled during interview by study group.  

{ Results:} 1032 (39% Male) participated in the study with mean age of 34.6 years(SD=14.6). 

Dyspepsia GORD and migraine headache as defined by international headache society criteria 

were found in 32.5%,24.3% and 22%. Kappa coefficient between dyspepsia and migraine 

headache was 0.166 (95% C.I=2.106 (1.514-2.929)) PV<0.001. 8.33% had GORD and migrain 

headache simultanously.Of these 60.5% believed GORD proceeded their headache. 

{ Conclusion:}  Migrain typpe of head ache may have relation to dyspepsia and GORD }" 

"DYSPEPSIA, GORD AND HEADACHE ARE THEY RELATED?"  
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It is proposed in the UK that all patients with suspected upper gastrointestinal cancer will be seen 

by a specialist within two weeks of referral from their general practitioner. We have started a 

one-stop dyspepsia clinic to try to anticipate this demand. The first hour of a weekly 

gastrointestinal clinic is set aside to assess patients referred with dyspepsia. A purpose-designed 

referral form is used; there is no restriction at present on access to the system by age or 

symptomatology. Patients attend starved and, after a clinical evaluation by a gastroenterologist, 

blood tests, abdominal ultrasound scan or gastroscopy are performed if indicated. The first 100 

cases were seen between November 1999 and April 2000; there were 48 men and 52 women and 

ages ranged from 15-84. A further five patients failed to attend, four appointments were 

cancelled and one patient was admitted to hospital elsewhere. Three patients were referred 

inappropriately and were returned to their GP without any tests. 84 patients were gastroscoped 

and 11 had an ultrasound scan [nine of these had both tests]. Of the gastrocopies, 30 [35.7%] 

showed oesophagitis, 24 [28.6%] gastritis or duodenitis, 4 [4.8%] peptic ulceration and 6 [7.1%] 

oesophageal or gastric cancer - all at an advanced stage. Of the 16 patients who were not 

endoscoped, one had a palpable colorectal cancer and one a pancreatic cancer seen on 

ultrasound. The other ultrasound scans revealed two cases of gallstones, one of chronic liver 

disease and one of possible pancreatitis in an alcoholic. 42 patients were referred with ``alarm 

symptoms; 4 of these had gastric cancer and 1 oesophageal cancer. One patient with oesophageal 

carcinoma and one with a palpable caecal tumour had no alarm symptoms recorded by the GP. 

The median wait for a one-stop clinic appointment was 16.5 days [range 1-77], but waiting times 

increased as the system became established. 70% of cases were returned to primary care after a 

single clinic visit. The one-stop clinic is popular with patients as most cases are dealt with at a 

single hospital attendance. The pick-up rate of serious pathology - particularly at a curable stage 

- is, at present, low and the referral criteria may need tightening. It is unlikely that this scheme 

will answer the two-week wait for cancer assessment without modification. }" "FIRST 

RESULTS FROM A ONE-STOP DYSPEPSIA CLINIC"  
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A test and treat policy has been suggested as the most cost effective method of managing young 

patients with dyspepsia. By doing so, it has been shown in some studies that the general 

endoscopy workload can be potentially be reduced.  

{ Aim:} To assess the impact the Urea Breath Test (UBT) service has had on the Open Access 

Endoscopy (OE) workload in this District Hospital, with a large service requirement.  

{ Method:} An Open Access UBT service (for General Practitioners) was initiated in this 

hospital in October 1995 for patients under 40 years old with dyspepsia and no alarm symptoms. 

A retrospective review of all OE data from this hospital was performed on a 12 month period 

before (October 1994 - September 1995)and after (October 1997 to September 1998) the UBT 

service. Serious pathology was defined as peptic ulcer disease, oesophagitis and sequelae, and 

malignancy. In addition, we also studied the results of patients that attended the UBT service 

during the latter period. Statistical calculations were performed using chi-square analysis.  

{ Results:} In the pre-UBT year, a total of 798 patients attended for OE(18%<40 years, 82%>40 

years). In the post-UBT year, the total had increased to 1905 patients(16%<40 years, 84%>40 

years). The Standardised Referral Ratio (SRR) for both age groups were significantly higher in 

the post-UBT year, with a ratio of 210 in the <40 year group(95%CI=187 to 235) and 244 in the 

>40 year group(95%CI=233 to 257). The SRR for both age groups in the pre-UBT year was 

defined as 100. In the <40 year group, 6% had serious pathology post-UBT when compared to 

7% in the pre-UBT year(p>0.1). However, in the >40 year group, the proportion of serious 

pathology decreased from 37% to 27%(p<0.01). During the post-UBT year, 457 patients 

attended the UBT service. 24.5% were found to be H. Pylori positive with a 66.3% eradication 

rate.  

{ Conclusions:} Contrary to published evidence, there has been a significant increase in our OE 

workload despite a well established Test and Treat policy. We feel that patients and GPs still find 

a negative endoscopy more reassuring although it is more invasive. Alternatively, it may be that 

practice in primary care in this region has not changed despite repeated education and current 

guidelines. }" "3 YEAR EXPERIENCE OF A TEST AND TREAT POLICY IN A DISTRICT 

HOSPITAL"  
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H. pylori (HP) infection is often diagnosed in patients with functional dyspepsia (FD) or non-

ulcer dyspepsia. The aim of this retrospective study was to report any differences in HP 

eradication rate between patients with and without endoscopic findings using various treatment 

regimens.  

{ Methods:} Among 248 patients with HP infection (F:92, M:156 with mean age 52.5 and 

range:20-79 yrs) 106 (group A; F:56, M:50 with mean age 51.9) had FD with normal endoscopy 

or minimal endoscopic findings and 142 (group B; F:61,M:81 with mean age 52.2 yrs) had 

peptic ulcer or erosive gastroduodenitis. Regimens were based in either proton pump inhibitor 

(PPI) or ranitidine bismouth citrate (RBC) in combination with two antibiotics from: 

clarithromycin(250 or 500mg), amoxicillin(1g), tetracycline-HCl(500mg), 

metronidazole(500mg) and tinidazole(500mg), all given bid for 1 week. Endoscopy was repeated 

4 weeks after the end of the treatment and HP eradication was considered successful if both rapid 

urease test and histology from antrum and corpus were negative.  

{ Results:} There were no significant differences between the 2 groups with respect to age, 

gender, alcohol and NSAIDs consumption; however, patients in group B were more likely to be 

smokers(p<0.001). HP was eradicated in 195/248 patients(78.6% with 95% CIs 73.5%-83.7%). 

Eradication rate was higher in group B compared to group A(81.7% vs 73.6%) but the difference 

was not significant (x{\up6 2} test; p>0.05). Moreover, there was no significant difference in HP 

eradication rate between patients in the 2 groups treated either with a PPI or a RBC based 

regimen. 

{ Conclusion:}  Patients with functional dyspepsia appear to respond equally successfully to HP 

eradication therapies compared to patients with peptic ulcer disease. }" "EFFICACY OF 

HELICOBACTER PYLORI ERADICATION REGIMENS IN FUNCTIONAL DYSPEPSIA - 

COMPARISON WITH PEPTIC ULCER DISEASE"  
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Experimental stressful events may result in a delayed gastric emptying (GE). However, no data 

are available on the effect of relaxation techniques on gastric emptying. We studied GE in 9 

healthy controls (5 males, age range 24-60 yrs) and in 10 dyspeptic patients (Rome II criteria; 3 

males, age 23-57 yrs), by ultrasound measurement of antral diameters after a 800 Cal mixed 

meal (pasta with meat sauce, ham, soft fatty cheese, bread, water). Total emptying time (TET) 

was calculated as the time in minutes required for the return of antral section to the basal values. 

All subjects were evaluated under three conditions: {\i A - no premedication;} {\i B} - after oral 

{\i Cisapride}, 10 mg; {\i C} - during and after {\i hypnotherapy}, 90 minute session started 30 

minutes after the meal. Trance was induced in naive subjects by relaxation by verbal suggestion 

and deepened by standard techniques; gut-oriented suggestions were given through visualization 

of water in a river and in a waterfall. Mean±1 SEM are reported. The non parametric Friedman 

test for paired data and, when positive, the Students t test for paired data were used.  

{ Results:} TET was 260.5±12.5 min (236±16.6 in controls, 282±18.5 in dyspeptics; p=0.07). 

When all studied subjects were considered, TET was shortened by cisapride (225.8±9.5) but 

even more by hypnosis (151.6±7.1) (Friedman test p<0.001; Students t test p<0.001 for A vs B, 

A vs C and B vs C). A highly significant difference (p<0.001) by the Friedman test and for all 

contrasts (Students t test) was maintained when only dyspeptic patients where taken into 

consideration. In controls there was still a highly significant difference among all tests (p<0.004, 

Friedman test) and between hypnotherapy and the no medication and Cisapride tests (p<0.004 

and p<0.02), but not between A vs B.  

{ In conclusion}, the hypnotic relaxation state is effective in shortening gastric emptying both in 

normals and in dyspeptic patients. }" "EFFECT OF GUT-ORIENTED HYPNOTHERAPY ON 

GASTRIC EMPTYING IN NORMAL CONTROLS AND IN DYSPEPTIC PATIENTS"  
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{ Background:} While dyspeptic patients in primary care often receive empirical treatment with 

antisecretory drugs, a substantial part of them suffers from motility disturbances. It is unknown 

whether prokinetic therapy is more effective than antisecretory therapy in uninvestigated primary 

care dyspepsia.  

{ Method:} A randomized, double-blind trial comparing the effectiveness of four weeks of 

cisapride 10 mg bid with that of ranitidine 150 mg bid, with three months follow-up. Included 

patients had dyspeptic symptoms with a low likelihood of organic (ulcer, reflux, or malignant) 

disease, i.e. absence of alarm symptoms or a history of PUD or GERD. Treatment failure was 

defined as no response to treatment or a relapse of symptoms within the follow-up period. In 

addition, the effect on dyspepsia severity, response to treatment after 4 weeks, and time to 

relapse were studied.  

{ Results:} For all randomized patients, the incidence of overall treatment success after three 

months F-U with cisapride was 122/249 (49.0%) and with ranitidine 107/247 (43.3%); the risk 

difference was 5.7% (95% CI -3.1 to 14.0%); the difference in symptom severity score after 4 

weeks of treatment was 0.3; 95% CI -0.4 to 1.0. For patients responding to 4 weeks treatment, 

relapse-free time was 86 days in the cisapride group and 79 days in the ranitidine group 

(p=0.005). 

{ Conclusion:}  Prokinetic and antisecretory therapies are equally effective in primary care 

patients with uninvestigated dyspeptic complaints, though relapse rates are lower in patients 

treated with cisapride. }" "DYSPEPSIA IN PRIMARY CARE: PROKINETIC THERAPY OR 

ACID SUPPRESSION?"  
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{ Introduction:} Intestinal metaplasia (IM) is an important sequence in the cas-cade of the 

pathogenesis of the gastric cancer (GC). The relationship bet-ween IM and gastric dysplasia 

(GD) is intricate and incompletely explained.  

{ Aim:} The assessment of the progressive potential of the IM processes into various forms of 

GC through progressive lesions of GD. { Material and method:} Between 1989 - 1999 having in 

view the incidence of IM and GD there have been followed up 148 GC (24.32% women and 

75.68 % men) average age of 60.75, positive H.pylori. We have used the Goseki Classification 

for GC, GD being differentiated in metaplasic type (MGD) and non-metaplasic type (NMGD). 

The endoscopic biopsies were drawn from the edges of the tumor, one centimeter for from it. IM 

was graded in type I, II and III.  

{ Results:} There have been found lesions of NMGD in 42.21% cases without IM. In the patients 

with GC type I Goseki, MGD and NMGD, the lesions were aproximately equal (11.39% 

respectively 10.72%). In the patients with GC type II Goseki, MGD prevails (12.06%) in 

comparison with NMGD (7.37%), and in the patients with GC type III and IV Goseki, NMGD is 

more frequent (42.88%) in comparison with MGD (14.07%). In types II and IV Goseki,NMGD 

has associated IM lesions of various degrees in the mucosa at a distance from the tumor (without 

IM 32.83%,type I-1.34%,type II-8.71%,type III-14.07%).  

{ Conclusions:} The different incidence of MGD and NMGD as compared to the types of GC 

may be linked with the existence of several cell clones with various potentials of differentiation. 

The early discovery of GC that appearon such lesions ask for a ``mapping every 12 month. The 

evolution of GD degree may represent a therapeutic and prognostic element. }" "THE 

RELATIONSHIP AMONG INTESTINAL METAPLASIA, GASTRIC DYSPLASIA - 

GASTRIC CANCER"  
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{ Background:} Gastric Intestinal Metaplasia (IM) is considered a precursor of gastric cancer 

and seems to be associated with Helicobacter Pylori (HP) infection, but little is known on how 

alcohol and tobacco consumption affects its prevalence.  

{ Methods:} We reviewed patients who underwent upper GI endoscopy between January 1999 

and May 2000, among whom 180 patients with IM confirmed by pathology were identified and 

interviewed about their alcohol consumption and smoking habits. Same questions were asked to 

a control Group (II) of 180 patients, without IM, age and sex matched, recording HP status of all 

patients. Fishers and Student {\i t} tests were used to analyze data; {\i p} values {\f1\'a3} 0.05 

were considered statistically significant.  

{ Results:} Mean age of patients was: Group I (with IM) 58.5 ± 16 years (range 24-90) with 85 

(47%) males and 95 (53%) females; Group II 58.6 ± 14.9 years (range 33-97) with 81 (45%) 

males and 99 (55%) females. No statistical difference was found between the two groups ({\i p} 

value of 0.93 for age and of 0.67 for gender). Mean tobacco consumption (converted in pack-

years) was 25.7 ± 19 and 20.3 ± 23.1 ({\i p} value of 0.016). Mean alcohol consumption 

(converted in servings per day) was 2.08 ± 3.27, 1.99 ± 3.50 ({\i p} value of 0.26). HP was found 

in 80 (44%) patients of Group I and in 63 (35%) patients of Group II ({\i p} value of 0.042). 

Within Group I, HP positive patients tend to be younger than HP negative patients: 56 ± 16.1 

years versus 62.4 ± 16.5 years ({\i p} value of 0.0043).  

{ Conclusions:} Among patients undergoing upper GI endoscopy, those with IM are heavier 

smokers and more often HP positive, without necessarily being bigger alcohol consumers. 

Younger patients with IM are more often infected with HP. }" "SMOKING AS RISK FACTOR 

IN GASTRIC INTESTINAL METAPLASIA"  
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COX-2 and Prostaglandin E2{\f1 a} (PGE 2{\f1 a}) over-expression is observed in 70-80% of 

gastric adenocarcinomas and has been demonstrated in Helicobacter pylori (Hp) positive gastritis 

in vivo, although expression is confined to lamina propria immunocytes. Several cancer cell lines 

can be induced to express COX-2 by the addition of pro-inflammatory mediators in vitro.  

{ Methods:} MKN-7 and MKN-45 gastric cancer cell lines were grown in tissue culture flasks, 

serum starved for twelve hours and then live Hp strain 11637 were added at a ratio of 100 

organisms per cell. Cells and supernatants were collected. PGE 2{\f1 a} production was 

measured in the supernatant using ELISA (R&D systems). COX-2 protein expression was 

assessed using western blotting with a monoclonal antibody raised against human COX-2 

(Cayman chemicals) with ovine COX-1 and COX-2 standards (Cayman Chemicals) and COX-2 

mRNA was measured using competitive quantitative PCR.  

{ Results:} COX-2 mRNA expression increased from a baseline of 9x106 copies per mg RNA to 

a peak of 1x108 at 3 hours, then decreased to baseline again at 5 hours. COX-2 protein 

expression increased to a peak at 6 hours, but by 24 hours had returned to baseline. PGE-2{\f1 a} 

remained constant at 200pg/ml until 3 hours them rose rapidly to 650 pg/ml at four and five 

hours.  

{ Discussion:} The co-incubation of gastric adenocarcinoma cells with H. pylori results in an up 

regulation of COX-2 mRNA, COX-2 protein and its enzyme product, PGE 2{\f1 a} in a time 

dependent manner, protein synthesis reaching a peak at 6 hours, and returning to baseline by 24 

hours. }" "INDUCTION OF CYCLOOXYGENASE 2 EXPRESSION BY HELICOBACTER 

PYLORI IN GASTRIC ADENOCARCINOMA CELLS IN CULTURE"  
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{ Background:} Telomeres, the specialized structures at the ends of eukaryotic chromosomes, 

that are synthesized and maintained by telomerase. Telomerase activity has been detected in 85% 

of human cancers, and also can be found in precancerous lesion, e.q., gastric intestinal 

metaplasia. It suggests that telomerase activation is an early event in the stomach carcinigenesis. 

However, it is yet unknown why telomerase is activated in precancerous lesions.  

{ Objective:} This study was planned to evaluate the telomerase activity in gastric precancerous 

lesions such as intestinal metaplasia, and relationship between telomerase activity and H. pylori 

infection. { Method:} Tissue specimens were taken by gastroduodenoscopic biopsy. Telomerase 

activity was measured by Telomerase PCR ELISA kit which based on photometric enzyme-

linked immunoassay and the PCR-based modified telomeric repeat amplification 

protocol(TRAP). H. pylori infection was detected by CLO kit.  

{ Results:} Telomerase activity was not detected in 30 benign gastric ulcers, 15 gastric polyps, 

34 chronic gastritis, regardless of H. pylori infection. In intestinal metaplasia, it was detected in 

17 of 60 samples, and H. pylori infection was revealed in 63%. In 17 intestinal metaplasia with 

telomerase activity, 12 samples were infected by H. pylori and remaining 5 were not. Twelve 

metaplasia with both telomerase activity and H. pylori infection were different significantly in 

photometric absorbance compared with 5 without H. pylori infection(0.314±0.02 vs. 0.289±0.02, 

p=0.029). However, in 60 intestinal metaplasia, 38 patients with H. pylori infection and 22 

patients without it were not different in the positivity of telomerase activity(32% vs. 23% 

p=0.468). 

{ Conclusion:}  This study showed that chronic infection with H. pylori may involve in the 

activation of telomerase in gastric intestinal metaplasia. However, telomerase activity was also 

detected in intestinal metaplasia not infected by H. pylori, and telomerase positivity was not 

different between two group. Therefore, telomerase activation in intestinal metaplasia seems to 

be one of variable genetic alterations induced by several carcinogens, including H. pylori which 

is an important carcinogen of the stomach cancer. }" "RELATIONSHIP BETWEEN 

TELOMERASE ACTIVATION AND HELICOBACTER PYLORI INFECTION IN 

PRECANCEROUS AND BENIGN LESION OF THE STOMACH"  
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Cyclo-oxygenase-2 (COX-2), the inducible form of COX, is over-expressed in gastric 

adenocarcinoma in 70-80% of cases. Increased expression is also seen in vivo in both 

Helicobacter positive and negative gastritis, although expression is said to be confined to lamina 

propria immunocytes. COX-2 induction by pro-inflammatory substances has been demonstrated 

in monocytes and gastric endothelial calls in culture.  

{ Hypothesis:} A pro-inflammatory stimulus will induce COX-2 expression and prostaglandin 

production in gastric epithelial carcinoma cells in vitro.  

{ Methods:} MKN-7 and MKN-45 cells were grown in tissue culture flasks, serum starved for 

twelve hours, then co-incubated with Lipopolysaccharide (LPS) derived Escherichia coli (Sigma 

UK) for 6 hours. The dose range of LPS was 10ng/ml to 10mg/ml. Prostaglandin E2{\f1 a} was 

measured in the supernatant using ELISA (R&D systems), COX-2 expression measured using 

western blotting (100\'b5g protein per lane) with a monoclonal antibody raised against COX-2 

(Cayman Chemicals) and COX-2 mRNA by competitive quantitative RT PCR.  

{ Results:} COX-2 mRNA increased with dose from 8x10{\up6 6} copies per \'b5g RNA to 

1x10{\up6 8} at 100ng/ml LPS. COX-2 expression increased with increasing dose of LPS. PGE 

2{\f1 a} production increased from 600 pg/ml (control) to 1600 pg/ml (LPS 10ng/ml) and 

plateaued at this level.  

{ Discussion:} LPS induces COX-2 expression in gastric carcinoma cells in vitro, resulting in an 

increase in PGE 2{\f1 a} synthesis. It is possible that inflammatory stimuli can induce COX-2 

expression in the gastric epithelium as well as endothelial cells and monocytes in the lamina 

propria. }" "CYCLOOXYGENASE 2 IS INDUCED BY ESCHERICHIA COLI 

LIPOPOLYSACCHARIDE IN GASTRIC CARCINOMA CELLS IN VITRO"  
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{\i H. pylori} (Hp) plays an important role in the pathogenesis of gastric cancer (GC). We have 

shown previously that Hp infection is associated with increased expression of mucosal growth 

factors, especially gastrin, and increased mucosal apoptosis rate which may contribute to the 

carcinogenesis. However, the changes in gene expression of apoptosis related proteins (bax, bcl-

2), COX-2, growth factors such as epidermal, transforming and hepatocyte growth factors (EGF, 

TGF{\f1 a}, HGF) have been little studied.  

{ Methods:} 20 patients with GC and 20 control subjects (age range 18-70 ys) were included in 

this study. The prevalence of Hp-infection was assessed by serology and {\up6 13}C urea breath 

test. In addition, serum samples were assayed for CagA antibodies. The gene expression for 

EGF, TGF{\f1 a}, HGF, bax, bcl-2, COX-2 was determined in biopsy specimens taken during 

endoscopy by reverse transcription polymerase chain reaction (RT-PCR) and quantified by 

densitometry.  

{ Results:} Hp infection rate among GC patients was significant higher than in control (90 vs. 

40%). CagA antibodies were detected in GC patients more frequent than in controls (60 vs. 

30%). The gene expression of gastrin and other growth factors was significantly higher in biopsy 

specimens taken from gastric cancer as compared to that taken from morphologically normal 

gastric mucosa. The gene expression of bax, in contrast to bcl-2, was significantly reduced in 

gastric cancer. COX-2 and bcl-2 gene expression was upregulated in gastric cancer.  

{ Conclusions:} 1) Patients infected with Hp, especially CagA positive strains, are at higher risk 

to develop gastric cancer; 2) the overexpression of COX-2 and mucosal growth factors such as 

gastrin, EGF, TGF{\f1 a} and HGF contribute to the carcinogenesis and 3) bax/bcl-2 system is 

dysregulated in gastric cancer with a significant decrease in bax gene expression. }" 

"ABERRANT GENE EXPRESSION OF GROWTH FACTORS, APOPTOSIS REGULATING 

PROTEINS AND CYCLOOXYGENASE-2(COX-2) IN GASTRIC CANCER"  
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{ Background:} Recent epidemiological studies show that NSAIDs have suppressive effects on 

gastrointestinal (GI) carcinogenesis. Cyclooxygenase (COX), which is a major target of 

NSAIDs, is up-regulated in GI cancers. We have shown that vascular endothelial growth factor 

(VEGF), an important angiogenic factor, is up-regulated in epithelial cells and fibroblasts with 

COX-2 expression. However, influences of COX-inhibitors on VEGF expression have not been 

fully clarified. In cells, COX influences NF-kappa B status which is an important regulator in 

VEGF expression.  

{ Aim:} In the present study, we investigated the effects of a COX inhibitor, indomethacin (IM) 

on NF-kappa B status and VEGF expression in MKN-28 gastric cancer cells. We also examined 

the effects of a NF-kappa B inhibitor, pyrrolidine dithiocarbamate (PDTC), on VEGF 

production.  

{ Methods:} MKN28 cells were treated with indomethacin (0-50microM) and PDTC (0-

10microM) for three days. The concentrations VEGF and PGE2 in the media were determined 

by EIA and NF-kappa B status were analyzed using electrophoretic mobility shift assay.  

{ Results:} IM completely inhibited PGE2 production, modestly suppressed VEGF production 

and stimulated NF-kappa B activation. PDTC inhibited NF-kappa B activation and suppressed 

VEGF production (by 47%). Treatment with both IM and PDTC showed synergistical 

suppressive effect (61%) on VEGF production compared to individual treatment (25-60%). 

{ Conclusion:}  IM inhibited PGE2 production that possibly leads to modest suppression of 

VEGF production and activation of NF-kappa B. PDTC suppressed VEGF production in 

MKN28 cells. PDTC and IM synergistically suppressed VEGF production. These results indicate 

that both COX and NF-kappa B play important roles in tumor angiogenesis via production of 

VEGF. }" "VASCULAR ENDOTHELIAL GROWTH FACTOR IS SYNERGISTICALLY 

SUPPRESSED BY A NSAID AND A NF-KB SUPPRESSOR IN GASTRIC CANCER CELLS"  
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{ Objective:} Microsatellite instability (MSI) is involved in the pathogenesis of sporadic gastric 

carcinomas. In this study, we determined the expression of the main mutS DNA mismatch repair 

(MMR) proteins (hMSH2 and hMSH6) and hMLH1 in MSI positive and negative gastric cancers 

and co-existing intestinal metaplasia (IM) to determine the chronology of mismatch repair 

deficiencies in gastric carcinogenesis.  

{ Methods:} DNA was obtained both from gastric cancer (34 patients) and from co-existing IM 

elsewhere in the stomach (30 patients) and was amplified with a set of 8 microsatellite markers. 

Expression of hMLH1, hMSH2 and hMSH6 was examined by immunohistochemistry.  

{ Results:} Eight tumors (24%) and 2 IM (7%) showed high-level MSI (MSI-H). Decreased 

expression of hMLH1 was present in 38% of MSI-H tumors but levels were normal in IM tissue 

with either high or low level MSI. The expression of hMSH2 was not altered in any of the cases 

while loss of hMSH6 was associated with loss of hMLH1. MSI-H tumors with instability 

restricted to dinucleotide repeat markers did not show impaired expression of hMLH1. Ten 

(29%) of the tumors had alterations in mononucleotide repeat markers and 44% had decreased 

levels of hMLH1. Decreased hMLH1 expression was always associated with alteration in at least 

one mononucleotide marker and all cases had MSI in the BAT26 mononucleotide marker (5 of 5 

cases vs 0 of 24; p<0.001). The expression of DNA MMR proteins was also tested in 15 

established gastric cancer cell lines. Only hMLH1 was found to have lowered expression in 2 of 

15 gastric cancer cell lines (SNU1, SNU668).  

{ Conclusions:} Altered expression of hMLH1 represents the main DNA MMR abnormality in 

advanced gastric carcinogenesis. Decreased expression of hMLH1 in gastric cancers is highly 

associated with mononucleotide repeat instability. Impaired expression of hMLH1 was not seen 

in MSI-positive intestinal metaplasia, suggesting that decreased expression of hMLH1 is a late 

event in gastric carcinogenesis. }" "MICROSATELLITE INSTABILITY POSITIVE GASTRIC 

CANCER BUT NOT INTESTINAL METAPLASIA IS ASSOCIATED WITH LOSS OF DNA 

MISMATCH REPAIR PROTEIN HMLH1"  
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The objective of this study is to predict the biological characteristics of individual gastric 

carcinomas based on the state of growth factor expression and to examine its auxiliary role in the 

selection of treatment. The study was conducted on 131 cases of gastric carcinomas in which 

mRNA extraction from pre-operative endoscopic biopsy specimens and pathological 

examination of surgically resected specimens were completed. Cyclin D1, Cyclin E, uPA, 

MMP2, MAGE-1, PDGF-A, VEGF, TGF-\'c91, and IL-10 were selected as growth factors, and 

mRNA expression was measured by RT PCR. The degree of expression of Cyclin E, TGF-\'c91 

and IL-10, for which there is no significant difference in expression in terms of invasiveness, 

was defined starting relatively early in the oncet of carcinoma, while expression of MMP2, 

PDGF-A and MAGE-1, which exhibit a strong correlation with invasiveness, was predicted to be 

defined relatively late in the oncet of carcinoma. In addition, (a)MMP2 expression was involved 

in local progression in the vertical and horizontal directions, (b)cases expressing MAGE-1 are 

predicted to have high infiltration, and (c)lymph node metastasis closely correlated with Cyclin 

E, TGF-\'c91, PDGF-A and VEGF. On the basis of these results, (1)based on the expression of 

MMP2, 60% of mucosal carcinomas are predicted to already have acquired the ability to 

progress into submucosal carcinomas, while 90% of submucosal carcinomas already have 

acquired to the ability to progress into muscularis propria carcinomas; (2)based on MAGE-1, 

approximately 20% of early carcinomas and 50% of advanced carcinomas have acquired a high 

degree of infiltration; (3)since there were no differences observed in the rates of expression of 

Cyclin E, TGF-\'c91, PDGF A and VEGF between early carcinomas and advanced carcinomas, 

latent lymph node metastasis is predicted to have already been determined at the stage of the 

early carcinomas; (4)the progression of early carcinoma-type advanced carcinoma resembles that 

of advanced carcinoma, while metastasis resembles that of submucosal carcinomas; and (5) 

although type 4 (scirrhous type)advanced carcinoma is no different from other types in terms of 

infiltration and metastasis, its expression of neovascular-related factors is significantly lower, 

and this is predicted to be related to its peculiar form of progression. Measurement of growth 

factor expression in local carcinomas made it possible to predict the biological characteristics of 

individual carcinomas, and was suggested to be able to fulfill an auxiliary role in selection of 

treatment. }" "BIOLOGICAL CHARACTERISTICS OF GASTRIC CARCINOMA FROM THE 

PERSPECTIVE OF GROWTH FACTOR EXPRESSION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.193#" " Abstract: P.193 0 Citation: Gut 2000; 47(Suppl III): 

A1 EXPRESSION OF MELANOMA ANTIGEN-ENCODING GENE-1 INDICATES LYMPH 

NODE INVOLVEMENT IN EARLY GASTRIC CARCINOMAS  

Atsuo Kuwahara
1
, Mitsuo Katano{\up6 2}, Kazuma Fujimoto

1
  

\i 
1
 Saga Medical School, Saga, Japan; {\up6 2} Kyushu University, Fukuoka, Japan  

Our previous study suggested that MAGE-1 gene expression correlates with the progression of 

tumours from relatively benign to highly malignant states. We have used a reverse transcription-

polymerase chain reaction assay to analyze the expression of MAGE-1 gene in 47 endoscopic 

biopsy specimens from early gastric carcinomas. The relationship between MAGE-1 expression 

and histologic findings from surgically resected specimens were analyzed statistically. MAGE-1 

gene was expressed more frequently in tumours showing invasive growth rather than expanding 

growth(p=0.036). The gene expression correlated with lymph node metastasis(p=0.013). These 

findings indicated that MAGE-1 expression in carcinoma biopsy specimens may be a 

preoperative indicator of lymph node involvement in early gastric carcinomas. }" 
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Background/Aim: Histochemical and immunohistochemical studies for mucin contained in 

tumor allowed the mucous phenotypic classification of gastric adenocarcinomas. We 

investigated the mucous phenotypic expression of Korean gastric adenocarcinomas and its 

relationships with clinical and histopathological characteristics.  

{ Methods:} Histochemical and immunohistochemical stainings for paradoxical concanavalin A, 

MUC5AC, Muc-2 glycoprotein and CD10 were performed in 74 surgically obtained gastric 

adenocarcinomas.  

{ Results:} Among 74 gastric adenocarcinomas, 30 (40.5%) expressed gastric phenotype(10 

foveolar and 20 foveolo-glandular), 20 (27.0%) intestinal phenotype(7 complete and 13 

incomplete), 15 (20.3%) mixed gastric-intestinal phenotype and 9 (12.2%) undetermined type. 

The gastric and gastric predominant types were 54.1% (40/74), and intestinal and intestinal 

predominant types 31.1% (23/74). No relationship between mucous phenotypic expression and 

tumor location was found. Among 21 papillary and tubular adenocarcinomas, 5 (23.8%) 

expressed predominantly gastric phenotype and 12 (57.1%) intestinal phenotype. Among 53 

poorly differentiated adenocarcinomas, signet ring cell carcinomas and mucinous 

adenocarcinomas, 35 (66.0%) were gastric predominant and 11 (20.8%) were intestinal 

predominant phenotypes. 35 out of 40 (87.5%) gastric predominant cancers were poorly 

differenciated, signet ring cell or mucinous adenocarcinomas. Helicobacter pylori infection rates 

were 87.5%, 91.3%, and 66.7% in gastric predominant, intestinal predominant, and 

undetermined phenotypes, respectively.  

{ Conclusions:} Korean gastric adenocarcinomas expressed predominantly gastric phenotype 

and there was no association between mucous phenotypic expression and tumor location. 

However, mucous phenotype may be associated with differentiation of gastric adenocarcinoma 

and Helicobacter pylori infection. }" "MUCOUS PHENOTYPIC EXPRESSION OF GASTRIC 

ADENOCARCINOMA IN KOREA"  
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{ Background:} Patients with partial gastrectomy have an increased risk of gastric cancer. 

Exposure to the carcinogenic environment created by the resection was suggested the cause of 

cancer development. Smoking and positive family history of gastric and the other cancer were 

significant risk factors in the development of stomach cancer without surgery.  

{ Aim:} A retrospective study was made to determine whether the development of cancer in the 

partial gastrectomy patients depends on the surgery or these patients have an increased risk for 

gastric cancer independent from surgery.  

{ Methods:} In the North-East Region of Turkiye between 1986 and 1998, 61 remnant cancer 

patients compared with 324 endoscopically examined subjects undergoing Bilroth II at least 6 

years ago in terms of postoperative period, age, smoking (in males), history of gastric (GCa) and 

the other cancers in the first and second degree relatives of his/her.  

{ Results:} Age and 20 or more years postoperative interval in the development of remnant 

gastric cancer have a significant effect (p: 0.0000, p: 0.0267, respectively). The other results 

were shown in Table. \tx1275\tx2220\tx2940\tx3615\tx4290\tx5220\tx6075\tx8150\fs4 \ul \tab 

\tab \tab \ul Number of cigarettes/day (in males)\ulnone \ul Family history \ulnone Patient Non 

<20 20 >20 GCa(+) Other Ca(+) n = n = n = n = n = n = \tab \tab Remnant Ca 34 2 14 11 20 19 

Bilroth II 226 25 60 12 7 16 p Value 0.0001 0.0000 0.0000 \tab \tab d\fs20  

{ Conclusions:} The significant relationship between frequency of stomach cancer and 

postoperative period confirmed that negative condition created by partial gastrectomy is mainly 

responsible from the development of gastric cancer. Some factors independent from surgery such 

as age, smoking, positive family history of stomach and the other cancer may also contribute to 

the occurrence of remnant gastric cancer. }" "THE ROLE OF SOME FACTORS IN THE 

DEVELOPMENT OF GASTRIC REMNANT CANCERS"  
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The patients with gastric stump carcinoma (GSC) have usually a poor prognosis with a low five-

year survival. However, the prognosis is better after total gastrectomy if the diagnosis is made 

early by endoscopic screening programs of high-risk patients. The aim of our study was to assess 

and correlate histopathological factors with immunohistochemical markers of angiogenesis and 

cell proliferation. Thus, we examined 142 endoscopic biopsy samples from 21 patients with 

GSC. Tumour angiogenesis markers were assessed by immunostaining for vascular endothelial 

growth factor (VEGF) and factor VIII related antigen (F-VIII). Microvessel density was further 

determined because of the vascular endothelium localisation of F-VIII. Tumour cell proliferation 

was characterised by immunostaining for proliferation cell nuclear antigen (PCNA) and the 

PCNA labelling index (PCNA-LI). VEGF expression was demonstrated in 11 patients (52%) 

with GSC. Microvessel density was significantly higher in VEGF positive as compared to VEGF 

negative tumours (P<0.03). PCNA expression was demonstrated in 20 patients (95%) with a 

mean value of PCNA-LI of 48%. The patients with differentiated GSC had a significantly higher 

proportion of VEGF positive tumours and a higher microvessel density, but a lower tumour cell 

proliferation rate as compared to the patients with undifferentiated GSC (P<0.05). Our 

conclusion was that immunohistochemical markers of tumour angiogenesis and cell proliferation 

are very useful for the evaluation of prognosis in GSC patients. }" 
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{ Background:} The carbonic anhydrase (CA) gene family contains eleven catalytically active 

members, functions of which are linked to the interconversion of carbon dioxide and 

bicarbonate. Membrane-associated isoenzyme CA IX (MN/CA IX) has been found to promote 

cell proliferation and is overexpressed in some epithelial neoplasms. In gastric mucosa, MN/CA 

IX is abundantly expressed in normal epithelium, but expression in gastric metaplastic and 

neoplastic lesions is largely unknown.  

{ Aims and methods:} The expression of MN/CA IX in gastric lesions was investigated using 

immunohistochemistry. Specimens included normal mucosa (n=10), intestinal metaplasia (n=7), 

hyperplastic (n=10) and adenomatous polyps (n=12) and carcinomas (n=10).  

{ Results:} Intense immunoreaction for MN/CA IX was detected in basolateral plasma 

membrane of normal and hyperplastic gastric epithelium, while in intestinal metaplasia the 

reaction was limited to the proliferative zone, as reported previously in intestinal epithelium. 

92% of adenomas showed positive but clearly decreased immunostaining. Both intestinal and 

diffuse carcinomas showed heterogenous immunoreaction for MN/CA IX about half being 

negative or weakly positive and the rest moderately positive.  

{ Discussion:} These results demonstrate that decreased MN/CA IX expression is associated 

with intestinal metaplasia and dysplasia in gastric mucosa. Variable pattern of expression in 

malignant lesions might be connected with heterogeneity of regulatory abnormalities occurring 

during malignant transformation. }" "TUMOUR-ASSOCIATED CARBONIC ANHYDRASE 

IX (MN/CA IX) IN METAPLASTIC AND NEOPLASTIC GASTRIC LESIONS"  
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Beta-catenin is identified as cadherin-associated protein and it is also considered as oncogene 

since beta-catenin abnormally accumulated in cancer cell nuclei. To investigate the possible role 

of beta-catenin nuclear accumulation (NA) in liver metastasis in gastric cancer (GC), beta-

catenin was determined immunohistochemically in 57 cases of early gastric cancer (EGC), 

including 4 cases associated with liver metastasis (EGC-H); and in 30 of advanced gastric cancer 

(AGC) in which 10 cases were associated with liver metastasis (AGC-H). In parallel, 

immunohistochemical expression of c-erbB-2 was analysed in all GC cases. DNA extraction 

from paraffin sections and mutational analysis of beta-catenin exon 3 (GSK-3beta motif) using 

direct sequencing were performed in cases of EGC with NA of beta-catenin. Nuclear 

accumulation of beta-catenin was found exclusively in 35% (19/55) of differentiated EGC. 

Mutational analysis of 10 of these cases showed absence of mutations in exon 3 of beta-catenin 

gene, suggesting that mutations of beta-catenin might be a late event in gastric carcinogenesis 

and other mechanisms are responsible for NA of beta-catenin in early gastric cancer. The c-erbB-

2 overexpression alone is correlated to liver metastasis in both EGC (p<0.05) and AGC 

(p<0.001). Beta-catenin NA was detected in 10 of 17 cases of GC showing c-erbB-2 

overexpression (p<0.001), although there was no correlation between NA of beta-catenin alone 

and liver metastasis in gastric cancer. Simultaneous NA of beta-catenin and c-erbB-2 

overexpression were observed in 3 cases (3/10, 30%) of AGC-H, whereas no such cases were 

found in AGC group (p=0.001). In summary, either c-erbB-2 overexpression alone or in 

combination with beta-catenin NA could be reliable marker of liver metastasis in gastric cancer. 

}" "NUCLEAR ACCUMULATION OF BETA-CATENIN AND C-ERBB-2 

OVEREXPRESSION IN GASTRIC CANCER ASSOCIATED WITH LIVER METASTASIS"  
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{ Introduction:} Plasmacytomas located in the gastrointestinal tract, and particularly in the 

stomach, are extraordinary unusual and only involved the 5% of extramedular plasmacytomas. 

The more frequent symptoms are epigastric pain, followed by loss weight and tiredness due to 

chronic anemia. The demonstration of an unique type of immunoglobuline confirm the neoplasm 

nature of the lesion. However, the finding of two type of immunoglobuline in our patient make 

us to doubt if is a indifference plasmacytoma or if is a reactive plasmatic cellular granuloma.  

{ Clinical case:} A 47 year old man. Since 1 month previous the income the patient presented a 

progressive tiredness until to moderate efforts, mucocutaneous paleness and occasional lower 

digestive bleeding. Test: Hb: 6,5 gr/dl, Hto: 20%. Gastroscopy: big ulcer of 4 cm of diameter 

looking neoplastic. The histology of the sample resulted a indifferent malignant tumour of big 

cells (LCA +, CD3+ weak, CD20-, CD34-, keratin-, EMA-, actin-, desmin-, S100-). CAT-scan: 

gastric swell and regional adenopathies. Tumoral markers: CA19-9, CEA: normal. Proteinogram: 

normal, Protein quantification and Bence-Jones protein: negative. Osseous set: negative. We 

decided surgical intervention, finding a tumour of 5x 6 cm in the great curvature at the incisura 

without distant methastases. Subtotal gastrectomy Billroth-II was performed. Pathologic 

findings: Lambda, IgA +, IgG + gastric borderline plasmacytoma. Adenopathies in the great and 

lesser curvature: reactive follicular hyperplasia. No complications were noted in the post-

operative period.  

{ Discussion:} Plasmacytoma should be defined as a monoclonal proliferation of cells 

synthesizing an unique type of immunoglobulin. On the other hand, there are authors that defend 

that the polyclonal proliferation of plasmatic cells should be classified as plasmatic cellular 

granuloma. Therefore, the best criterion for the evaluation of a plasmatic lesion is the 

immunohystochemical determination of its clonal constitution. The definitive treatment and with 

more survival time is surgical resection. We conclude that the immunocytochemical tests for the 

determination of intracellular immunoglobulins are basic for allow carry out a differentiation 

between plasmatic cellular tumour, plasmatic cellular granuloma and other classes of malign 

lymphomas. }" "LAMBDA IG A, IG G PLASMATIC CELULAR GRANULOMA"  
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RCAS1 (receptor-binding cancer antigen expressed on Siso cells) is a novel tumor-associated 

antigen that is recognized by a monoclonal antibody, 22-1-1, generated from adenocarcinoma of 

the uterine cervix. RCAS1 is expressed at a high frequency in uterine and ovarian tumor cells as 

well as in other mammalian tumor cells. Here, we immunohistochemically investigated the 

pattern of RCAS1 expression and a relationship between RCAS1 expression and 

clinicopathological features in gastric epithelial neoplasms. RCAS1 was detected in 98.4% (61 of 

total 62 cases) of gastric carcinomas. Not only in gastric carcinomas, RCAS1 expression was 

observed in gastric adenomas (22 of total 22 cases, 100%) and gastric mucosal epithelial cells in 

cases of gastric ulcers (4 of 6 total cases, 66.7%). Moreover, the pattern of RCAS1 expression 

was different between benign and malignant conditions. RCAS1 was localized in the perinuclear 

region (PN) of the mucosal epithelial cells in all gastric ulcers and adenomas, while it has seen 

diffusely in the cytoplasm (DC) of the tumor cells in most of gastric carcinomas (83.9%; 52 of 

total 62 cases). There was no correlation between RCAS1 expression and age, sex, and tumor 

location. The PN pattern of RCAS1 expression was more frequently recognized in well 

differentiated adenocarcinoma than in moderately differentiated adenocarcinoma (P=0.01). The 

DC pattern of RCAS1 expression was more frequently recognized in carcinomas which invaded 

beyond the submucosa (100%) than in intramucosal carcinoma (32.3%) (P=0.0026). These 

findings suggest that RCAS1 expression and its pattern might be related to progression and 

invasion of gastric carcinoma. }" "EXPRESSION OF RCAS1, A NOVEL TUMOR-

ASSOCIATED ANTIGEN, IN GASTRIC NEOPLASMS"  
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Partial gastrectomy for benign ulcer disease or gastric cancer has been associated with an 

increased incidence of gastric stump carcinoma, particularly in patients who are 15-20 years 

postgastrectomy (earlier in those resected for gastric cancer).  

{ Aims:} to compare the proliferation activity of gastric stump mucosa in patients who 

underwent gastrectomy for benign peptic ulcer and gastric cancer. { Material and methods:} this 

study included 61 consecutive partial gastrectomy patients (pts); 30 pts for gastric cancer (group 

A) and 31 for benign peptic ulcer (group B). Endoscopic examination was performed in all pts 

and mucosal biopsy specimens were taken from pre-anastomotic area, lesser and greater 

curvature, for histopathologic examination (two biopsy specimens in each area). Brush cytology 

was obtained by endoscopy and silver-stained slides were prepared for image cytometry analysis. 

AgNORs studies were carried out using a video-camera-computer system with commercial 

software (visilog). Helicobacter pylori (Hp) serology was performed (Western blot: helico blot 

2.1-Genelabs Diagnostics).  

{ Results:} \tx2925\tx4140\tx5355\tx5850\tx8150\fs4 \ul Group A Group B p \tab \tab \tab \tab 

Mean age 68,2±11,4 58,6±14,6 ns Sex distribution (male/female) 16/14 23/8 ns Mean time 

postgastrectomy(years) 6±2 7±2 ns Type of surgery (BI/BII) 14/16 15/16 ns Active Hp infection 

(n) 13 17 ns Vac A+ (n) 19 15 ns Cag A+ (n) 29 29 ns Intestinal metaplasia 1 1 ns Dysplasia 0 1 

ns AgNORs counts per nucleus 2,64 ± 11,4 2,18 ± 1,02 P<0,02 \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Patients submitted to partial gastrectomy for gastric cancer presents a higher 

mucosal proliferation activity than patients for benign peptic ulcer. }" "GASTRIC STUMP 

MUCOSAL CELL PROLIFERATION: RESECTION FOR BENIGN ULCER DISEASE 

VERSUS GASTRIC CARCINOMA"  
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{ Patients and methods:} The diagnosis of GML is difficult and complex. Twenty-four patients 

with GML are studied and monitored with EUS using Olympus EUM-30, GF-UC30P and 

transendoscopic miniprobe Aloka 2000.  

{ Results:} The EUS findings are hypoechoic thickening of the 2-nd and 3-rd gastric wall layers; 

diffuse infiltration effacing the layer structure to some extent and nodular hypoechoic patches in 

the gastric wall. The EUS draws a correct diagnosis in 79.2% with a specificity of 95.2%, 

accuracy - 91.7% and positive predictive value - 100% when perigastric lymph nodes are 

involved. The EUS stages of GML are: I - 15 patients, II - 5, IV - 4. The EUS monitoring of the 

cases, answering to the conservative treatment reveals a decrease of the infiltrative changes and a 

restoration of the layer structure of the stomach wall. 

{ Conclusion:}  EUS is a valuable research method in diagnosing, staging and monitoring of 

GML. }" "ENDOSCOPIC ULTRASOUND IN THE DIAGNOSIS, STAGING AND 

MONITORING OF GASTRIC MALT-LYMPHOMAS(GML)"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.203#" " Abstract: P.203 0 Citation: Gut 2000; 47(Suppl III): 

A4 CLASSIFICATION OF GASTRIC STROMAL TUMOR ACCORDING TO 

IMMUNOHISTOCHEMICAL PHENOTYPE  

Byung Won Hur, Hoon Jai Chun, Dong Kyu Park, Chang Don Kang, Jung Whan Lee, Yoon Tae 

Jeen, Hong Sik Lee, Chi Wook Song, Soon Ho Um, Sang Woo Lee, Jai Hyun Choi, Chang Duck 

Kim, Ho Sang Ryu, Jin Hai Hyun, Yang Seok Chae  

\i Korea University College of Medicine, Seoul, South Korea  

{ Backgrounds:} Gastrointestinal stromal tumor (GIST) is a mesenchymal tumor which 

originates from the GI tracts. Although recent immunohistochemical study has helped classifying 

mesenchymal tumor and forming diagnostic criteria for benign and malignant tumors according 

to cells origin and differentiation, it is yet to be settled. This study has classified gastric stromal 

tumor by using immunohistochemical staining.  

{ Materials and methods:} Immunohistochemical staining was performed on the gastric stromal 

tumor specimens attained by endoscopic resection and surgery. Smooth muscle actin, Desmin, 

Neuron-specific enolase, S-100, CD 34 and Vimentin has been used as immunohistochemical 

antibodies and the guideline for Ackermans surgical pathology has been used as criteria for 

diagnosing malignancy (Ackermans surgical pathology 8th ed, 1996). Smooth muscle type was 

classified as benign, borderline and malignant according to the size and number of mitosis. 

Neural type was classified as malignant, and combined smooth muscle-neural type and 

uncommitted type were classified as either potentially malignant or malignant.  

{ Results:} Subjects consisted of 12 males and 26 females with average age being 53±12.8 years 

old. 22 cases has been endoscopically resected, 16 surgically removed, with the mean length of 

tumor being 25.3±18.1 mm. The results of immunohistochemical staining showed 12 cases 

(31.6%) of smooth muscle type, 7 cases (18.4%) of neural type, 1 case (2.6%) of combined 

smooth muscle-neural type and 18 cases (47.4%) of uncommitted type. On the basis of above 

immunohistochemical results and histologic findings, 12 cases (31.6%) were regarded as benign, 

17 cases (44.7%) as potentially malignant or malignant, and 9 cases (23.7%) as malignant 

(Table). \tx3045\tx3930\tx4815\tx5700\tx6585\tx7470\tx7950\tx8150\fs4 \ul \tab \tab \tab < 1 cm 

< 2 cm < 3 cm < 4 cm < 5 cm 5 cm {\f1 £} \tab \tab Benign (n) 3 6 1 1 1 0 Potentially malignant 

Or malignant (n) 2 2 9 2 0 2 Malignant (n) 0 1 3 2 1 2 \tab \tab d\fs20 

{ Conclusion:}  When classified by immunohistochemical staining, 68.4% of gastric stromal 

tumor proved to be potentially malignant or malignant. Table. The distribution of gastric stromal 

tumors according to their size. }" "CLASSIFICATION OF GASTRIC STROMAL TUMOR 

ACCORDING TO IMMUNOHISTOCHEMICAL PHENOTYPE"  
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{ Background:} Since the high incidence of dyspepsia in patients under 45 years and the 

apparent low incidence of ``significant lesions in this group of population, it has been suggested 

that upper gastrointestinal endoscopy (UGE) could be replaced with non invasive assessment to 

optimize their management.  

{ Objectives:} The aim of the study was to determine the incidence of malignant and 

premalignant lesions along the upper gastrointestinal tract in young dispeptic patients.  

{ Methods:} The endoscopic and histological diagnosis in a subgroup of dyspeptic patients under 

45 year of age was reviewed since January to December 1999. The patients belong to an urban 

environment with a medium-low socioeconomic status. Patients with a history of diarrhoea, 

weight loss, dysphagia, odynophagia, gastrointestinal bleeding, anaemia, persistent vomiting, 

epigastric mass, liver disease, previous peptic ulcer, use of non-steroidal anti-inflammatory 

drugs, Crohns disease, gastric surgery or acute admission were excluded. All patients were 

included, independently the type of dyspepsia (reflux-like, ulcer-like, dismotility-like and 

unespecified dyspepsia).  

{ Results:} UGE was performed in 842 patients with dyspeptic syndrome. Two hundred and 

twenty seven patients (27%), were included in this study. Male/female ratio was 109:118. 

Endoscopic findings were antral gastritis in 134 patients (58%), esophagitis in 64 (28%), hiatus 

hernia in 52 (23%), duodenitis in 34 (15%), duodenal ulcer in 7 (3%) and Barretts esophagus in 5 

patients (2%). UGE was normal in 21 cases (9%). There was more than one endoscopic finding 

in 70 patients(32%). No malignant lesion was found. Abnormal macroscopic features were seen 

in 139 cases (61%) and then, a biopsy was obtained. Antral atrophic gastritis was found in 48 of 

the 139 biopsies (34%), superficial gastritis in 57 (41%), lymphoid follicules in 22 (15%), 

Barretts esophagus in 5 cases (4%). Two patients showed epithelioid noncaseating granulomas 

suggesting Crohns disease. One patient with duodenal ulcus was diagnosed of Zollinger-Ellison 

syndrome. Incidental intestinal metaplasia of the stomach was seen in 12 cases (8%). Only in 57 

patients (41%) biopsy was normal or showed minimal histological findings. Thirty one percent 

of these specimens showed bacillus suggestive of Helicobacter pylori. The ureasa test was taken 

in 135 patients (60%). Among this group, 81 of the cases (36%) had a positive test.  

{ Conclusions:} 1.- No upper gastrointestinal cancer was detected in dyspeptic patients without 

alarm symptoms. 2.- UGE allows the diagnosis of premalignant lesions (Barretts esophagus, 

intestinal metaplasia) in 12% of the biopsied patients and modifies the future management of 

these young dyspeptic patients. 3.- Endoscopy must still be considered in patients under 45 years 



and dyspepsia. }" "UPPER GASTROINTESTINAL MALIGNANT AND PREMALIGNANT 

LESIONS IN DYSPEPTIC PATIENTS UNDER 45 YEARS"  
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{ Background:} There are conflicting results about incidence and possible association of gastric 

polyps and colorectal tumors.  

{ Objective:} The aim of our study was to evaluate incidence of gastric polyps in patients with 

colorectal tumors (single or multiple, benign and/or malignant) in the absence of polyposis 

syndromes.  

{ Methods:} In five years prospective study we analyzed gastroscopic findings in 120 (80 males, 

40 females; age range 30-79 years, mean 57.9 years) patients with colonoscopic and histologic 

confirmed colorectal tumors. Gastric polyps were removed by snare.  

{ Results:} Gastric polyps were detected in 14 (11.67%) patients. The frequency of gastric 

polyps was 6% in patients with single colorectal tumors, but 15.71% in patients with 

synchronous colorectal tumors. Antral gastric polyps (12 or 85.71%) were statistically more 

frequent than fundic gastric polyps (2 or 14.29%), p<0.01. There were 9 (64.29%) hyperplastic 

polyps and 5 (35.71%) gastric adenomas, p>0.05. Gastric polyps were detected in 10 (19.23%) 

patients with benign colorectal tumors, 3 (11.11%) patients with synchronous benign and 

malignant colorectal tumors, but in 1 (2.43%) patients with malignant colorectal tumors. 

Frequency of gastric polyps was increases with number of colorectal tumors: 6% in patients with 

single, 11.42% in patients with two, 15% in patients with three colorectal tumors and in all 

patients with 6, 7 and 8 colorectal tumors. In 20.58% patients who developed metachronous 

colorectal tumors, gastric polyps were observed. 

{ Conclusion:}  Patients with multiple colorectal tumors are at risk for development of gastric 

polyps. Proximal endoscopy has to be done in patients with colorectal tumors. }" "GASTRIC 

POLYPS IN PATIENTS WITH COLORECTAL TUMORS"  
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The studies were performed in 31 patients after gastric resection an average age 57.5 years. In 

18-gastric tumor was clinically evident and in 10-chronic gastric ulcer. In 3-malignant gastric 

lymphoma, which was diagnosed in previous gastric biopsy. The postoperative material was 

evaluated by pathologist. The routine light microscope examination, the staining by method 

Warthin-Starres to visualise H. pylori colonisation and immunohistochemistry for LCA, 

lymphocytes markers (CD19, CD20), T-lymphocytes markers (CD3, CD7) and immunoglobulin 

light-chaines were performed in all examinated patients. On the base of histological and 

immunohistochemical study MALT B-cell lymphoma was diagnosed in all studied cases. Under 

Isaacsons classification-low grade MALT B-cell lymphoma was in 18 cases, high grade MALT 

B-cell lymphoma in 10 cases. In all patients the chronic inflammation in surrounding mucosa 

was also found. The inflammation was estimated under Sydney System. We ascertain an active 

inflammation in 66%, an atrophy in 89%, an intestinal metaplasia in 18% and H. pylori 

colonisation in 79%. The results of pathological and clinical examinations were correlated in 15 

cases. These patients were observed after operation and the correlation between histological type 

of lymphoma and postoperative course of a disease was found. In patients with low grade MALT 

B-cell lymphoma better distant results of treatment were observed. Our study confirmed that the 

chronic inflammation of gastric mucosa connected with Helicobacter pylori colonisation is of 

great importance in pathogenesis of gastric MALT B-cell lymphoma. When there is suspicion of 

preoperative MALT, the performing of immunohistochemistry examinations is indicated. }" 

"PRIMARY MALIGNANT GASTRIC LYMPHOMA: CLINICAL AND PATHOLOGICAL 

EXAMINATIONS"  
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{ Background:} The benign nonepithelial tumors of the stomach are uncommen as clinical 

disieses including benign neurugenic tumors-schwanommas.  

{ Aims:} to determine the incidence of schwanommas in patients undergoing 

fibrogastroduodenoscopy (FGDS) for upper gastrointestinal (UGI) bleeding, abdominal pain, 

consumption or asymptomic.  

{ Methods:} FGDS gided multiple biopsies, surgery, histopathological examination,clinical 

observation.  

{ Results:} During a period of 18 years (from 1981 until 1999) from 10,000 endoscopic 

surveillance studies 598 (5,98%)cases of benign tumors were detected; of them 556 (92,97%) 

were epithelial and 42 (7,03%) nonepithelial - 25 (59,6%) myomas and leiomyomas, 4 (9,6%) 

fibromas,1 (2,3%) haemangioma and 12 (28,6%) schwanommas. The middle age of the patients 

with schwanommas was 59,9 years, 7 were women and 5 men. The most common location of the 

tumor was at the curvatura major - in 4 cases in the corpus, in 5 cases in the antrum, in 2 cases - 

with prepyloric location and in 1 case - subcardial tumor. The size of the tumor was from 3 to 5 

cm in 7 of the cases, in 5 cases > 5cm and in 1 case < 3cm. In 7 of the 12 cases the guided 

biopsies and histhological examination established the correct diagnosis initially, in 3 cases ulcus 

ventriculi was observed, in 1 case histology showed edge of ulcus and in 1 case the biopsy was 

out of the tumor. Surveillance endoscopy with biopsy or surery and histhological examination 

proved schwanomma in all 12 cases. In 8 of the 12 proven cases of schwanommas surgery was 

undertaken-tumor excision in 3 of the cases, Makey gastric resection in 2 of the cases and 

Billroth I resection in 3 of the cases. The dynamic endoscopic surveillance up to 5 years 

postoperatively showed a tumor relapse in 3 of the cases and malignant degeneration in 1 case.  

{ Conclusions:} Schwanommas are rare but significant cause of UGI suffering with no 

pathognomonic symptoms and sometimes difficult endoscopic diagnosis. It is a diagnosies which 

must be thought of in cases of UGI bleeding, abdominal pain and consumption as an uncommen 

cause. }" "BENIGN NEUROGENIC TUMORS OF THE STOMACH"  
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{ Background:} An indocyanine green (ICG) derivative (ICG-sulfo-OSu) has been developed as 

an infrared (IR) fluorescent labeling marker suitable for detection of microcancerous lesion by 

endoscope. However, an appropriate IR fluorescence endoscope has not been developed. The 

study aims are development of IR fluorescence endoscope and demonstration of IR fluorescent 

labeling substance at the cancerous lesions on fresh resected stomach using this IR fluorescence 

endoscope. Methods: 3 cases of fresh resected stomach have cancerous lesions were treated with 

ICG-sulfo-OSu labeled anti CEA antibody and observed the lesion using IR fluorescence 

endoscope.  

Results: The IR fluorescence images were seen in the fresh resected stomach by the IR 

fluorescence endoscope. IR fluorescence images were observed in well-matched coincidence to 

the cancerous lesion.  

Conclusion: Specific antibodies with ICG-sulfo-OSu have significant ability to label the cancer 

cells and reflects sufficient amounts of the fluorescence for development of a detection of 

microcancerous using IR fluorescence endoscope. }" "VISUALIZATION OF HUMAN 

GASTRIC CANCER WITH A NOVEL INFRARED FLUORESCENT LABELING MARKER 

OF ANTI-CEA ANTIBODY USING A INFRARED FLUORESCENCE ENDOSCOPE"  
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In contrast to the worldwide decline of the distal gastric carcinomas, the incidence of the cardiac 

carcinomas and lower oesophageal carcinomas is rising in Western countries. Whereas the 

development of distal gastric cancer is Helicobacter pylori (Hp) related and Barrett oesophagus 

is the precursor of distal oesophageal carcinomas, data on the histogenesis of cardiac carcinomas 

are controversial. The aim of our study was to evaluate the presence of chronic gastritis in 

association with lower oesophageal and cardiac carcinomas and to compare it with distal gastric 

carcinomas. Our study comprised operation specimens for 137 oesophageal carcinomas (M/F: 

5.8, 63 yr), 95 cardiac tumours (M/F: 4.3, 64 yr) and 100 distal gastric carcinomas (M/F: 1.4, 68 

yr). The gastritis was evaluated using the updated Sydney classification. Hp was assessed on a 

cresylviolet stain. Statistical analysis has been done applying the Chi2-test. The results show that 

a chronic pangastritis may be significantly more prevalent in association with cardiac (54 %) 

than oesophageal carcinomas (39.5 %) (p<0.01). The prevalence is significantly lower compared 

to distal gastric carcinomas (91 %) (p<0.00002). This inflammation could be related to Hp (33 

%), which is however less frequent than in case of distal gastric cancers (63 %) (p<0.00004) and 

comparable to lower oesophageal carcinomas (24 %) (p n.s.). Data related to Hp are an 

underestimation for technical reasons. In conclusion, gastritis can be found in association with 

cardiac carcinomas, its prevalence is close to oesophageal carcinomas. Although Hp could be 

involved in the development of this tumour, the inflammation in the stomach is also due to other 

factors. }" "ARE CARDIAC CARCINOMAS SITUATED INBETWEEN OESOPHAGEAL 

AND DISTAL GASTRIC CARCINOMAS?"  
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{ Background and aims.} In gastric antrum, foveolar hyperplasia associates with pathogenic 

factors other than H pylori infection [duodenogastric bile reflux, non-steroidal anti-inflammatory 

drug (NSAID) or alcohol use]. Mucosal hyperplasia and even hyperplastic polyps occur also at 

the gastric cardia. Our aim was to investigate whether foveolar hyperplasia of the gastric cardia 

mucosa associates with gastro-oesophageal reflux disease (GORD).  

{ Patients and methods.} The study population was drawn from 1129 patients referred to 

gastroscopy due to dyspeptic or GORD symptoms. Those with chronic gastritis of any type, 

previous H pylori eradication therapy, gastric surgery, or Barretts oesophagus were excluded. 

Only cases with adequate biopsy specimens from gastric antrum, body and cardia were included, 

the final study population consisting of 317 patients. Biopsy specimens were stained with 

hematoxylin and eosin, and alcian blue periodic acid Schiff (pH 2.5). Foveolar hyperplasia was 

defined as abnormal branching and tortuosity of gastric cardia foveolae and pits.  

{ Results.} A total of 33 patients (10%) had foveolar hyperplasia at the gastric cardia mucosa. 

The results are shown in the table. \tx2475\tx4095\tx5190\tx8150\fs4 \ul \tab \tab \tab \tab With 

Hyperplasia No Hyperplasia (N = 33) (N =284) \tab \tab \tab Age (years, 95% CI †) 56 (50 - 61) 

53 (51-54) Male:female 1:1.4 1:1.8 NSAID use 21% 20% GORD symptoms > 6 months 18% 

11% Endoscopic erosive GORD 24% 15% ``Chronic carditis 79% * 50% Cardia intestinal 

metaplasia 24% 13% \tab \tab \tab † 95% confidence interval, * p = 0.001; other differences not 

significant statistically Multivariate analysis showed that independent risk factors for endoscopic 

erosive GORD were chronic reflux symptoms (odds ratio OR 4.02, 95% CI 1.81 - 8.91), age (OR 

1.02 per year, 95% CI 1.01 - 1.05), chronic carditis (OR 2.00, 95% CI 1.02 -3.92), but not cardia 

foveolar hyperplasia (OR 1.3, 95% CI 0.53 - 3.30)  

{ Conclusions.} Although foveolar hyperplasia associates with chronic inflammation at the 

gastric cardia mucosa, it does not seem to serve as an objective marker for GORD. }" 

"FOVEOLAR HYPERPLASIA AT THE GASTRIC CARDIA MUCOSA: PREVALENCE 

AND ASSOCIATIONS"  
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{ Background/Aims:} The causes of gastric outlet obstruction (GOO) have changed from 

complication of peptic ulcer disease (PUD) in past to malignant diseases in recent. The advance 

of endoscopy can not only detect various causative disease, but increase effects of management 

process by endoscopic therapeutic trials for GOO also. The aims of this study are to determine 

the relative incidence of malignany and other causative diseases, and to consider therapeutic and 

diagnostic usefulness by endoscopy.  

{ Patients and methods:} During January1995 to August 1999, Ninety-five patients with GOO 

who diagnosed by radiologic and endoscopic examination or surgery were reviewed by causative 

diseases, clinical features, endoscopic findings and outcome of endoscopic treatment.  

{ Results:} 1) The mean age was 62 years (M:F=3.3:1). 2) The causative diseases were gastric or 

duodenal malignancy (48.4%), complication of peptic ulcer (35.7%), and biliary and pancreatic 

disease (15.9%). 4) Malignancy was preoperatively diagnosed by upper gastrointestinal(UGI) 

endoscopy in 95.8% and confirmed by operation in 4.2%; obstruction by complication of peptic 

ulcer was detected by UGI endoscopy in 100%. 5) Endoscopic findings of gastric cancer were 

Borrman type III (84.8%), IV (8.7%), postoperative recurrence (6.5%), II (4.3%), and I (2.2%); 

causes of peptic ulcer were duodenal ulcer (51.3%), gastric or pyloric ulcer (43.6%), and 

postoperative marginal ulcer (5.1%).7) The managements of malignancy were operation 

(43.5%), anti-cancer medication (39.1%), and endoscopic stenting (17.4%). The complications of 

peptic ulcer were treated by anti-ulcer medication (86.4%) and operated in 13.6% of patients. 

{ Conclusion:}  The main causes of GOO is changed to UGI malignancy in recent 5 years. 

Endoscopy is useful to detect the various causes of GOO, and necessary procedure to decide the 

method of their management in almost cases. }" "THE CHANGE OF CLINICAL PATTERN 

AND THE SIGNIFICANCE OF ENDOSCOPY IN GASTRIC OUTLET OBSTRUCTION IN 

ADULT"  
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Aim: Endoscopical treatment for gastrointestinal neoplasm has been universal and thought to be 

beneficial. Especially endoscopic resection (ER) for early gastric cancer (EGC) has become the 

main therapy in Japan. However, some cases not meeting the indications were retrospectively 

suspected to be able to be cured by ER after operation. We tried to expand the indications of ER 

for EGC mainly from the respect of maximum size of the lesions.  

{ Patients and method:} The indications of ER for EGC in our hospital are for differentiated 

intramucosal cancer and no more than 15 mm in maximum diameter. We selected the 12 patients 

of EGC whose lesions were protruded type and over 15 mm in maximum diameter and tried to 

resect endoscopically under informed concent. All lesions were resected endoscopically once for 

all, not divisionally, and the burn of electrocautery using hot- biopsy forceps were done adding 

to the ordinary resevtion.  

{ Result:} The mean diameter of EGC lesions was 21.2 mm. Eight patients were judged as 

complete resection and the mean diameter of their EGC lesions was 19.4 mm. Four patients were 

judged as incomplete resection from the pathological findings of resected specimen. These 4 

patients were done gastrectomy and 3 patients were found the EGC lesions. The mean diameter 

of these 4 patients was 23.6 mm and none of them were found lymphnode metastasis so far as 

resected. 

{ Conclusion:}  The adding burn of electrocautery using hot- biopsy forceps may make it 

possible to cure EGC which is protruded type and from 15 mm to 20 mm in maximum diameter 

endoscopically. }" "TRIAL TO EXPAND THE INDICATIONS OF ENDOSCOPIC 

RESECTION FOR EARLY GASTRIC CANCER- PROSPECTIVE STUDY OF 12 CASES"  
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{ Object:} 5-Fluorouracil (5-FU) is metabolized by one of two separate routes, each of which 

have different optimal concentrations to yield either 5-fluorouridine triphosphate (FUTP) or 5-

fluorodeoxyuridine monophosphate (FdUMP) as the active metabolite. FUTP, which acts as an 

antagonist to the uracil metabolite uridine triphosphate, is incorporated into RNA where it blocks 

RNA function. FdUMP binds to thymidylate synthase(TS), inhibiting enzyme action and thus 

blocking DNA synthesis. 5-FU was administered preoperatively, either in a high-concentration 

short-duration dose, or low-concentration long-duration dose, in order to study the effects of 5-

FU on DNA and RNA in patients with gastric carcinoma.  

{ Methods:} A total of 20 patients with progressive gastric carcinoma were treated 

preoperatively with 5-FU 300 mg/m2/day. The low-concentration long-duration regimen was 

given by continuous intravenous infusion for 3 days before surgery (CIV group). The high-

concentration short-duration regimen was given in discrete doses for 60 minutes daily for 3 days 

before surgery (DIV group). During surgery, samples were obtained from the cancerous tissue, 

the surrounding normal tissue, and the lymph nodes. Tissue levels of 5-FU, levels of TS enzyme 

and free TS enzyme, and FU levels within the RNA were then determined.  

{ Results:} 1) Tissue levels of 5-FU within the lymph nodes were significantly higher in the DIV 

group. 2) No significant difference was noted between the two groups with regard to the amount 

of TS enzyme in the tissues. However, the amount of TS enzyme was significantly higher in 

cancerous tissue than in normal tissue in the DIV group. 3) No significant difference was noted 

between the two groups with regard to the amount of free TS enzyme in the tissues, or the TS 

inhibition rate in cancerous tissue or in the lymph nodes, but in normal tissue, the TS inhibition 

rate was significantly higher in the DIV group. 4) 5-FU levels in RNA were significantly higher 

in the DIV group in both cancerous tissue and lymph nodes.  

{ Conclusions:} When 5-FU was given at a dose of 300 mg/m2/day for 3 days before surgery, 

clear evidence of anti-RNA action was noted in the DIV group. However, the CIV group showed 

no noticeable effects on DNA as evidenced by TS inhibition. }" "ANALYSIS OF CELL 

KILLING MODE (DNA EFFECT VS. RNA EFFECT) OF 5-FLUOROURACIL IN HUMAN 

GASTRIC CARCINOMA"  
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It has been demonstrated that gastric mucosal DNA is abnormal at an early stage of gastric 

mucosal dysplasia and may even predate it. Several reports showed the great potential of DNA 

content evaluation in assessing gastric cancer. This study aimed to define the most valuable 

DNA cytophotometric parameters for the diagnosis and prediction of premalignancy in gastric 

lesions. It included 28 patients having gross pathology by endoscopy and 7 controls who had 

normal appearance on gastroscopy. Endoscopic gastric biopsies were taken from lesions in the 

patients group and from antrum in the control group. Histopathological examination as well as 

automated image analysis for DNA cytometry were performed for all endoscopic specimens. It 

was found that 18 patients had chronic gastritis, 6 patients had dysplasia associated with chronic 

gastritis and 4 patients had primary gastric carcinoma. The mean DNA ploidy was significantly 

higher in malignant and dysplastic lesions (2.84 ± 1.13 and 2.68 ± 0.19 respectively) than in 

chronic gastritis and control cases (2.43 ± 0.12 and 2.23 ± 0.13 respectively). Ploidy values 

showed no significant differences between different age groups or different endoscopic 

appearances in the chronic gastritis group. The percentage of cells occupying the S phase 

fraction were significantly higher in the different lesions than the controls. It was also higher in 

dysplasia than in chronic gastritis. The 5C exceeding rate % was equal to zero in controls and in 

chronic gastritis cases without dysplasia. However, in dysplastic cases, the mean 5C exceeding 

rate % was (1.62%), which was significantly lower than in malignancy (5.23%). The mean value 

of 2C deviation index showed a stepwise increase starting from the control group (0.35 ± 0.17), 

then the chronic gastritis group (0.57 ± 0.19) to achieve higher values in dysplasia (1.17 ± 0.35) 

and malignancy (1.85 ± 0.33), with significant differences between all these groups. We 

concluded that the DNA analysis could be used as additional tool in surveillance programs to 

select high risk patients for follow up. Mean DNA ploidy, S phase %, 5C exceeding rate % and 

2C deviation index are useful parameters for diagnosis of gastric dysplasia and prediction of 

gastric malignancy. }" "IMAGE ANALYSIS OF DNA IN ENDOSCOPIC GASTRIC 

BIOPSIES"  
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{ Aims.} Reports of limited sensitivity in detecting local invasion and lymph node metastases 

have raised doubts over the role of Computed Tomography (CT) in the preoperative staging of 

gastric cancer. The aim of this study was to compare the accuracy of hydro spiral CT performed 

by a specialist radiologist as part of a multi disciplinary team (MDT) with that of general 

radiologists receiving no postoperative or histopathological feedback.  

{ Methods.} One hundred and eight consecutive patients (median age 71 (35-84)yr, 73 males) 

were randomised to either a preoperative CT performed by the MDT specialist (Consultant 

Radiologist (Siemens Somotom +4 scanner, hydro supplemented with250 ml of microcat 

followed by 1000 ml of water, 8 mm slices) or a control group who underwent a CT scan on 12 

other general Consultant Radiologists lists. The strength of the agreement between the CT stage 

and the histopathological stage was determined by means of the weighted Kappa statistic (Kw).  

{ Results.} \tx1470\tx2190\tx2910\tx3630\tx4350\tx5070\tx5385\tx8150\fs4 \ul \tab \tab \tab \ul 

MDT (n=63) \ulnone \ul Control (n=45) \ulnone Stage T N M T N M \tab \tab Sensitivity (%) 73 

76 52 32 28 30 Specificity (%) 77 43 95 94 100 91 Kw 0.47 0.37 0.36 0.18 0.16 0.17 \tab \tab 

d\fs20  

{ Conclusion.} The specialist approach improved the accuracy of the perceived preoperative 

stage of gastric cancer from poor to moderate for T stage, and from poor to fair for N and M 

stage. These results support the role of CT enhanced by multi disciplinary feedback in the 

preoperative staging of patients with gastric cancer, and in the wider context of subspecialisation 

in the management of patients with oesophagogastric cancer. }" "RANDOMISED TRAIL OF 

MULTIDISCIPLINARY ENHANCED COMPUTERISED TOMOGRAPHIC STAGING OF 

GASTRIC CANCER"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.222#" " Abstract: P.222 0 Citation: Gut 2000; 47(Suppl III): 

A7 ADJUVANT CHEMOTHERAPY WITH 5 FU, FOLIATES, AND CIS-PLATIN AFTER 

RESECTION FOR GASTRIC CARCINOMA: A PROSPECTIVE CONTROLLED TRIAL  

Yves Flamant, Jacques Chipponi, Simon Msika, Abe Fingerhut, Bertrand Millat  

\i Association Universitaire de Recherche en Chirurgie, Bois Colombes, France  

The aim of the study was to evaluate the efficacy of adjuvant chemotherapy associating 5-fluoro-

uracile (5-FU), foliates and cisplatin on survival after resection of gastric adenocarcinoma, if 

patients had lymph node (LN) and/or serosal involvement. Nine 5 day cycles included daily 

rapid IV administration of foliates, 200 mg/m{\up6 2}, 5 FU IV in 2 hours, 375 mg/m{\up6 2} to 

500 mg/m{\up6 2} and cis-platin (CP) in 1 h perfusion, 15 mg/m{\up6 2}. 196 patients (103 had 

surgery alone (control group) (S), 93 had resection + chemotherapy (C)) were analysed. Similar 

patient characteristics included gender, the tumor site, extension to adjacent organs, serosal, LN, 

vascular and nerve involvement as well as signet ring cell composition. On the other hand, the 

mean age of patients was 5 years less in the control group. Only 46.5% of all proposed sessions 

actually took place with normal doses, 28.6% took place with reduced doses while 24.9% did not 

take place. Two patients died because of hematological and grade IV digestive tract toxicity. 

Prognostic factors related to survival included wall involvement, age, vascular and/or nerve 

involvement, tumor length greater than 8 cm, LN involvement, as well as the presence of signet 

ring cells or not. Median survival was 61 months (range: 3 to 100). In C, 46.2% are alive without 

disease at five years, 1.1% are alive with disease, and 52.7% have died. In S, 39.8% are alive 

without disease, 7.8% are alive with disease, and 52.4% have died. No statistically significant 

differences were found between the two groups and the trial failed to demonstrate any benefit of 

that chemotherapy. }" "ADJUVANT CHEMOTHERAPY WITH 5 FU, FOLIATES, AND CIS-

PLATIN AFTER RESECTION FOR GASTRIC CARCINOMA: A PROSPECTIVE 

CONTROLLED TRIAL"  
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{ Objective:} To describe a five years follow-up after successful Hp eradication and complete 

regression of gastric MALT-lymphoma.  

{ Methods:} Eleven consecutive patients (7 males,4 females, mean age 62,3 years, range 51-

80)affected by Hp positive low-grade gastric MALT lymphoma, in clinical stage IA, that 

underwent successful Hp eradication with complete regression of the gastric lymphoma, were 

prospectively followed. Endoscopies with multiple gastric biopsies (from 16 to 24 samples for 

each gastroscopy) were repeated every 6 months for two years and than every year. Clinical, bio-

chemical and instrumental evaluations were also performed at regular interval.  

{ Results:} After a mean follow-up period of 62±10 months (range 48-78) nine patients (82%) 

remained in complete histological remission,two patients (18%) had histological relapse. The 

first case occurred 12 months after first successful treatment, with concurrent Hp reinfection. A 

further regression was documented after re-eradication followed by 30 months of follow-up. The 

second case relapsed two years after the first successful treatment,without evidence of Hp 

reinfection.Although the patient received no further treatment,4 subsequent endoscopic 

examinations revealed no histological evidence of lymphoma.  

{ Conclusions:} Our study shows that regression of low-grade gastric MALT-lymphoma after 

Hp eradication is stable in the majority of cases in a five years follow-up.Therefore antibiotic 

therapy can be considered curative in these patients. }" "LONG-TERM FOLLOW-UP AFTER 

REGRESSION OF GASTRIC MALT-LYMPHOMA"  
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{ Background:} The majority of carcinomas of the exocrine pancreas contain a mutation at 

codon 12 of the K-ras gene.The introduction of linear array imaging has made EUS guided FNA 

a useful tool for pathological diagnosis.The sensitivity of EUS guided FNA for malignant 

pancreatic masses is between 75-90%.The main problems with cytological diagnosis are 

inadequate specimens, the finding of cells suspicious of malignancy and samples containing 

``normal cells representing in fact well differentiated adenocarcinoma.  

{ Aim:} To evaluate the potential diagnostic utility of ras mutation expression in specimens from 

pancreatic masses obtained by EUS guided FNA. As a first step we tested an 

immunohistochemical method for the detection of ras proto oncogene expression in patients with 

pancreatic cancer diagnosed by EUS FNA.  

{ Materials and methods:} Twenty four patients,14 men and 10 women,with a mean age of 58 

years, underwent EUS with FNA with the Pentax-Hitachi system and were diagnosed as having 

pancreatic cancer. Aspirates were obtained through a 22 gauge needle (Echotip,Wilson 

Cook,USA).Smears were prepared for cytology and stained with Giemsa and H&E. The core of 

the aspirate was fixed in formaldehyde and a paraffin block was made. Slides from 7 patients 

with pancreatitis,mucinous and serous cysts,mucinous hyperplasia and fat necrosis served as 

controls.The expression of ras mutation was demonstrated by immunohistochemistry using the 

avidin-biotin-peroxidase (ABC) indirect method with anti ras antibodies PanRasAb03,Santa 

Cruz).  

{ Results:} The immunohistochemical stain was positive in 23 patients out of 24(96%)including 

two patients whose initial histological diagnosis was`` suspicious of adenocarcinoma.Stains of 

the seven controls were all negative. 

{ Conclusion:}  The efficacy of an immunohistochemical method using pan ras antibodies for 

the detection of ras proto oncogene expression in specimens with pancreatic cancer obtained by 

EUS guided FNA was demonstrated. An ongoing prospective study will evaluate the diagnostic 

utility of ras mutation detection in specimens obtained by EUS guided FNA of pancreatic 

masses. }" "THE ROLE OF RAS PROTO ONCOGENE EXPRESSION DETECTION IN THE 

DIAGNOSIS OF PANCREATIC CANCER FROM SPECIMENS OBTAINED BY 

ENDOSCOPIC ULTRASOUND GUIDED FINE NEEDLE ASPIRATION (EUS GUIDED 

FNA)"  
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{ Introduction:} Perforation of the digestive tract wall is one of the most feared complications in 

endoscopic resections of epithelial or subepithelial lesions.  

{ Aims:} Evaluation of an experimental endoscopic closure of gastric perforations on pigs and 

establishment of guidelines for endoscopic closing sutures.  

{ Method:} Ten pigs of races Landrace and Large- White were submitted to general anesthesia 

and upper Gi endoscopy. lnitially a standardized gastric wall perforation was performed. The 

opening was made by aspiration of lhe gastric wall with an end adapter used for rubber band 

ligation. The resection of the adapter content was performed with a polypectomy snare 

introduced through a plastic tube attached to the endoscope. As a next step, a metallic 

endoscopic clip (hemoclip\'ae - Olympus America lnc., Miami FL) was placed on the edge of the 

opening, grasping firmly the muscular layer. After having trapped the clip, the polypectomy 

snare was pulled through the mouth so as to bring the wound to a spindle-shaped form. The 

closure was achieved by clips placed one by one. Where the muscular layer could not be seen, 

the closure was made with the mucosa, aiming to catch the wall as deeply as possible. The 

pneumoperitoneum was emptied with a Verres needle. The animals were sacrificed after 15 days 

and had their stomach removed for macro and microscopical study. At the same time, the 

abdominal cavity was evaluated.  

{ Results:} The suture was performed in all animais, but in only seven (7) of them was the 

muscular layer clearly atlached to both sides of the wound. Nine (9) pigs showed the opening 

edges firmly coapted and five (5) had an ulcer at the site of the wound. Three pigs appeared to be 

ill in the postoperative course and showed localized or generalized peritonitis. One (1) died on 

the 13th day.  

{ Conclusions:} The endoscopic repair of gastric perforation using clips seems to be feasible and 

easy. lt seems usefull to establish some guidelines. After aspiration of gastric contents, the first 

step would be to work the wound into the shape of a mouth. This strategy will make it easy to 

clip the edges. lt is very important to make the suture grasp the muscular layer. More studies are 

needed before this technique is used routinely in patients. }" "GUIDELINES FOR GASTRIC 

PERFORATION ENDOSCOPIC REPAIR USING METALLIC CLIPS"  
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Helicobacter pylori (HP) is considered to be THE cause of gastric (GU) and duodenal ulcers 

(DU), an increase of HP negative ulcers has been reported. Our aim was to investigate in a 

retrospective multicentric study the incidence of HP in DU and/or GU patients in 1997 and 

approx. 5 yrs earlier. Respectively 557, 330, 83, 181, 119, 227 patients were collected from 6 

university/ affiliated hospitals - H1 to H6. Ulcers were diagnosed on endoscopy (size {\f1\'b3} 5 

mm) and HP on histology ± other tests. To avoid underdiagnosing HP active chronic gastritis 

was recorded as indirect evidence. The following data of HP+ were recorded for respectively 

H1-H6: DU: 47% (n=204); 51% (150), 90% (40), 68% (96), 78% (69), 69% (84); GU: 43% 

(311), 37% (163); 61% (38); 48% (69), 83% (40), 55% (67); GDU (GU + DU): 31% (42), 47% 

(17), 60% (5), 69% (16), 50% (6), 69% (5). Five years earlier H2, H3, H4, and H6 recorded HP+ 

in: DU 60%, 86%, 83%, 79%; GU: 41%, 58%, 66%, 52%. Correction based on inflammation 

was H-dependent: H1: 557 ulcers, 313 HP-, whereof 40 with gastritis; H2: 330 ulcers, 184 HP-, 

47 with gastritis; H5: 119 ulcers, 28 HP-, 11 with gastritis; H6: 227 ulcers, 59 HP-, 37 with 

gastritis. Age distribution was comparable with a male predominance except for GU; in the 

overall population percentages of patients of other ethnic origin varied. The percentages of HP+ 

ulcers obtained in our study are lower than generally accepted and even decreased over time (5 

yr). The data may indicate the need for an evolution from a global approach of ulcer = HP 

towards distinctly, different populations and strategies. }" "HELICOBACTER PYLORI 

NEGATIVE DUODENAL AND GASTRIC ULCERS, EVOLUTION TOWARDS A NEED 

FOR A DIFFERENTIATED APPROACH ?"  
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{ Background:} Helicobacter pylori (Hp) which is one of the most common micro-organism in 

the world is especially acquired in childhood period in developing countries. In Turkey, where 

the prevalence of infection among adults is high, no sufficient epidemiological studies have been 

performed on children.  

{ Aim:} To determine the seroprevalence of Hp infection in primary school students in Izmir 

metropolitan districts, Turkey.  

{ Material and methods:} 600 primary school students (311 boys, 289 girls, mean age: 9.4 yr, 

range 7 to 13 yr) who were randomly selected from 183.541 students of primary schools of 6 

Izmir metropolitan districts (p= 0.30 ± 0.05 and a = 0.05) were included in the study. The parents 

were asked to respond to a questionnaire requesting information about age, sex, water supply, 

sewage, domestic crowding, sharing a bed, and family income. Anti-Hp IgG was detected in 

finger tip whole blood by immuno-chromatographic method while blood group antigens were 

also determined.  

{ Results:} The prevalence of Hp infection was 23.8 %. There was a statistically significant 

difference between the prevalences of Hp infection of girls and boys (19.0 % vs 28.2 %, p = 

0.0077). The prevalence of Hp infection increased with age. There was no significant difference 

in Hp infection with regard to water supply, sewage, domestic crowding, family income and 

blood group antigens except sharing a bed. 

{ Conclusion:}  The results of this study demonstrate that in Izmir metropolitan districts, Turkey, 

seroprevalence of Hp infection is lower than other developing countries and is higher than other 

developed countries and is dissimilar in boys and girls and increases with age. }" 

"SEROPREVALENCE OF HELICOBACTER PYLORI INFECTION IN PRIMARY SCHOOL 

STUDENTS IN IZMIR METROPOLITAN DISTRICTS"  
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{ Background:} Despite extensive advances in other fields of H.pylori infection, the exact mode 

of transmission of this microorganism remains unknown. Given the high prevalence of this 

infection in the general population (particularly in countries with low socio-economical 

development) it seems plausible that this organism might spread via a widely distributed vehicle 

in our daily lifestyle. On the other hand, in the last decades, H.pylori prevalence has markedly 

declined in countries with high socio-economical development.  

{ Objectives:} To examine whether H.pylori infection might be transmitted from cow milk, as 

the consume of this dairy product is widely extended among most human cultures, by 

investigating the presence of H.pylori in pasteurized (widely consumed by countries with high 

socio-economical standards) and non-pasteurized (consumed by populations with low level of 

socio-economical standards) cow milk.  

{ Materials and methods:} Five non-pasteurized milk samples collected from different cows and 

farms and four commercial ultra-high-temperature-treated samples were analyzed. In order to 

standarize the method and to know whether H.pylori can be detected in these samples, the PCR 

method was performed in DNA obtained from 0.1 ml of pellet and from 0.1 ml supernadant 

obtained after 10 min centrifugation of 50 ml samples; before and after, DNA of H.pylori or a 

small amount of a grown colony were added to the 50 ml sample. DNA was extracted following 

a previously described method consisting in SDS lysis, CTAB (cetyl trimety ammonium 

bromide) precipitation, and phenol-chlorophorm extraction. Final DNA was resuspended in 0.06 

ml sterile distilled water and was used for ureA gene of H.pylori detection following the 

conditions previously described (Wang et al, EJCMID 1993). PCR products were checked in a 

2% agarose gel electrophoresis and stained with ethidium bromide.  

{ Results:} All samples in which DNA or bacteria had been added were positive, while controls 

without added H.pylori and the remaining nine milk samples were negative.  

{ Conclusions:} These results do not support the presence of H.pylori in non-pasteurized and 

pasteurized cow milk. Therefore, cow milk does not seem to be a major mode of transmission of 

this infection. The consume of pasteurized cow milk is not necessarily a major determinant of the 

decline observed in the prevalence of H.pylori infection in countries with high socio-economical 

standards. Further studies are required to elucidate the principal transmission mode of H.pylori 

infection. }" "HELICOBACTER PYLORI INFECTION. IS COW MILK A VEHICLE FOR 

TRANSMISSION?"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.278#" " Abstract: P.278 0 Citation: Gut 2000; 47(Suppl III): 

A9 HELICOBACTER PYLORI CAGA IN SPANISH PATIENTS WITH GASTRIC CANCER  

Carlos Martin de Argila  

\i Hospital ``Ram\'f3n Y Cajal, Madrid, Spain  

{ Background:} Systemic IgG antibodies against the product of cytotoxin-associated gene 

(CagA)of H.pylori, which is often coexpressed in cytotoxic strains, is strongly associated with 

active duodenal ulceration, severe grades of gastritis and gastric cancer.  

{ Objectives:} To investigate the presence of IgG antibodies to H.pylori CagA in a group of 

gastric cancer patients.  

{ Materials and methods:} Serum samples were collected from 46 patients with gastric cancer 

(16 females; mean age: 69.2 ± 11.5; age range: 39-88), and 33 control subjects (17 females; 

mean age: 65.8 ± 9.5; age range: 39-80). Systemic IgG antibodies against H.pylori and systemic 

IgG antibodies against CagA were assayed using enzyme-linked immunosorbent assay 

techniques (Helico-G, Porton, Cambridge, UK and CagA IgG Radim, Rome, Italy; respectively).  

{ Results:} 31 cases of gastric cancer were of the intestinal type, and 12 of the diffuse type; the 

remaining 3 were unclassified. The overall seroprevalence of H.pylori in patients with gastric 

cancer and controls was 89.8% (39/46) and 57.6 (19/33), respectively (p<0.05). The prevalence 

of H.pylori was higher among patients with the intestinal type of gastric cancer than in those 

with the diffuse type [93.6% (29/31) vs 66.7 (8/12), p<0.05]. CagA seropositivity was 91.3% 

(42/46) in patients with gastric cancer and 27.3% (9/33) in controls (p<0.001). The odds ratio for 

the risk of gastric cancer in CagA seropositives was 28 (95%CI: 7.8-100.7). In H.pylori 

seropositive gastric cancer patients and their control subjects, CagA seropositive was 84.8 

(39/46) and 21.2 (7/33), respectively (p<0.001). The odds ratio for the risk of gastric cancer in 

H.pylori-positive patients if CagA seropositive was 20.7 (95%CI: 6.5-65.9). The mean relative 

intensity of CagA antibody titre was 166.2 ± 90.3 U/ml in the CagA seropositive cancer patients 

and 36.8 ± 9.5 U/ml in the CagA seropositive control subjects (p<0.001).  

{ Conclusions:} These results suggests that Helicobacter pylori CagA seropositivity is associated 

with increasing risk of gastric cancer in Spanish population. Furthermore, gastric cancer patients 

have higher titres of H.pylori CagA than control population. }" "HELICOBACTER PYLORI 

CAGA IN SPANISH PATIENTS WITH GASTRIC CANCER"  
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{ Objective:} The role of Helicobacter pylori (H. pylori) in the aetiology of ischaemic heart 

disease (IHD) has been the subject of much debate. We have studied patients who have fatal or 

non-fatal myocardial infarctions over a ten-year period, to see if the presence of the more 

virulent strain of H. pylori increased the association between H. pylori and IHD.  

{ Method:} The Caerphilly Prospective Heart Disease Study recruited 2512 men aged 45-59 

years during 1979-83. During the first decade of the study, 325 men died of ischaemic heart 

disease or developed non-fatal myocardial infarction. Of these, 172 (47%) had complete H. 

pylori and Cag A status data. Similar data was available on 205 age-matched controls. We 

compared those men who developed IHD with controls to see if there was an association 

between Cag A seropositivity, a virulence marker for H. pylori, and IHD.  

{ Results:} There was no association between Cag A and incident IHD either before or after 

adjustment for potential confounders (p=0.44 and 0.48 respectively). Similarly, there was no 

evidence of an association between Cag A seropositivity and IHD mortality (Unadjusted and 

adjusted odds ratios 1.13 (0.67-1.89; p=0.65) and 1.08 (0.59-1.97; p=0.81) respectively). The 

odds ratio for incident IHD by H. pylori seropositivity did not appear to depend on H. pylori 

type, with a test for difference in odds ratio of Cag A- versus Cag A+ giving p=0.77. 

{ Conclusion:}  In this cohort of middle aged men, followed over a 10 year period, there is no 

evidence of an association between Cag A seropositivity and either incident IHD or IHD 

mortality. This supports other studies recently performed which, when combined, question 

previous work suggesting that H. pylori is a risk factor for IHD. }" "THE ASSOCIATION 

BETWEEN ISCHAEMIC HEART DISEASE AND VIRULENT STRAINS OF 

HELICOBACTER PYLORI"  
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{\i Helicobacter} (H.) {\i pylori} infection is a chronic infection and its spontaneus eradication, 

in the adults, has been rarely observed. In 1996 we evaluated 1,533 inhabitans of Loiano-

Monghidoro, rural area near Bologna, Italy, for the {\i H. pylori} infection by {\up6 13}C-Urea 

Breath Test ({\up6 13}C-UBT). At the beginning of 2000 started the second phase of the 

population study. The whole population was re-invited to undergo a {\up6 13}C-UBT and 

Upper-GI-Endoscopy.  

{ Aim:} To evaluate the natural history of {\i H. pylori} infection in Loiano-Monghidoro 

population.  

{ Methods:} Upper-GI-Endoscopy with gastric biopsies for histology, rapid urease test and 

culture and the {\up6 13}C-UBT were performed. Blood samples were collected and stored for 

later analysis.  

{ Results:} 119 of the 315 (age range 23-82 yrs, mean 53) subjects who accepted to partecipate 

at the Loiano-Monghidoro population based study were evaluated for {\i H. pylori} infection by 

{\up6 13}C-UBT in the 1996. 7 subjects {\i H. pylori} positive in 1996 were excluded from 

evaluation because underwent the eradication therapy. The prevalence of {\i H. pylori} infection 

detected in this second phase (59.8%; 67/112) is similar to that reported in 1996 (65.1%; 

73/112). In this second phase, 10/73 subjects (13.7%) {\i H. pylori} positive in 1996, result {\i H. 

pylori} negative, showing a spontaneous eradication; 4/39 (10.3%) {\i H. pylori} negative in 

1996, contracted the infection, resulting positive.  

{\i Conclusions:} These preliminary results show that the prevalence of {\i H. pylori} infection 

in the Loiano-Monghidoro population is not changed after 4 years but the spontaneous 

eradication, in the adults, is not a rare event and it occurs more frequently than expected. }" 

"NATURAL HISTORY OF HELICOBACTER PYLORI INFECTION: PRELIMINARY 

RESULTS OF LOIANO-MONGHIDORO POPULATION BASED STUDY"  
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{ Introduction:} It is recognized that H. pylori infection is acquired in the childhood. There is no 

evidence that {\i H. pylori} infection in one spouse is associated with an higher prevalence of 

infection in the other. We have previously reported (Gastroenterology 1997, 4, A68 I-II-III) 

preliminary results of a large cross sectional study on prevalence of {\i Hp} infection in Loiano-

Monghidoro, a rural area near Bologna, Italy, assessed by {\up6 13}C-UBT.  

{ Aim:} To evaluate the prevalence of H. pylori infection and the differences in {\f1 d}{\up6 

13}CO{\dn6 2} excretion in a group of spouse pairs.  

{ Methods:} 1,533 subjects accepted to be evaluated in relation to their {\i Hp} status by the 

{\up6 13}C-UBT by the European Standard Protocol. Three hundred sixty six spouse pairs with 

both spouses evaluated were identified; a standardized questionnaire for socio-demographic and 

life style factors was also administered.  

{ Results:} Out of 366 spouse pairs resulted four different combinations: a) 180 {\i Hp} +ve 

spouse pairs (husbands: mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 25.81; mean age 57; 

wives: mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 27.56; mean age 53); b) 39 {\i Hp} {\f1 -

}ve spouse pairs (husbands: mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 1.43; mean age 49; 

wives: mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 1.76; mean age 45); c) 65 spouse pairs 

with {\i Hp} +ve wives (mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 26.90; mean age 50), 

but Hp-ve husbands (mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 1.68; mean age 53); d) 82 

spouse pairs with {\i Hp} +ve husbands (mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 26.13; 

mean age 52), and Hp-ve wives (mean {\f1 d}{\up6 13}CO{\dn6 2} excretion = 1.59; mean age 

49). The observed agreement of {\i H. pylori} infection within spouse pairs was not different 

from the expected (kappa: 0.06). Husbands were at a slighter higher risk of being infected (82 vs. 

65 discordant pairs) with a matched O.R. of 1.3 (0.9-1.8). In the subgroup of 180 concordant 

infected spouse pairs the correlation between {\f1 d}{\up6 13}CO{\dn6 2} excretion in the two 

spouses was 0.21.  

{ Conclusions:} The results suggest that person-to-person transmission between spouses is 

unlikely. However, among concordant infected spouse pairs, {\f1 d}{\up6 13}CO{\dn6 2} 

excretion in one spouse was correlated to the excretion in the other spouse. }" "AGREEMENT 



OF HELICOBACTER PYLORI INFECTION AND [delta]13 CO2 EXCRETION IN A LARGE 

SERIES OF SPOUSE PAIRS (LOIANO-MONGHIDORO STUDY)"  
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{ Background:} Oral-oral and fecal-oral routes are the main via of acquiring Hp infection. 

Physicians are exposed to one of both routes, according to their specialty.  

{ Aim:} To assess Hp prevalence among clinicians, ENT specialists, gastroenterologists and 

colorectal surgeons, who are exposed in varying degrees to one of both routes of infection.  

{ Methods:} 40 males of each of the following specialties were evaluated: 

clinic,gastroenterology, ENT and colorectal surgery. Each group was matched with a control 

group by age, education level and socioeconomic status. 80 males subjects formed the control 

group. Besides, data related to their professional activity, such as years of practice and gloves 

wearing, were also considered. The infection status was associated with a quick serological test, 

Flex-Pack Hp test (Abbott Laboratories) Odds ratio (OR), 95% Confidence Interval (95% CI) 

and Fishers Test were used to validate the results. 

\tx1785\tx2370\tx3585\tx4650\tx5370\tx6465\tx7110\tx8150\fs4 \ul \tab \tab \tab Group N X 

Hp+ OR 95%CI P (%) \tab \tab Control 80 44.9 ±10.6 29 (36.3) ENT 40 44.4 ± 11.6 19 (47.5) 

1.63 0.73-3.62 0.23(NS) Colorectal Surgeon 40 47.2 ± 10.9 24 (60.0) 2.54 1.13-5.71 < 0.05 

Clinicians 40 43.3 ±10.1 20 (50.0) 1.87 0.84-4.18 0.12(NS) Gastroenterologist 40 45.1 ± 8.4 25 

(62.5) 2.75 1.22-6.21 <0.05 \tab \tab d\fs20 When compared gastroenterologists who perform 

endoscopy without gloves for more or less than 7 years the prevalence of Hp was 87.5% and 

45.8%, respectively. OR: 6.13, 95%CI: 1.02-36.9, p:<0.05.  

{ Conclusions:} According to our findings, there is a significantly higher Hp prevalence among 

colorectal surgeons and gastroenterologists than among clinicians and ENT.On the other hand, 

those gastroenterologists that did not wear gloves for long periods presented a higher Hp 

prevalence than those who did. Those findings support the importance of the fecal-oral 

transmission route and the protector role of glove use among professionals. }" "PREVALENCE 

OF HELICOBACTER PYLORI (HP) INFECTION AMONG CLINICIANS AND 

SPECIALISTS, GASTEROENTEROLOGISTS AND COLORECTAL SURGEONS"  
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{ Introduction:} The reported prevalence of Hp infection in patients with end stage renal failure 

in dialysis is associated with disagreeing results. We lack of experience with regard to potential 

factors associated to infection in this group, e.g., nutritional status, response to dialysis and the 

patients general health condition.  

{ Aim:} 1. To determine the prevalence of Hp infection in HD patients and to compare it with 

the prevalence of the general population. 2. To evaluate the association of Hp with nutritional 

status, response to dialysis and general health status of the patients in HD.  

{ Methods:} 93 consecutively HD patients (58 m/35f), age X 57.5±17.2, were enrolled. 

Nutritional status was measured by serum albumin (<3.5 and >3.5 g%), general health condition 

by Karnofsky scale (>3.5 and <3) and response to dialysis, by KT/V (>1.2 and <1.2). In addition, 

a control group of 93 consecutive patients referred by their clinicians for routine blood test were 

enrolled. These patients did not present digestive symptoms. Both groups answered a 

questionnaire to establish their socioeconomic and education level. Hp condition was diagnosed 

with the quick serological test, Flex-Pack Hp (Abbott Laboratories). Both groups were matched 

for age, and for education and socioeconomic level. The results were analyzed by means of 

multiple logistic regression, odds ratio and 95% confidence interval.  

{ Results:} 44/93 (47.3 %) HD patients and 55/93(53.6%) controls were Hp+, p=0.46 (NS). 

When the HD subjects were analyzed according to subgroups the results were the following: 

\tx1155\tx2160\tx2925\tx3990\tx4725\tx5820\tx6225\tx8150\fs4 \ul \tab \tab \tab Subgroup N 

HP OR 95% CI P +(%) \tab \tab Albumin > 3.5g% 76 41 (53.9) < 3.5g% 17 3 (17.6) 0.06 0.01-

0.39 <0.01 KT/V > 1.2 80 55 (69.2) < 1.2 13 6 (43.8) 0.10 0.02-0.65 <0.05 Karnofsky < 3 78 40 

(51.3) > 3 15 4 (26.7) 0.37 0.06-2.95 0.26 \tab \tab d\fs20  

{ Conclusions:} Hp prevalence among the dialyzed group and the control group was not 

statistically different. However, the patients with lower serum albumin levels and with poor 

response to dialysis showed a lower prevalence of Hp infection. This finding could be explained 

by a poor immune response. }" "SEROPREVALENCE OF THE HELICOBACTER PYLORI 

(HP) INFECTION IN HEMODIALYSIS PATIENTS (HD)"  
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Milan Kovijanic, Dusan Andjelkovic, Nada Stanojevic, Dusanka Zilovic, Svetozar Gavrilovic  

\i General Hospital Pancevo, Dept. of Gastroenterology, Pancevo, Yugoslavia  

It is wellknown that there is correlation between Helicobacter pylori (HP) infection and socio-

economic status of the population. We wanted to investigate whether there are differences in the 

number of incidence of HP infection in the most common gastroduodenal diseases, between 

urban and rural population. 200 pts.were investigated, 100 pts. living in town, 100 pts. living in 

country (121 males, 79 females). All patients were endoscopically examined. To diagnose HP 

infection rapid ureasa test was used. There were 79 pts. with peptic duodenal disease, 101 pts. 

with chronic gastritis and 20 pts. with gastric ulcer. HP infection was diagnosed in 80% pts. with 

peptic duodenal disease, 47% pts. with chronic gastritis and 55% pts. with gastric ulcer, which 

correlates with the existing knowledge in the medical literature. We found out that the total 

number of incidence of HP infection in urban population was 65% whereas 49% in rural 

population, which points out that the obtained data are statistically significant (p < 0,05). 

Therefore, we think that these differences, opposite to our expectations, are caused by the better 

socio-economic status of the rural population in our community. }" "HELICOBACTER 

PYLORI INFECTION IN URBAN ET RURAL POPULATION"  
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\i II Department of Pediatrics, Gastroenterology and Nutrition; Department of Microbiology, 
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Academy of Science, Wroclaw, Poland  

{ Objectives:} The Aim of the study was to analyze prevalence of Helicobacter pylori(Hp) 

infection in 30 families of children with gastric and duodenal disorders with Hp infection. { 

Material and methods:} Endoscopy, histopathology and culture of gastric biopsies in all 30 

children were performed. IgG Hp antibodies were tested in sera of all children and 54 members 

of their families. In 13 parents and 12 siblings upper gastrointestinal tract endoscopy was 

performed. Strains of Hp isolated from selected families were differentiated based on restriction 

fragments length polymorphism (RFLP) of DNA after digestion with Hind III enzyme and 

hybridization with Hp 16 rDNA probe.  

{ Results:} Positive titers of Hp antibodies were found in all mothers in 80% fathers and in 68% 

siblings. Active peptic ulcer disease was diagnosed in 6 children and in 30%parents. According 

to RFLP analysis of Hp strains within families both similar but also completely different 

restriction patterns of Hp strains were found among family members.  

{ Conclusions:} High prevalence of Hp infection in families of children with gastric and 

duodenal diseases was found. Low eradication rate of Hp infection could be related to antibiotic 

resistance of bacteria and its prevalence in families of treated children. Analysis of RFLP in 

family members of children with Hp infection could be used in epidemiological studies and in 

determination of causes of unsuccessful eradication an reoccurrence of infection. }" "FAMILIAL 

OCCURENCE OF HELICOBACTER PYLORI INFECTION"  
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{ The aim} of this study was to compare the incidence of various symptoms from the digestive 

system in healthy hospital workers positive or negative for Helicobacter pylori (Hp).  

{ Subjects and Methods:} 432 healthy employees of our hospital (nurses and members of the 

administrative staff) completed a special questionnaire concerning various symptoms mainly 

from the digestive system. Information was also obtained concerning surgical operations and 

chronic diseases involving various systems. The Hp positivity was confirmed by estimation of an 

IgG antibody in the serum. All data were entered on a special statistical package and were 

analyzed using parametric and non-parametric tests.  

{ Results:} Statistically significant differences between positive and negative subjects were 

observed for the following variables: reflux symptoms (X2=6.62, df=1, p<0.01) tendency for 

vomiting (X2=3.46 df=1, p<0.06) chronic disorders of other systems excluding digestive 

(X2=8.950, df=1, p<0.003) and history of ``peptic ulcer and / or ``gastritis (X2=7.87, df=1, 

p<0.005). Marriage people had statistically significantly more chances to acquire the infection 

(X2=4.07, df=1, p<0.04) than the single persons. It was of interest that the consumption of Greek 

coffee was significantly related to Hp infection (X2=6.06, df=2, p<0.05). Various other 

parametric variables such as years of smoking, number of cigarettes smoked per day, alcohol 

consumption and number of bowel movements per day, were not statistically related to Hp 

infection. 

{ Conclusion:}  Infection by Hp in hospital workers is significantly related to some symptoms 

from the upper GI tract as well as with chronic disorders from other organs or systems. }" 

"SYMPTOMS FROM THE DIGESTIVE SYSTEM AND HELICOBACTER PYLORI 

INFECTION IN HOSPITAL WORKERS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.287#" " Abstract: P.287 0 Citation: Gut 2000; 47(Suppl III): 

A101 HELICOBACTER PYLORI INFECTION IN PATIENTS RECEIVING CHRONIC 

HEMODIALYSIS  
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{ Aims:} The aim of the study was to determine the prevalence of {\i Helicobacter pylori} (Hp) 

infection among patients receiving chronic haemodialysis (CHD) and to analyse selected 

biochemical parameters in these patients.  

{ Material and Methods:} The study covered 68 patients receiving CHD, including 36 males and 

32 females, aged 24-71, mean age 49.9 ± 14.9. Patients had been receiving dialysis for a period 

of 7 months to 22 years, 9 years on average. The following parameters were measured in all 

patients: Hp specific IgG by immunoenzymatic test, levels of parathormon (PTH), hemoglobin, 

hematocrit, albumin, creatinine, as well as urea, and urea reduction index (PRU) was calculated.  

{ Results:} Hp specific antibodies were observed in 60.3% of patients in the study. An analysis 

of the results of biochemical tests in chronically dialysed patients showed that Hp infection had 

no effect on the levels of PTH, urea, creatinine, albumin, hemoglobin and hematocrit, nor on the 

effectiveness of dialysis as measured by PRU.  

{ Conclusions:} 1) Hp infection determined by immunoenzymatic test occurred in 60.3% of 

patients receiving chronic haemodialysis. 2) Hp infection in CHD patients did not affect the 

levels of urea, creatinine, hemoglobin and PTH in the blood serum, nor the effectiveness of 

haemodialysis. }" "HELICOBACTER PYLORI INFECTION IN PATIENTS RECEIVING 

CHRONIC HEMODIALYSIS"  
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{ Introduction:} The best test to diagnose H pylori infection in acute upper gastrointestinal 

haemorrhage (AUGIH) is not know. Rapid urease test is frequently negative in AUGIH.  

{ Aim:} The aim of this study was to determine the predictive value of rapid urease test (RUT), 

13Carbon urea breath test (13CUBT) and histology in the diagnosis of H pylori infection in 

AUGIH.  

{ Patients and methods:} Ninety-eight subjects were studied. 32 patients with AUGIH were 

recruited prospectively. Controls comprised 66 subjects recruited prospectively from the open 

access endoscopy service. None of the subjects were taking proton pump inhibitors in the last 24 

hours. The following tests were performed in patients and controls: 1) RUT from antral biopsy 2) 

Two antral and two corporal biopsies for histology and 3) 13CUBT. A combination of any 2 

positive tests were taken as gold standard. \tx1065\tx2205\tx3360\tx4425\tx5565\tx6315\tx8150 

Patients with AUGIH \tab Test Sensitivity Specificity Controls Sensitivity Specificity \tab RUT 

93.3% 70.6% RUT 96.3% 100% 13CUBT 80% 94.2% 13CUBT 100% 90% Histology 100% 

100% Histology 96.3% 100% \tab 42/98 subjects were H pylori positive 

{ Conclusion:}  Sensitivity of 13CUBT and the specificity of RUT is reduced in patients with 

AUGIH. Histology provides the best diagnostic yield. }" "DIAGNOSIS OF HELICOBACTER 

PYLORI INFECTION IN ACUTE UPPER GASTROINTESTINAL HAEMORRHAGE; 

WHAT IS THE BEST DIAGNOSTIC TEST?"  
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{ Aim:} The aim of our study was to investigate the possible pathogenetic role of Helicobacter 

pylori (HP) infection in patients with cirrhosis of the liver.  

{ Patients and methods:} 235 patients (M/F 155/80, aged 24-86 Yr.) suffered from liver 

cirrhosis, were hospitalised during five years in Intensive Care Unit, University Hospital Merkur 

in Zagreb. They were divided into three groups according to the Childs classification (A, B and 

C) - presence or absence of each of the following: ascites, splenomegaly, oesophageal varices, 

bilirubin level and known risk factor for hepatic encephalopathy (gastrointestinal bleeding, 

azothemia, hepatorenal syndrome, infection and severity of disease). All patients had upper 

gastro-intestinal endoscopy and the gastroduodenal pathology was identified. Helicobacter pylori 

(HP) infection was confirmed by gastric histology.  

{ Results:} 143 (60,85%) patients were HP positive. 79 (33,61%) patients were admitted because 

of upper GI bleeding. In this group, 61 (77,21%) were HP positive (X2 test 13.38, p=0.003, CI= 

0.32-0.42). The highest rates of HP infection were found among patients in Childs class C. We 

found significant difference in HP positive rate between the patients with and without 

oesophageal varices too. 113 (69,36%) patients had encephalopathy, and 88 (77,87%) of those 

were infected with HP, compared with only 48,3% patients without encephalopathy (X2 test 

17.58, p=0.002 CI= 0.54-0.62). 

{ Conclusion:}  According to our results we found that HP infection was higher among patients 

with cirrhosis and acute GI bleeding, as well as with Childs class C group. HP positive patients 

have been in higher risk for hepatic encephalopathy too. }" "HELICOBACTER PYLORI 

INFECTION IN PATIENTS WITH LIVER CIRRHOSIS"  
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Gastritis is a common endoscopic finding in patients operated for duodenal ulcer (D.U.). The aim 

of our study was to determine H.pylori prevalence in patients after partial gastrectomy for D.U. 

The study was based on 57 patients (39 men, 18 women; mean age 58 years; range:24-72 years) 

with Billroth II (B-II) operation and 22 patients (17 men, 5 women;mean age 52 years; range 29-

71 years) with Billroth I (B-I) procedure. The mean time interval between the initial partial 

gastrectomy and this study was 11,5 years (range 2-20 years) in patients with Billroth II 

procedure and 79 years (range 1-15 years) in those with Billroth I procedure. Fifteen patients 

with D.U., without gastric surgery, were used as control group for evaluation of H.pylori 

prevalence. All patients underwent upper gastrointestinal endoscopy and biopsy samples were 

taken and studied for H.pylori by CP-rapid diagnosis urease test. A H.pylori positive test was 

found in 20(35%) of 57 patients with B-II procedure and in 12(54%) of 22 patients with B-I 

anastomosis, compared with 11(73%) of 15 patients with D.U. without gastric surgery. In 

conclusion, H.pylori prevalence in patients with partial gastrectomy fou D.U. is lower than in 

D.U. patients without gastric surgery. Among the operated patients, the lowest prevalence of 

H.pylori infection was found in those with B-II procedure, indicating a potential inhibitory role 

of bile reflux on the development of the microorganism. }" "HELICOBACTER PYLORI 

INFECTION IN PATIENTS WITH OPERATD STOMACH"  
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{ Background:} Helicobacter pylori [Hp] infection is frequent in individuals with digestive tract 

complaints. In vitro This bacteria is susceptible to many antibiotics. In vivo different factors, 

especially low pH and mucus barrier limit the affect of antibiotics. The spontaneous eradication 

was estimated to be about 0,3-1,5 % per year. It is possible that the spontaneous loss of infection 

is due to antibiotics used because of other indications. The aim of the study was to assess the 

influence of antibacterial therapy on the frequency of Hp infection in individuals with digestive 

tract complaints.  

{ Materials and methods:} 50 patients were examined, 36 females and 14 males with the range of 

age 23-78 year (mean age 48,94 year). Patients who have taken antibiotic at least once a year in 

the last ten years or at least twice a year in the last three years were included. The control group 

included 50 patients who did not take any antibiotics in the last three years. In all patients the 

upper digestive endoscopy was performed to obtaine specimens for histological examination and 

urease test as well as the sera were obtained to examine the presence of antibodies anti-Hp using 

ELISA method.  

{ Results:} In main group the rate of Hp infection was 70 % in histological method, 40 % in 

urease test and 54% in ELISA method. In control group the rate of infection was 76%, 62%, 66% 

respectively.  

{ Conclusions:} Hp infection is lower in individuals frequently using antibiotics, that was 

confirmed by three diagnostic methods. Autoeradication of Hp infection is higher in individuals 

frequently using antibiotics, the variation is statistically significant (p{\f1\'a3}0.05). It seems that 

frequent antibactrial therapy may reduce the sensitivity of urease test and increase the doubtful 

results of immunological test. }" "HELICOBACTER INFECTION IN INDIVIDUALS 

FREQUENTLY TREATED WITH ANTIBIOTICS AND CHEMOTHERAPEUTIC AGENTS"  
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{ Background:} Age and dwelling together in closed communities are associated to a higher 

prevalence of HP infection. Up to date there are no studies on infections among institutionalized 

elderly patients.  

{ Aim:} 1. To evaluate HP seroprevalence among institutionalized elderly patients. 2. To 

evaluate the relationship between infection and other factors such as dementia, fecal 

incontinence or psychophysical limitation.  

{ Methods:} 190 institutionalized patients of both genders, age, X=79.1±8.2 were enrolled. Their 

education level and socioeconomic status were recorded and the presence of dementia, fecal 

incontinence and mental state (scored by the Geriatric Depression State) were determined by a 

clinical examination. We enrolled 180 controls, age X=73.6±5.4 years. Their Hp status was 

established by the quick serological test, Flex-Pack HP (Abott Laboratories). Both groups were 

matched for age, sex, socioeconomic and education level. Multiple logistic regression test, odds 

ratio (OR) and 95% confidence interval (95%CI) were used.  

{ Results:} HP prevalence among institutionalized patients was 56.7% compared to 51.8% in the 

control group. OR: 1.5, 95%CI (0.74-1.79), P-0.54(NS) 

\tx1935\tx2610\tx3675\tx4515\tx5730\tx6420\tx8150\fs4 \ul \tab \tab N Hp+ % OR CI 95% p 

\tab Dementia patients Yes 110 59 (53.6) No 78 45 (57.7) 1.14 (0.53-2.42) 0.74(NS) 

Psychophysical limit. Yes 142 76 (53.5) No 48 30 (62.5) 1.36 (0.54-3.42) 0.51(NS) Incontinence 

patients Yes 97 50 (51.5) No 93 56 (60,2) 0.65 (0.29-1.46) 0.30 (NS) \tab d\fs20  

{ Conclusions:} According to our results HP prevalence among elderly institutionalized patients 

is no higher than in general population. Mental status, fecal incontinence and psychophysical 

restrictions do not represent risk factors of infection in the elderly institutionalized group. These 

findings suggest that HP is acquired at earlier age due to a birth cohort effect. The lack of Hp 

prevalence increase in the group with risk factor could probably be explained by the bacterial 

clearance reported for this populations. }" "HELICOBACTER PYLORI SEROPREVALENCE 

AMONG INSTITUTIONALIZED ELDERLY PATIENTS"  
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{\i Hp} infection has been related to different pathological manifestations ranging from gastritis 

to peptic ulcer lymphoma and cancer. The {\up6 13}C urea breath test ({\up6 13}C-UBT) is 

supposed to correlate with bacterial density, a determinant of mucosal inflammation. We have 

previously reported (Gastroenterology 1997, 4, A68 I-II-III) preliminary results of a large cross 

sectional study on prevalence of {\i Hp} infection in Loiano-Monghidoro, a rural area near 

Bologna, Italy, assessed by {\up6 13}C-UBT.  

{ Aim} of this study is to evaluate differences in {\f1 d}{\up6 13}CO{\dn6 2} excretion in 

relation to past history of peptic ulcer and individual characteristics.  

{ Methods:} 1,533 subjects accepted to be evaluated in relation to their {\i Hp} status by the 

{\up6 13}C-UBT by the European Standard Protocol. A standardized questionnaire for socio-

demographic and life style factors was also administred. For 1,079 subjects reliable information 

on weight and height was available and body surface area was estimated.  

{ Results:} Out of 1,079 participants with anthropometric measures, 791 (73.3%; 438 males, 353 

females) resulted positive for {\i Hp} infection ({\f1 d}{\up6 13}CO{\dn6 2} excretion > than 

5). We observed that mean {\f1 d}{\up6 13}CO{\dn6 2} was significantly higher in females 

(28.5) than in males (25.8). Current smokers had significantly lower values (21.9) than ex 

smokers (25.3) and non smokers (28.5) Subjects reporting a personal history of duodenal ulcer 

tended to have a higher mean excretion (31.2) than subjects with no history of peptic disease 

(26.6) or with a history of gastric ulcer (27.1) (NS). A multivariate analysis (including terms for 

sex, age, weight, smoking and duodenal ulcer) showed a negative association of {\f1 d}{\up6 

13}CO{\dn6 2} excretion with weight (p = 0.006), current smoking (p = 0.0001) and a positive 

association with duodenal ulcer (p = 0.02); no association with sex, age, and gastric ulcer 

persisted in this multivariate analysis. Body surface area had the same effect of weight.  

{ Conclusions:} Observed differences in {\f1 d}{\up6 13}CO{\dn6 2} excretion were due to the 

effect of few significant predictors: body mass (either measured as weight or body surface), 

current smoking and duodenal ulcer. Heavier subjects and smokers have significantly lower 

values, while in contrast duodenal ulcer patients have significantly higher {\f1 d}{\up6 

13}CO{\dn6 2} excretion. These results suggest that in the evaluation of {\f1 d}{\up6 

13}CO{\dn6 2} excretion anthropometric measures (body mass) and information on smoking 



status should be considered. }" "DUODENAL ULCER, BODY MASS AND SMOKING ARE 

STRONG PREDICTORS OF DELTA 13 CO2 IN A LARGE SERIES OF HELICOBACTER 

PYLORI POSITIVE SUBJECTS (LOIANO-MONGHIDORO STUDY)"  
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In 1996 we evaluated 1,533 inhabitants of Loiano-Monghidoro, rural area near Bologna, Italy, 

for the {\i Helicobacter} (H.) {\i pylori} infection by {\up6 13}C-Urea Breath Test ({\up6 13}C-

UBT). At the beginning of 2000 started the second phase of the population study. The whole 

population was re-invited to undergo a {\up6 13}C-UBT and Upper-GI-Endoscopy.  

{ Aim:} To evaluate the prevalence of the lesions in the upper GI tract and the correlation with 

the {\i H. pylori} infection.  

{ Methods:} Upper-GI-Endoscopy with gastric biopsies for histology, rapid urease test and 

culture and the {\up6 13}C-UBT were performed. Blood samples were collected and stored for 

later analysis.  

{ Results:} Lesions of the upper GI tract were found in 81/315 subjects (age range 23-82 yrs, 

mean 53) who accepted to participate at the second phase of Loiano-Monghidoro population 

based study. Esophagitis were found in 27 subjects (8.5%), gastric erosions in 32 (10.1%), 

gastric ulcers in 2 (0.6%), duodenal ulcers in 14 (4.4%), duodenal scars in 3 (0.95%), gastric 

cancers in 2 (0.6%) and gastric lymphoma in 1 subject (0.3%). The prevalence of H. pylori 

infection was: 55.6% in esophagitis, 50% in gastric erosions, 100% in gastric ulcers, 92.9% in 

duodenal ulcers, 100% in duodenal scars and in 100% of gastric neoplasms.  

{ Conclusions:} The preliminary results have showed an high prevalence of endoscopic lesions 

in the Loiano-Monghidoro population, indeed of gastric neoplasms. The prevalence of {\i H. 

pylori} infection in the endoscopic lesions was similar to findings reported in previous 

endoscopic studies. }" "DUODENAL ULCER, BODY MASS AND SMOKING ARE STRONG 

PREDICTORS OF DELTA 13 CO2 IN A LARGE SERIES OF HELICOBACTER PYLORI 

POSITIVE SUBJECTS (LOIANO-MONGHIDORO STUDY)"  
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The seroprevalence of Helicobacter pylori infection of blood donors in West-Hungary proved to 

be 52.5% previously.  

{ The aim} of the present study was to investigate the prevalence of cag-A positive strains and 

the relationship between this virulence factor and gastroduodenal peptic lesions.  

{ Patients and Method:} 510 H. pylori positive voluntary blood donors (410 men and 100 

women) were involved into the study. Sera were determined for cag-A antibodies with 

quantitative enzyme immuno-assay (Helori CTX IgG, Eurospital, Trieste). Patients were offered 

gastro-duodenoscopic screening. For statistical evaluation {\f1 c}{\up6 2} test was used.  

{ Results:} The overall rate of cag-A seroprevalence was 60.5% in H. pylori positive population. 

It was increasing with age groups (from 49.6% with 18-29 ys to 72.2% with 50-64 ys). The 

seropositivity rate was higher in women (72.2%) than in men (57.8%). The frequency of cag-A 

seropositivity was 77.3% in patients with gastroduodenal peptic lesions detected by the 

endoscopic screening and it was 90.5% in those who reported previous ulcer disease.  

{ Conclusions:} 1. More than half of the H. pylori positive West-Hungarian population is carrier 

of cag-A positive strains. 2. {\i The seroprevalence is increasing with age,} presumably as a 

result of cohort effect. 3. Cag-A positive status may be in strong association with gastroduodenal 

peptic lesions. }" "THE PREVALENCE OF CYTOTOXIN-ASSOCIATED PROTEIN (CAG-A) 

POSITIVE HELICOBACTER PYLORI STRAINS IN WEST-HUNGARY"  
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{ Background:} As well known that reinfection rate of Hp infection after successful eradication 

is low in developed countries. Unfortunately, there are highly variable and insufficient data about 

the reinfection rate of Hp in Turkey.  

{ Aim:} To compare the rate of reinfection of Hp infection after 1 week and 2 weeks triple 

therapy for a mean 17-month by using 13C urea breath test in Turkey.  

{ Methods:} Fifth-one patients (28 male, 23 female, mean age: 44.8 ± 13.1) were enrolled in the 

study based on histological detection of Hp in gastric biopsy specimens and positive rapid urease 

test results. They were randomised to receive 30 mg lansoprazole, 1 gr amoxycillin and 500 mg 

clarithromycin twice daily for one week (Group 1) or two weeks (Group 2). Urea breath test 

(ubt) was performed 6 weeks after the beginning of the therapy. Based on intention-to-treat (ITT) 

and per-protocol (PP) analysis, Hp eradication rates of Group 1 and Group 2 were (19/25) 76 %, 

(19/25) 76 % and (21/26) 81 %, (20/24) 83 %, respectively (p > 0.005). Out of 40 patients with 

initially cured Hp infection 31 were available for follow-up. The mean follow-up period was 

16.7 months, range 13-21 months. Ubt was repeated at the end of this time.  

{ Results:} After the eradication of Hp infection, reinfection rates of Group 1 and Group 2 were 

(0/12) 0 % and (1/19) 5.3 %, respectively (p > 0.05).  

{ Conclusions:} Our data suggest that reinfection rate of Hp is similar after 1 and 2 weeks triple 

therapy. Hp reinfection after successful therapy is low in Turkey as in developed countries. }" 

"REINFECTION RATE OF HELICOBACTER PYLORI INFECTION AFTER ONE AND 

TWO WEEKS TRIPLE THERAPY. A 17-MONTH FOLLOW-UP STUDY"  
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Hormonal Laboratory, Saint Panteleimon General State, Nicea, Greece Factors influencing the 

seroconversion of previously negative for Helicobacter pylori (Hp) infection groups of the 

normal population are unknown.  

{ The aim of} this study was to provide information concerning the influence of various 

epidemiological and clinical parameters on the transformation from serum negative to serum 

positive for Hp hospital workers (a well-known group of people with increased chance of 

acquiring Hp infection).  

{ Subjects and Methods:} Out of 437 hospital workers studied on 1994 for Hp infection, 84 

(19.2%) initially negative for Hp infection became positive after 4 years of follow-up (1998). A 

large number of epidemiological and clinical parameters (55 non-parametric and 14 parametric 

variables) were studied on 1994 and in the same group of persons on 1998, in order to find-out 

those having statistical significance. The analysis of the results was done using a special 

statistical package.  

{ Results:} The only clinical symptom which was found to have statistical significance was 

abdominal bloating and dietetic restrictions, which were followed by the subjects themselves 

(X{\dn6 2}=3.309, df=1, P<0.05). Other non-parametric variables such as sex, educational level, 

marriage, smoking, alcohol and coffee consumption, surgery for various reasons, and chronic 

gastrointestinal disorders, were not significant. The ANOVA analysis for various parametric 

variables such as age, number of brothers and sisters, number of cigarettes smoked per day and 

number of bowel movements per day were no statistically significant. 

{ Conclusion:}  Abdominal bloating and dietetic restrictions were the only factors predicting 

positivity for Hp over time. Further studies, in other groups of the normal population are needed 

in order to find out possible predictive factors for Hp positivity. }" "FACTORS INFLUENCING 

THE SEROCONVERSION OF THE PREVIOUSLY HELICOBACTER PYLORI NEGATIVE 

HOSPITAL WORKERS"  
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{ Objective:} To analyse liver tissue from patients with cholangio- and hepatocellular carcinoma 

for Helicobacter spp. by PCR and DNA-sequencing. As controls, patient livers with metastases 

from colorectal carcinoma were included in the study.  

{ Methods:} Paraffin embedded liver specimens from patients with cholangiocarcinoma (n=14), 

hepatocellular carcinoma (n=16), and metastases originating from colorectal carcinoma (n=20), 

as controls, were included in the study. Samples were de-embedded using standard methods and 

DNA extracted by the Qiagen Tissue DNA extraction kit. Samples were analysed with PCR 

using Helicobacter-specific 16S rRNA primers and Helicobacter pylori-specific 26 kDa primers. 

Samples positive in Helicobacter-specific PCR were purified and sequenced with an Applied 

Biosystems DNA sequencer using the ABI PRISM BigDye Kit according to the instructions of 

the manufacturer (Perkin-Elmer).  

{ Results:} We found that 10/14 and 12/16 paraffin embedded liver samples from cholangio- and 

hepatocellular carcinoma patients were positive for Helicobacter spp., respectively. In addition, 

14/18 of these samples were also positive in H. pylori-specific PCR using the 26 kDa primers. 

Five amplified fragments, obtained by Helicobacter genus-specific PCR, were analysed by DNA 

sequencing and sequence alignment. The samples were at least 98% identical to H. pylori by 

GeneBank/EMBL database comparison. None of the livers with metastases from colorectal 

carcinoma were positive.  

{ Conclusions:} Helicobacter pylori was identified in liver samples from patients with 

cholangio- or hepatocellular carcinoma. }" "IDENTIFICATION OF HELICOBACTER PYLORI 

IN LIVERS FROM PATIENTS WITH CHOLANGIO- AND HEPATOCELLULAR 

CARCINOMA BUT NOT IN LIVERS WITH METASTASES FROM COLORECTAL 

CANCERS"  
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{ Background:} N{\f1 a}-methyl histamine (N{\f1 a}MH) is produced by HP infecting gastric 

mucosa but no information is available regarding its influence on gastric secretion and gastrin 

release in DU patients before and after HP eradication.  

{ Methods:} The effects of intragastric (i.g.) administration of single or graded doses of N{\f1 

a}MH on gastric acid secretion and plasma gastrin level were determined in DUs before and 

after the eradication of HP and after antrectomy. Furthermore, the levels of gastric histamine, 

and gastrin were assessed before and after HP eradication.  

{ Results:} In HP infected DUs, the i.g. application of N{\f1 a}MH had little influence on gastric 

acid secretion or plasma gastrin. Following eradication of HP, gastric luminal histamine and both 

gastric acid secretion and plasma gastrin levels were significantly reduced. N{\f1 a}MH given 

i.g. in graded doses to such HP eradicated DUs increased dose-dependently gastric acid output 

reaching at a dose of 5 mg about 80% of histamine maximum (25 \'b5g/kg-h of histamine). N{\f1 

a}MH did not influence acid secretion or plasma gastrin in DUs after antrectomy. { Summary:} 

N{\f1 a}MH is a extremely potent luminally active stimulant of gastrin release and gastric acid 

secretion in HP negative patients when luminal histamine is low. It is not an effective in 

antrectomized patients or in HP positive DUs when luminal histamine is elevated probably 

resulting in desensitization of gastrin (G-cells) and acid producing (parietal) cells to N{\f1 a}MH 

produced excessively by HP. 

{ Conclusion:}  N{\f1 a}MH given topically is a potent stimulant of gastric acid secretion and 

gastrin release provided that HP is not present and antrum is preserved indicating that N{\f1 

a}MH stimulates acid secretion {\i via} releasing gastrin. }" "N ALPHA-METHYL 

HISTAMINE STIMULATES GASTRIC ACID SECRETION VIA RELEASING GASTRIN IN 

HELICOBACTER PYLORI (HP) NEGATIVE DUODENAL ULCER (DU) PATIENTS WITH 

PRESERVED ANTRUM"  
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{ Background:} The prevalence of Helicobacter pylori (Hp) infection is higher among people 

with low socioeconomic status. There are some reports suggesting the relation of the prevalence 

of Hp infection with the consumption of alcohol and milk. However no data is available about 

the association of nutritional style with the prevalence and prognosis of Hp infection. We aimed 

to determine, whether there is a relationship between Hp infection and nutritional parameters.  

{ Methods:} One-hundred and seven patients were divided into 4 groups according to their 

nutritional status by the use of a detailed questionnaire. The symptoms of the patients were 

recorded according to Glasgow dyspepsia scale. Biopsies (cardia, corpus, angulus and antrum) 

were evaluated histologically according to Sidney system. The cagA status was determined by 

polymerase chain reaction (PCR) from an antral biopsy. They all were prescribed lansoprazole 

(30 mg bid), clarithromycin (500 mg bid), and amoxycillin (1 g bid) for a week. At the 8th week 

a second endoscopy was performed and further biopsy specimens were obtained from same sites. 

For statistical analyze; Chi-square and Kolmogrov Smirnov tests were used for numerical 

parameters and Kruskal Wallis test was used for non-numerical parameters.  

{ Results:} \tx1890\tx3270\tx4665\tx6045\tx7065\tx8150\fs4 \ul \tab Protein Carbohydrate 

Vegetable Well Balanced Dominant Diet Dominant Diet Dominant Diet Diet Number of patients 

13 (12.1%) 52 (48.5%) 20 (18.6%) 22 (20.5%) Male/female ratio 8/5 22/30 8/12 8/14 Median 

age (year) 38.2±8.2 39.1±9.6 36.6±5.8 40.7±10.3 Dyspepsia score 9.1±2.4 5.8±1.3 11.3±3.2 

6.2±2.0 Hp presence (%) 61.5 76.9 80.0 59.0 CagA positivity (%) 46.1 57.6 65.0 45.4 Activity 

1.4±0.5 1.8±0.7 2.2±1.2 0.9±0.4 Precence of atrophy 2 (15.3%) 5 (9.6%) 4 (20.0%) 2 (9.0%) 

Chronic inflammation 1.2±0.3 1.3±0.7 1.7±0.8 0.9±0.4 Intestinal metaplasia 0.3±0.2 0.2±0.2 

0.5±0.3 0.2±0.1 Lymphoid aggregate 3 (23.0%) 7 (13.4%) 6 (30.0%) 3 (13.6%) Peptic ulcer (%) 

2 (15.3%) 6 (11.5%) 4 (20.0%) 2 (9.0%) Eradication rate (%) 10 (76.9%) 44 (84.6%) 16 (80.0%) 

18 (81.8%) (Staging for Hp density, activity, chronic inflammation, intestinal metaplasia; 0: 

absent, 1: mild, 2: moderate, 3: significant) The vegetable dominant type nutrition is associated 

with relatively high frequency of Hp infection. What is more, patients with this kind of 

nutritional style were infected with more virulent strains with greater histological changes. The 

presence of peptic ulcer was also higher in patients with vegetable dominant nutrition. There was 

not any difference in eradication rates between the groups. Consumption of milk and alcohol did 

not cause any significant difference for any parameters. 



{ Conclusion:}  Our results showed that the content of daily consumed foods may play an 

important role in the presence and severity of Hp induced pathologies. Large population based 

trials are needed to determine this association more accurately. }" "NUTRITIONAL RISK 

FACTORS ASSOCIATED WITH HELICOBACTER PYLORI INDUCED 

GASTRODUODENAL PATHOLOGIES AND CLINICAL OUTCOMES IN WESTERN 

TURKEY"  
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{ Background:} The study was designed to determine the associations between Helicobacter 

pylori (H. pylori) gastritis and histocompatibility genes class II, to investigate the frequency of 

urease B gene H. pylori and its influence on severity of H. pylori gastritis. Methods: The HLA 

Class II was typed using PCR-SSP technique with low level of resolution for DRB1* group of 

alleles (13 group) in 50 patients suffering from H. pylori-associated chronic gastritis. The 

patients were compared with 110 healthy donors in North-West Russia (St.-Petersburg). H. 

pylori was detected by histological and culture methods, rapid urease test, using polymerase 

chain reaction (PCR) with primers for Urease B gene.  

Results: The rapid urease test was positive in all 50 patients. PCR method was false negative in 5 

patients, 4 of whom had the culture test results negative also. The frequency of allele HLA-

DRB1*16 was higher in the group of 50 patients compared to the healthy control (c2=11,53 

RR=6,60). The frequency of allele HLA-DRB1*08 was also higher (c2=3,98 RR=4,85). 

According to the reliable statistics, urease activity of H. pylori in biopsy specimen was higher in 

all patients with allele DRB1*16 (p<0,001). Genotypes HLA-DRB1*0416 (c2=4,50) and HLA-

DRB1*0716 (c2=4,50) were much more frequent among the 50 patients. Conclusion: Allele 

HLA-DRB1*16 may be important in the etiology of H. pylori-associated chronic gastritis among 

people living in North-West Russia (St.-Petersburg). Most of the patients were Urease B gene 

positive. This suggests that the clinical outcome of H.pylori infection is the result of complex 

interactions among host and bacterial factors. }" "ASSOCIATION OF CHRONIC 

HELICOBACTER PYLORI GASTRITIS WITH THE HLA CLASS II GENES DRB1*0416 

AND DRB1*0716 IN POPULATION OF NORTH-WEST RUSSIA"  
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{ Background:} High prevalence of HP seropositivity was established in Lithuania although 

recrudescence rate after eradication of infection remains unknown.  

{ Aim:} To establish HP recrudescence rates during 1-year follow up after treatment with 

different HP eradication regimens.  

{ Methods:} We investigated HP-positive peptic ulcer (PU) and functional dyspepsia pts, who 

were treated according to one the following HP eradication regimens: RbcC (ranitidine bismuth 

citrate 400 mg b.i.d., clarithromycin (C) 500 mg b.i.d. for 14 days), OCM (omeprazole (O) 20mg 

b.i.d., C 250 mg b.i.d., metronidazole (M) 400 mg b.i.d. for 7 days), OAM (O 20 mg b.i.d., 

amoxycillin (A) 1000 mg b.i.d., M 800 mg b.i.d for 7 days), OAC (O 20 mg b.i.d., A 1000 mg 

b.i.d., C 500 mg b.i.d. for 7 days), RAM-10 (ranitidine 300mg b.i.d., A 1000 mg b.i.d., M 400 

mg b.i.d. for 10 days), RAM-14 (doses as previous but for 14 days), FAM-10 (famotidine 40 mg 

b.i.d., A 1000 mg b.i.d., M 400 mg b.i.d. for 10 days), FAM -14 (the same as FAM-10 but for 14 

days). HP was determined by rapid urease test and histology before treatment, 2 months after the 

end of the eradication treatment and 1 year later or when PU relapsed. HP-positivity was 

established, if at least one of the tests was positive. Eradication rates were counted per protocol 

analysis, analysing patients who finished one year follow-up or had peptic ulcer relapse earlier.  

{ Results:} 261 pts were included in the study (156 (60%) male and 105 (40%) female), mean 

age - 43,8 yrs. Eradication and recrudescence rates are presented in the table: 

\tx1665\tx3285\tx4860\tx6525\tx8150\fs4 \ul Regimens, n=261 HP (-) HP (-) Recrudescence 

after 6-8 weeks, after follow-up, of HP during follow-up, n n n (%) (%) (%) \tab \tab \tab \tab 

RBcC-14 (n = 28) 21/28 (75 %) 21 / 28 (75 %) 0 (0 %) OAC (n = 50) 36/50 (72.0 %) 35 / 50 

(70.0 %) 1 (2%) OAM (n = 48) 28 / 48 (58.3 %) 25 / 48 (52,1 %) 3 (6.2%) OMC (n = 30) 18 /32 

(60 %) 16 /30 (53,3 %) 2 (6.7%) FAM -10 (n = 26) 15/26 (57,7 %) 13 / 26 (50 %) 2 (7.7%) FAM 

-14 (n = 25) 16/25 (64,0 %) 14 / 25 (56 %) 2 (8.0%) RAM -10 (n = 18) 10 /18 (57.9 %) 9 / 18 

(50 %) 1 (7.9%) RAM -14 (n = 34) 20 /34 (58.8 %) 17 / 34 (50 %) 3 (8,8%) \tab \tab \tab \tab 

d\fs20 There was significant negative correlation (r = - 0,9616) between eradication rates and 

recrudescence rates after 1-year follow up. 

{ Conclusion:}  HP recrudescence rates are negatively correlated with efficacy of HP eradication 

regimen. }" "HELICOBACTER PYLORI (HP) RECRUDESCENCE IS RELATED TO 

EFFICACY OF ERADICATION REGIMEN IN HIGH HP PREVALENCE AREA"  
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{ Background:} The Brazilian people, mainly in the Northeast, in reason of the bad socioecomic 

condition, is exposed to the infection for the Schistosoma mansoni and Helicobacter pylori (HP), 

the one that justifies establish the prevalence and repercusions of this association in gastric 

mucous (GM).  

{ Methods:} Eighty patients with hypertension consequent to the mansonic schistosomiasis (SM) 

(Group I) and eighty patient with dyspeptic symptoms (Group II). The patients were investigated 

clinic, laboratorial and ultra-sonografically, parallel to the endoscopic and histological evaluation 

of the GM for the urease test and coloration for Giemsa.  

{ Results:} In the group I, portal hypertensive gastropathy (PHG) portal occurred in 85%, with 

pattern mosaic in 70%, being mild in 71% and severe in 29%. The most intense alterations were 

found in the segment gastric proximal. The presence of erosions gastric is emphasized that were 

found in 71%, what suggests the need to adapt an own classification for the PHG in the SM. HP 

was found in 40% of the patients in the group I and in 69% in the group II. 

{ Conclusion:}  The results suggest that the hypertension carries schistosomiasis can modify the 

GM turning it less susceptible to the infection for HP. On the other hand, when it happens, in 

spite of not influencing fundamentally in the pathogenesis of the PHG, it can reproduce the 

endoscopic and histopathologic patterns of the infection for HP. Consequently, this investigation 

based on endoscopic and histopathologic criterion of the vascular alterations of PHG showed that 

the GM can come with four patterns: normal in 25%, gastropathy in 35%, gastritis in 12% and 

gastropathy more gastritis in 28%. }" "PORTAL HYPERTENSION IN MANSONIC 

SCHISTOSOMIASIS: ASSOCIATION WITH HELICOBACTER PYLORI"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.304#" " Abstract: P.304 0 Citation: Gut 2000; 47(Suppl III): 

A105 LYMPHOCYTIC GASTRITIS AND HELICOBACTER PYLORI INFECTION  

Vuka Katic{\up6 2}, Ivanka Stamenkovic
1
, Aleksandar Nagorni

1
, Ljubinka Velickovic{\up6 2}, 

Biljana Radovanovic
1
  

\i 
1
 Clinic of gastroenterology; {\up6 2} Institute of Pathology, Nis, Yugoslavia  

Lymphocitic gastritis is a distinctive form of chronic gastritis, characterized by lymphocytic 

infiltration of the surface and pit epithelium. Its athiology and the clinical picture have not been 

astablished, but assotiation with Helicobacter pylori infection, or with celiac disease has been 

suggested in adults. We studied the histologic features of gastric biopsies from 100 patients with 

dyspeptic syndrome. immunohistochemical characterisation of intraepithelial lymphocytes was 

obtained by staining with pan-T and pan-B markers (MT-1 and L26 monoclonal antibodes). To 

evaluate the relationship with present of Helicobacter pylori infection, the paraffine sections 

from patients with lymphocites gastritis were for Helicobacter pylori with Gimsa. We found 

chronic lymphocytic gastritis in 24 patients. Chronic lymphocytic gastritis was associared with 

Helicobacter pylori infection in 12% of cases. In contrast, chronic active non lymphocytic 

gastritis was associated with Helicobacter pylori infections in 64%. The mean+SD of the 

lymphocytic counts per 100 epithelial cells was significantly higher (p<0.01) in patients 

(3.68+2.50). Immunohistochemical staining of gastric mucosa showing evidence of lymphocytic 

gastritis revealed that intraepithelial lymphocytes were T-cells. This study shows that 

lymphocytic gastritis occurs in 24% of our patients. In addition lymphocytic gastritis shows 

evidence of present of Helicibacter pylori infection only in a few cases. }" "LYMPHOCYTIC 

GASTRITIS AND HELICOBACTER PYLORI INFECTION"  
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{ Background:} Chemokine expression has been described in gastric mucosa in association with 

Helicobacter (H) pylori infection. In this study, we examined the expression and regulation of 

chemokines in gastric epithelial cell lines and we compared these results with chemokine 

expression in H. pylori inflamed gastric mucosa.  

{ Methods:} The AGS and MKN45 gastric epithelial cell lines were cultured in the presence of 

the pro-inflammatory cytokines IL-1a (10ng/ml), TNF-a (100ng/ml) and IFN-g (300U/ml), 

added alone or in combination, up to 48 hours. To examine the effect of Th2-derived cytokines, 

IL-4, and IL-13 were added an hour before the stimulation with pro-inflammatory cytokines. 

Chemokine expression and secretion were examined using Northern analysis, RT-PCR and 

ELISA. In addition, chemokine expression was studied in gastric biopsy specimens obtained 

from patients with H. pylori associated gastritis, non-H. pylori associated gastritis and normal 

controls.  

{ Results:} The gastric epithelial cell lines AGS and MKN45 were found to express mRNA for a 

number of chemokines such as IL-8, RANTES, MIG, IP-10, MCP-1, MCP-3, LARC after 

stimulation with pro-inflammatory cytokines. Interestingly, pre-treatment with IL-4 was found to 

reduce significantly (p< 0.001) cytokine-induced RANTES production in MKN45 gastric 

epithelial cell \{from 3.69±0.156 ng/ml to 1.65±0.052 ng/ml (n=3) at 30ng/ml of IL-4\}, but not 

IL-8 production. In marked contrast IL-13 had no effect on either IL-8 or RANTES. mRNA 

expression of various chemokines such as IL-8, MIP-1a, MIG, IP-10, MCP-3, LARC, BCA-1 

was found, using RT-PCR, in gastric biopsies from the patients with gastritis, but not in normal 

controls. This chemokine expression was not totally dependent to the presence of H. pylori 

infection. SDF-1a and MCP-1 mRNA expression were constantly present in both normal and 

inflamed gastric mucosa.  

{ Conclusions:} An increased chemokine expression was found in inflamed gastric mucosa that 

was not totally dependent on the presence of H. pylori. Gastric epithelial cells express various 

types of CC and CXC chemokines and may be the main source of chemokine production in 

gastric inflammation. This production is probably regulated by Th2 derived cytokines. }" 

"CHEMOKINE EXPRESSION AND REGULATION IN GASTRIC EPITHELIUM. 

ASSOCIATION WITH HELICOBACTER PYLORI INFECTION"  
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{ Background:} CagA-positive {\i Helicobacter pylori} (HP) strains have been shown to be 

strongly associated with duodenal ulcer (DU). Virulence factors may play an important role in 

the degree of inflammatory response, cytokine activation, hypergastrinaemia and acid 

hypersecretion.  

{ The aim} of the study was to compare the local cytokine response and the degree of gastritis in 

biopsy specimens from the antrum and the corpus in DU patients infected with a virulent HP 

strain.  

{ Patients and methods:} 14 patients with HP-positive DU (2 males, 12 females, mean age 42.65 

years) were included in the study. To characterize the virulence factors of the HP strains, 

antibodies against different HP antigens (CagA, VacA and urease) were determined by Western 

blot analysis. Biopsy specimens obtained from the antrum and the corpus mucosa were used for 

further analysis: 1. rapid urease detection with Controloc test; 2. the grade of inflammation 

evaluated according to the Sydney System; and 3. cytokine expression (TNF-{\f1 a}, IL-8 and 

IL-6), determined by ECL Western blot.  

{ Results:} Western blot analysis of HP antibodies revealed antibodies against CagA, VacA and 

urease in all HP positive patients. A strong TNF-{\f1 a}, IL-8 and IL-6 expression was detected 

in both the antrum and the corpus biopsy samples from 11 patients. In one patient, the expression 

was noted only in the antrum sample, while in 2 patients the cytokine expression was absent at 

both locations. A dense colonization of HP(2+-3+) associated with moderate or severe tissue 

inflammation was found in cytokine-positive specimens. In sharp contrast, the colonization of 

HP(1+) and the degree of gastritis were mild in cytokine-negative specimens. 

{ Conclusion:}  Infection with a virulent HP strain is associated with dense HP colonization and 

pronounced tissue cytokine expression, which are correlated with the degree of gastritis in both 

the antrum and the corpus. }" "CORRELATION OF HELICOBACTER PYLORI VIRULENCE 

FACTORS AND LOCAL CYTOKINE RESPONSE IN DUODENAL ULCER PATIENTS"  
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{ Background:}The rapid increase in cardia and gastro-oesophageal junction tumours has 

focused recent interest on cardia damage. Both H.pylori and GORD have been implicated in the 

development of carditis and cardia I.M. Whether cardia epithelial cell kinetics are altered by 

either disease process and thus represent a potential for carcinogenesis is unknown.  

{ Aims:}To compare apoptosis and proliferation in cardia epithelium from individuals with 

normal cardia tissue, carditis and cardia IM with reference to H.pylori infection and GORD.  

{ Method:}Cardia, antral, corpus and oesophageal samples were prospectively collected from 

patients undergoing routine gastroscopy and examined by a single expert pathologist. GORD 

was diagnosed either if there was endoscopic oesophagitis or if oesophageal biopsies were 

consistent with reflux disease. H.pylori was present if any two tests were positive, rapid urease 

test, culture and histology. The cardia epithelial proliferation index (PI) was estimated by Ki 67 

nuclear antigen and the apoptotic index (AI) by cytokeratin 18 cytoplasmic dual 

immunohistochemistry staining. Mean PIs and AIs were compared between the three groups 

employing non-parametric statistical analysis.  

{ Results:} 70 subjects were included, 28 H.pylori positive and 25 with GORD. 20 had normal 

cardia histology, 32 carditis and 18 cardia IM. The presence of carditis was associated with an 

enhanced PI compared to controls, PI 8.9(SEM 0.89) versus 3.6(SEM 1.0) p<0.0001. The 

enhanced PI was related to H.pylori infection, PI=10.1 SEM 0.92, p< 0.001 but not to GORD, 

PI= 5.5 SEM 1.1. Apoptotic indices did not vary between these groups. With regard to cardia IM 

the PI was similar to controls 4.2(SEM 0.76) while the AI was reduced, 1.1(SEM 0.23) versus 

2.2(SEM 0.42) p<0.03.  

{ Conclusions:}H.pylori induces cell proliferation in cardia epithelium. Inflammation alone 

cannot account for this change as carditis induced by GORD is not associated with an increased 

PI. Cardia IM is not associated with an increased PI. However, cardia IM was found to have a 

significantly reduced AI, which may result in unstable mucosa with carcinogenic potential. 

Prolonged inflammation could result in a defect of apoptotic processes or IM may represent a 

different tissue subtype and should be compared to a similar tissue type such as duodenal 

mocosa. }" "CARDITIS AND H.PYLORI: AN EPITHELIAL IMBALANCE"  
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{ Introduction:} Previous reports indicate that Helicobacter Pylori (HP) infection coexists with 

an increased cellular proliferation index (CPI) in gastric mucosa. It remains controversial if this 

increment returns to normal values after eradication and the possible influence of the type of 

gastritis. The aim of this study is to analyze CPI modifications after HP eradication evaluating 

the role played by the presence of atrophic gastritis (AG).  

{ Material and methods:} CPI was measured in 40 patients with chronic HP infection (urease 

test:Giemsa staining) succesfully eradicated and without evidence of further reinfection using an 

image analysis method. Ki-67 cellular proliferation antigen was immunohistochemically marked 

with MIB-1 monoclonal antibody (Immunotech;avidin-biotin method). Measurements were 

performed at diagnosis, after eradication and one year later. Patients were grouped depending on 

the presence of AG.  

{ Results:} Results are shown in the table. CPI levels decreased after eradication in all patients 

with statistical significance (p<0.001). In patients with AG, CPI values significantly increased 

one year after eradication (p<0.05) whereas no modifications were observed in the absence of 

AG (p=n.s.). \tx885\tx2190\tx3390\tx4215\tx8150\fs4 \ul At diagnosis Eradication 1 year later 

\tab \tab \tab \tab No AG 34±13.4 20.3±16.4 25.4±21 AG 37±18 27.7±16 45.1±16.8 \tab \tab \tab 

\tab d\fs20 CPI values at diagnosis, after eradication and one year later depending on the 

presence of atrophic gastritis  

{ Conclusions:} 1.A significant decrease of CPI was observed in all patients after HP 

eradication. 2.In cases of no atrophic gastritis, CPI levels remained low one year after 

eradication. 3.In patients with atrophic gastritis, CPI levels increased one year after eradication, 

reaching even higher values than before treatment. 4.This relapsing cellular hyperproliferation 

may represent a relevant factor in gastric carcinoma development in patients with atrophic 

gastritis in spite of HP eradication. }" "EVOLUTION OF THE CELLULAR PROLIFERATION 

INDEX IN ATROPHIC CHRONIC GASTRITIS AFTER HELICOBACTER PYLORI 

ERADICATION"  
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{ Objective:} The adhesion Helicobacter pylori (HP) to gastric epithelia causes signal 

transduction chemokines and following certain local immunity response.  

Aim: to determine some aspect interaction between HP and gastric epithelia in HP-associated 

ulcer and influence on the character immunity response.  

{ Methods:} examined paraformaldehyde-fixed, paraffin-embedded tissue sections from antral 

and body biopsy samples with H. pylori positive (25) man with gastritis and peptic ulcer. All 

biopsies were analized with H & E and Giemsa. Immuno-histochemistry was performed using 

IgA-, IgG-, IgM-production plasmatical cell, CD4-, CD8-, CD3-. CD22-. CD25-, CD45-RA-

receptors an lymphocytes. (DAKO). The all biopsy specimens was prepared for ultrastructural 

examination and were studied with a PEM-100 (Ukraina) electron microscope.  

{ Results:} The 3 forms interaction was marked: A - non contacts HP and epithelia (8 patients); 

B - abbuting HP onto the plasma membrane (13); C - fusion of bacterial and plasma membrane 

with dissolution of membranes (4). As the total numbers of adherent organisms, as and a 

particular types interactions (types B and C) was significantly increased in ulcer as com-pared to 

the gastritis. The significant positive correlation was observed between the grade adhesion HP 

and increased CD4+ (r = 0.86; p < 0.01) and CD45RA+ (r = 0.745; p < 0.01) lymphocytes. The 

CD4/CD8 ratios statistically significantly greater (p < 0.05) in type B and C than in type 

adhesion A (2,8±0,7 and 1,19±0,8). 

{ Conclusion:}  The dominance adherent forms HP bring about a specific changes in sub-

populations lymphocytes outside of dependencies from degrees colonisation, that is to play a role 

in the progress ulcer }" "THE TYPE OF ADHESION HELICOBACTER PYLORI ON 

GASTRIC EPITHELIA AND LOCAL IMMUNITY RESPONSE IN HP-ASSOCIATED 

ULCER"  
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Helicobacter pylori infection lead to different disturbances in organism: local, immunological, 

metabolic. It is assumed that the progression of these disorders depend on intensity of Hp 

infection. The aim of present study was to find out whether, if yes how much the degree of 

variances in activity and concentration of selected parameters of oxygen metabolism in blood 

was depended on inten-sity of Hp infection. Investigations were performed in 80 subjects with 

symptomatic chronic gastritis, caused by Helicobacter pylori infection. Hp infection was 

confirmed by U13 breath test (by FANci 2 analyzator - Olympus). The very own 4 - level scale 

was introduced in order to estimate the intensity of infection: I0 0 - 3 (without infection), II0 4 - 

10 (medium infection), III0 11 - 20 (intensive infection), IV0 > 20 (very intensive infection). In 

each patient the folowing parameters were determined in blood: - superoxide dismutase activity 

(SOD) by Randox test; -glutathione peroxidase activity (Gpx) by Paglia and Valentine method; -

malonic dialdehyde concentration (MDA) by Bioxytech LPO-586 test; -total plasma 

antioxidative activity (TAA) by Randox test. The results have been presented in the table: 

\tx1290\tx2550\tx3810\tx5070\tx5925\tx8150\fs4 \ul \tab I0 II0 III0 IV0 (n=20) (n=20) (n=20) 

(n=20) SOD(U/gHb) 1573± 97 1354± 67 1304± 72 1385± 77 Gpx(U/gHb) 66.01± 6.05 35.85± 

3.14 29.68± 5.71 26.12± 5.08 MDA(nmol/l) 1.99± 0.31 3.60± 0.29 4.1± 0.35 3.85± 0.31 

TAA(nmol/l) 1.33± 0.087 1.20± 0.062 0.97± 0.073 0.91± 0.097 d\fs20  

{ Conclusions:} 1/ The Hp infection effects on decrease of antioxidant enzymes activity (SOD, 

Gpx) and increase of MDA concentration in blood, although the intensity of infection does not 

inflict the pro-gression of disorders in mentionable grade. 2/ However, the total plasma 

antioxidative activity (TAA) is depend on intensity of Hp infection and its activity decreases 

against the level of aggression of the bacterial invasion. }" "EFFECT OF INTENSITY OF 

HELICOBACTER PYLORI INFECTION ON OXYGEN METABOLISM IN BLOOD"  
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{ Background:} Helicobacter pylori (Hp) infection increases the synthesis of free radicals and its 

primary oxidative metabolite, peroxinitrite, in the stomach of dyspeptic patients.  

{ Aim:} To assess the presence of the oxidative damage in the different histological areas of the 

antral mucosa of Hp-positive patients in relationship with different types of gastritis and after Hp 

eradication.  

{ Methods:} Five pts with chronic superficial gastritis (CSG) and 5 pts with chronic atrophic 

gastritis (CAG), all Hp-positive, and 5 Hp-negative pts with normal mucosa (controls) were 

selected. The oxidative damage of the mucosa was evaluated by immunoistochemical 

determination of Nitrotyrosine (NT) on 2 antral biopsies at entry and 12 mo after eradication. NT 

slides were read by two independent observers using a 4 level score (0-3) based on the density of 

positive cell staining in 3 hpf. NT scores were assessed in the whole section of the mucosa and 

separately in the superficial epithelium, foveolar epithelium, lamina propria and intestinal 

metaplasia (IM) areas.  

{ Results:} The concentration of NT in pts with CAG was significantly higher in the whole 

mucosa and in the superficial epithelium than in patients with SEG (p<0.05) and in controls 

(p<0.01), but this difference disappeared after HP eradication. NT were present in foveolar 

epithelium only in Hp-positive pts with CAG and disappeared after Hp eradication, while NT 

present in intestinal metaplasia remained unchanged after eradication. NT in the lamina propria 

of Hp-positive pts were detected only in the presence of inflammatory cells (table). 

\tx1065\tx2100\tx3135\tx4170\tx5205\tx5835\tx8150\fs4 \ul \tab \tab NT \ul CAG \ulnone \ul 

CSG \ulnone Controls Hp + {\f1 ®} Hp {\f1 -} Hp + {\f1 ®} Hp {\f1 -} \tab Total 2,8 ± 0,4 1,2 

± 0,4 1,4 ± 0,5 1,2 ± 0,4 0,6 ± 0,5 Sup. Ep. 2,0 ± 1,0 0,8 ± 0,4 1,6 ± 0,8 1,2 ± 0,4 0,6 ± 0,5 

Foveolae 1,0 ± 0,0 0,0 ± 0,0 0,0 ± 0,0 0,0 ± 0,2 0,0 ± 0,0 Int. Met. 1,2 ± 0,4 1,2 ± 0,4 - - - Lam. 

Pr. 1,0 ± 0,0 0,2 ± 0,4 1,0 ± 0,0 0,4 ± 0,5 0,0 ± 0,0 \tab d\fs20  

{ Conclusions:} Increased oxidative damage in chronic atrophic gastritis and its localization in 

the foveolar epithelium, the stem cells area, can account of the higher risk of gastric cancer in 

patients with atrophic gastritis and IM. }" "THE OXIDATIVE DAMAGE OF THE MUCOSA 

IS INCREASED IN HELICOBACTER PYLORI-POSITIVE ATROPHIC GASTRITIS AND 

DECREASES AFTER ERADICATION"  
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{ Background and aims:} In Helicobacter pylori (H. pylori) infection, Tcells, especially those 

with Th1 profile, are known to be increased in the lamina propria of the gastric mucosa. 

However, little is known about the change of Th1/Th2 response in situ H. pylori infection. In this 

study, we examined secretion of interferon-gannma (IFN-gannma) and interleukin-4 (IL-4) from 

the gastric mucosa with and without H. pylori infection.  

{ Method:} Endoscopic mucosal biopsy specimens were obtained from the antrum in 37 patients 

with gastritis, 22 with gastric ulcer, 18 with duodenal ulcer, and 7 with endoscopically normal 

mucosa. One specimen was processed for hematoxylin-eosin stains to grade inflammation, 

activity, atrophy and intestinal metaplasia (the Updated Sydney System) and density of H. pylori 

in tissue section, one specimen was used for urease test, and two specimens were used for organ 

culture with stimulation by 0.001mg/ml ionomycin and 25ng/ml PMA(24hr). The presence of H. 

pylori was determined by urease test, histology, and serum anti-H. pylori antibody and the 

amounts of IFN-gannma and IL-4 in the organ culture supernatants were measured by ELISA.  

{ Results:} IFN-gannma activity in the organ culture supernatants was significantly greater in the 

H. pylori-positive patients than in those who were H. pylori-negative. IFN-gannma activity 

tended to be greater in the patients with peptic ulcer as compared with those with endoscopically 

normal mucosa. In contrast, there was no significant differences in IL-4 activity among these 

diseases. Histological analysis showed that IFN-g activity had an associated with the grade of 

activity (neutrophil infiltration in the gastric mucosa). Both IFN-gannma and IL-4 activity were 

significantly decreased after successful H. pylori eradication therapy. 

{ Conclusion:}  These observation suggests that there might be an unbalance between Th1 and 

Th2 responses in the gastric mucosa with H. pylori infection. }" "MUCOSAL INTERFERON-

GANNMA ACTIVITY IS INCREASED IN HELICOBACTER PYLORI INFECTION"  
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In the study the proliferative response of peripheral blood mononuclear leukocytes (PBML) from 

children with chronic dyspepsia (chr. d) to {\i H.p.} antigens was investigated. From 38 children 

aged 7-19 with chr.d., blood was collected just before upper GI endoscopy. 21 patients were 

found to be {\i H.p}+. PBML were used for the cultures and serum was tested for anti-{\i H.p.} 

IgG. All {\i H.p}+ and 15/17 H.p.{\f1 -} were seropositive. PBML were stimulated for 3 days 

with heat-killed {\i H.p.} G27 bacteria, heated and unheated glycine extract (EG) of {\i H.p.} 

G27 or with {\i H.p.} LPS containing Lewis X and Lewis Y determinants, in the presence or 

absence IL-2. The cell proliferation was estimated on the basis of [{\up6 3}H]- thymidine 

incorporation. In the 3-days cultures, the phenotype of responding cells was determined by an 

EIA with monoclonal antibody to human CD3, CD4 and CD8. PBML from patients {\i H.p.}{\f1 

-}, responded to killed {\i H.p.} bacteria and to heated EG more frequently and more intensively 

than PBML from the {\i H.p.}+. IL-2 enhanced PBML response to these antigens. Unheated EG 

did not induce PBML proliferation even in the cultures with IL-2. LPS alone induced 

proliferation of PBML from 3 patients (2 Hp{\f1 -} and 1 {\i H.p}+). However, in the presence 

of IL-2, LPS induced proliferation of PBML from 15 patients. In the cultures of PBML 

stimulated with whole bacteria or heated EG, T cells dominated. In the cultures of PBML from 

{\i H.p.}+ we found a higher percentage of CD8 cells in comparison with the cultures of PBML 

from H.p{\f1 -}. There was no correlation between the response of PBML to {\i H.p.} antigens 

and the production of anti-EG IgG. Data demonstrate a significant variation in the response of 

PBML from dyspeptic children to {\i H.p.} antigens. }" "REACTION OF 

PERIPHERALBLOOD MONONUCLEAR LEUKOCYTES ON HELICOBACTER PYLORI 

ANTIGENS IN PATIENTS WITH CHRONIC DYSPEPSIA"  
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The objective of the work was to evaluate the relationship of newly described gastric antibodies 

(anticanalicular and antiluminal) to antibodies against the cytoplasm of parietal cells assessed in 

the traditional way, and to evaluate at the same time their relationship to the gastric mucosa and 

infections with Helicobacter (H) pylori.  

{ Patients and methods:} The study included a total of 33 patients selected from about 900 

examined patients. In all, upper endoscopy was performed and two specimens from the gastric 

antrum of the gastric body were collected for histological examination and assessment of H. 

pylori (rapid urease test, histology). Gastric antibodies were assessed by the classic method of 

indirect immunofluorescence and intracanalicular and antiluminal antibodies by Fallers method. 

Indication for inclusion of the patients into the study was the finding of antibodies against 

parietal cells by the classical method or a histological finding suspicious of autoimmune damage 

of the gastric mucosa. Six patients where gastric antibodies were not detected served as a control 

group.  

{ Results:} Of 23 patients where by classical methods antibodies against parietal cells were 

detected, anticanalicular antibodies were found in 17 (73.9%). False positivity of gastric 

antibodies assessed in the classical way in 6 patients was associated with their weak positivity 

and the concurrent finding of antibodies against the thyroid gland (cross-reactivity). Comparison 

of the presence of gastric antibodies (anticanalicular and antiluminal) with the state of the gastric 

mucosa revealed that evidence of gastric antibodies implies in the majority of cases chronic 

gastritis, more frequently with atrophy and intestinal metaplasia, however, a normal or almost 

normal gastric mucosa (3 cases) cannot be ruled out. Explanation of this observation is lacking. 

Gastritis in the control group of patients without gastric antibodies was also associated with H. 

pylori. However, in one instance also autoimmune type of gastritis without H. pylori and without 

antibodies was found which cannot be explained so far. In patients with gastric antibodies H. 

pylori was detected 7\'d7 (41.2%). In four patients H. pylori was not present in the gastric 

mucosa, there were however antibodies against H. pylori suggesting infection with H. pylori in 

the past and a possible relationship between H. pylori and gastric autoimmunity.  

{ Conclusions:} Evidence of anticanalicular or antiluminal antibodies is more accurate for 

evaluation of gastric autoimmunity than classical evidence of antibodies against parietal cells. 

Even modern assessment of gastric antibodies does not provide accurate information on the state 



of the gastric mucosa. We are unable to explain a normal gastric mucosa in patients with gastric 

antibodies and conversely the autoimmune type of gastritis without gastric antibodies and 

without H. pylori infection (rare cases). It is important to take into consideration also possible 

primary H. pylori infection and a secondary autoimmune process. }" "RELATIONSHIP OF 

GASTRIC AUTOANTIBODIES, THE STATE OF THE GASTRIC MUCOSA AND 

HELICOBACTER PYLORI INFECTION"  
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{ Objectives:} to reveal the relationship between the endoscopically detected gastric mucosal 

atrophy and some genetic features of H.pylori strains in patients with H.pylori & associated 

gastritis.  

{ Methods:} We investigated 72 patients with H.pylori & associated chronic gastritis. The 

patients were exposed to endoscopy during which we determined the type of mucosal atrophy 

according to Kimura-Takemotos grading (С-0 & absence of atrophy, С-1 & pyloric mucosal 

atrophy, С-2 & atrophy on a lesser curvature of a lower third of stomach, С-3 - atrophy on a 

lesser curvature of a middle third of stomach, О-1 - a border of an atrophy is between lesser 

curvature and anterior wall; and so on). Furthermore, gastric biopsies were examined for the 

presence of H.pylori cagA gene by PCR.  

{ Results:} 55,56% of investigated patients had no gastric mucosal atrophy (С0); the С1 type 

was detected in 22,22% of patients, С2 & in 5,56%, С3 & in 5,56%; О1 type of atrophy was 

revealed in 11,11% of investigated patients. The cagA & positive strains of H.pylori were 

detected by PCR in gastric biopsy specimens of 88,89% patients. Interestingly, among cagA & 

positive strains of H.pylori the overwhelming majority (56,25%) was detected in patients without 

gastric mucosal atrophy (С0), and 25% of cagA & positive strains of H.pylori were detected in 

С1 type of mucosal atrophy, and, at last, in С2, С3, or О1 types of gastric mucosal atrophy the 

cagA & positive strains of H.pylori were detected equally rare & in 6,25% of patients for each 

type.  

{ Conclusions:} Our results suggest that the cagA & positivity of H.pylori strains in patients with 

chronic gastritis is substantially associated with the absence of the endoscopically detected 

gastric mucosal atrophy. }" "THE ENDOSCOPICALLY DETECTED GASTRIC MUCOSAL 

ATROPHY IN PATIENTS WITH H.PYLORI (CAGA+) & ASSOCIATED GASTRITIS"  
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{ Background:} {\i Helicobacter pylori (H. pylori)} infection in gastric mucosa is characterized 

by the chronic active gastritis and leads to the expression of inducible nitric oxide synthase 

(iNOS) in host macrophages and polymorphonuclear leukocytes.  

{ Aims:} In this study we examined apoptosis {\i in situ} in the {\i H. pylori} infected stomach 

of peptic ulcer patients and investigated the effects of nitric oxide (NO) on apoptosis in antral 

mucosa.  

{ Methods:} Seventeen peptic ulcer patients were biopsied endoscopically from both antrum and 

fundus before and after {\i H. pylori} eradication. These samples were conducted for the rapid 

urease test and histopathological examination according to the updated Sydney system. The 

immunohistochemical detection of single-stranded DNA has identified apoptotic cells. Fasting 

serum samples were analyzed for NO{\dn6 2}{\up6 {\f1 -}}/NO{\dn6 3}{\up6 {\f1 -}}contents 

in 6 of 17 patients.  

{ Results:} In all cases atrophy of antral mucosa was none to mild and {\i H. pylori} was 

successfully eradicated. There was a strong and positive correlation between apoptosis and 

inflammation as well as activity in {\i H. pylori} infected antral mucosa. Significantly positive 

correlation was also noted between apoptosis and {\i H. pylori} density. Serum nitrite 

concentrations were significantly decreased in {\i H. pylori}-positive patients after successful 

eradication and showed strong and positive correlation with {\i H. pylori} density.  

{ Conclusions:} The increased {\i H. pylori} density associated with the elevations of serum 

nitrite concentrations induced apoptosis and may relate to the abnormal cell turnover partly 

through NO production in gastric mucosa. }" "CORRELATION OF APOPTOSIS IN ANTRAL 

MUCOSA AND SERUM NITRITE CONCENTRATION BY HELICOBACTER PYLORI 

INFECTION"  
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{ Objectives:} to compare the presence of lymphoid follicles in gastric mucosal lamina propria 

with the detection of various serotypes of H.pylori infecting the patients with chronic gastritis.  

{ Methods:} We investigated 18 patients with H.pylori & associated chronic gastritis. In the 

serum of patients the specific IgG against H.pylori VacA and CagA antigens were detected by 

Western blot (Helico Blot 2.0, Genelabs Diagnostics). According to IgG spectrum, infecting 

microorganisms were divided to 4 serotypes: type I (CagA+; VacA+), type I (CagA+; VacA-), 

type Ib (CagA-; VacA+), and type II (CagA-; VacA-). Then the patients were exposed to 

endoscopy with taking of gastric antral and fundal biopsy specimens in which we estimated the 

presence of lymphoid follicles in gastric mucosal lamina propria.  

{ Results:} More frequently, the type I H.pylori were detected: in the serum of 55,5% patients; 

type I organisms were present in the serum of 33,3% patients. Type Ib and type II H.pylori were 

detected equally rare & each type in 5,6% of cases. The formation of lymphoid follicles in 

gastric fundal mucosa was revealed in 22,22% of patients, in antral mucosa in 27,78%. Among 

the patients with lymphoid follicles in gastric fundal mucosa, 75% were infected with type I 

H.pylori, and 25% - with type Ia. Among the patients with lymphoid follicles in gastric antral 

mucosa, 80% were infected with type I H.pylori, and 20% - with type Ia. The infection with 

organisms of Ib and II serotypes did not associated with gastric mucosal lymphoid follicles 

formation.  

{ Conclusions:} The formation of lymphoid follicles more frequently takes place in gastric 

mucosa of patients infected with H.pylori serotypes, which are capable to produce VacA and 

CagA (i.e., I serotype H.pylori). }" "LYMPHOID FOLLICLES IN GASTRIC MUCOSA OF 

PATIENTS WITH H. PYLORI-ASSOCIATED CHRONIC GASTRITIS"  
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{ Aim:} The study of p27Kip1 expression by human gastric epithelial cells in Helicobacter 

pylori (Hp) gastritis before and after eradication of the microorganism. The expression of 

p27Kip1 in intestinal metaplasia (IM) was also studied.  

{ Patients and methods:} a. 25 patients, 21Hp(+) without IM and 4Hp(-). All patients were 

endoscoped for the evaluation of dyspeptic symptoms. 17/21 had duodenal ulcer (DU), 1/21 

gastric ulcer(GU) and 3/21 mixed lesions (DU+GU). Patients were endoscoped again, after the 

administration of triple anti-Hp therapy, in 116±9d. b. 5 Hp(+) patients with IM. Biopsies were 

taken from antrum and corpus (anterior-posterior wall) for CLO test and histologic evaluation of 

gastritis (Sydney classification). The immunohistochemical studies were performed on paraffin-

embedded tissue sections with a mouse anti-human p27 antibody (DAKO); quantitative 

evaluation (percentage of positive cells) according to three distinct zones was done (zone 

1=surface+upper 1/3 of the pit, zone 2=the rest 2/3 of the pit, zone 3=glands).  

{ Results:} a. Normal mucosa: p27 is expressed by few cells (0-2/pit), in zone 2 (proliferation 

zone). No expression was found on surface and glandular epithelium (zones 1,3). A lot of p27(+) 

lymphocytes in lamina propria and in the cortex of lympoid follicles (when present) were 

detected; no expression by lymphocytes in the germinal center. b. Hp gastritis: Increase, not 

statistically significant, of the p27(+) epithelial cells in zone 2; no expression in zones 1,3. c. 

After eradication: p27 expression quantitatively and spatially almost like normal mucosa. d. 

Intestinal metaplasia: Significant (Mann Whitney, p<0.05) increase of p27(+) epithelial cells in 

zone 2 as compared with normal and Hp(+) without IM mucosa. 

{ Conclusion:}  The terminal differentiated cells of the surface epithelium do not express 

p27Kip1. The relative increase of positive cells during inflammation and the significant increase 

of p27 expression in Hp(+) IM may represent a defensive mechanism of gastric mucosa against 

Hp infection. }" "P27KIP1 EXPRESSION IN HELICOBACTER PYLORY GASTRITIS AND 

INTESTINAL METAPLASIA"  
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H. pylori is the main factor of gastritis. In children with chronic atrophic gastritis (CAG) and Hp 

infection, intestinal metaplasia (IM) observed sporadically. Because of the increased frequency 

of the occurrence of CAG and IM, the aim of this study was to analyse if IM after the eradicative 

treatment and one year after its cessation is a reversible process. The study was carried out in 60 

children aged 7-18 with chronic recurrent abdominal pain in whom, based on macroscopic 

endoscopic picture, one diagnosed gastritis with Hp infection in all children, and in 12 duodenal 

ulcer. Before treatment, CAG was confirmed in 18 (30%) in the corpus, 27 (45%)in the pyloric 

area, and 13 (21,6%) in both corpus and antrum. IM was confirmed in 8 (13,3%) in the corpus, 

13 (21,6%) in the pyloric area, and in 4 (6,6%) in both corpus and pyloric area. Despite 

eradicative treatment, 4-6 weeks after its cessation CAG was still observed in 12 (20%) in the 

corpus, 18 (30%) pyloric area, and 3 (5%) in both corpus and pyloric area. IM was observed in 

12 (20%) in the corpus, 18 (30%) in the antrum, and 3 (5%) in the corpus and pyloric area. 24 

children referred to a follow-up one year after cessation of treatment. IM was stated in 2 (9,1%) 

in the corpus, 2 (9,1%) in antrum, and in 1 (4,1%) both in the corpus and pyloric area. In 1 case, 

one observed the occurrence of IM. Based on the above results, it can be stated that IM as a 

reversible process. A 4-6 week period after the eradicative treatment may be too short for total 

restitution of gastric metaplastic changes. Maintenance of this changes after one year from the 

cessation of treatment may be an unfavourable prognostic factor. }" "HELICOBACTER 

PYLORI INFECTION AND INTESTINAL METAPLASIA IN CHILDREN - IS IT A 

REVERSIBLE PROCESS?"  
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{ Background:} Mucosal alterations have been reported in the H. pylori (HP) gastric 

colonization, but there are few data on ultrastructural (US) changes of the gastric glands in HP 

infection, before and after eradication therapy.  

{ Methods:} We studied 30 patients with duodenal ulcer and chronic gastritis diagnosed 

endoscopically. HP infection was confirmed by urease test (Jatrox\'ae-H.p.-Test) and histological 

examination. All patients received a triple therapy with: Losec\'ae (omeprazole) 2x20 mg/day, 

amoxycillin 2x1000 mg/day and metronidazole 3X500 mg/day for 7 days. Biopsy samples were 

taken from the antrum and from the gastric body, before therapy, 10 days and 5 weeks after the 

treatment started. The specimens for US examination were fixed in 2,5 % glutaraldehide. After 

processing, thin sections were cut, contrasted and studied with a TESLA BS-500 electron 

microscope.  

{ Results:} HP produces by direct action progressive degenerative changes: loss of apical mucus, 

lyses in the nuclei and cytoplasm in the cells at the glandular neck (involved in the regeneration 

of both surface and deep epithelium). At the glandular body, HP interferes the zymogen granules 

synthesis and the secretory activity of the gastric parietal cells. Ten days after therapy, we 

evidenced different stages of restoration of the glandular structure and resumption of the 

synthesis activity. One month after the treatment, most of the mucous cells and all the others 

cells had normal many mitochondria, endoplasmic reticulum with numerous ribosomes and 

secretion granules.  

{ Conclusions:} An explanation for the decrease of the gastric secretion at the beginning of the 

infection consists in the direct action of HP upon the glandular epithelia and the interference with 

the cellular synthesis activity. After therapy, the HP eradication can result in a structural and 

functional recovering of the glandular cells, which is different in different areas. }" "THE 

HELICOBACTER PYLORI DIRECT ACTION ON THE GASTRIC GLANDS AND THE 

EFFECT OF THE ERADICATION THERAPY - ULTRASTRUCTURAL FINDINGS"  
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{ Background/aim:} to determine if Helicobacter pylori (Hp) eradication modify antrum gastric 

atrophy and metaplasia.  

{ Materials/methods:} prospectively we studied before and after randomisation to placebo or to 

antibiotics respectively 16 patients (pts) with duodenal ulcers Hp positive (Group1: M/F 13/3, 

mean age 47 years) for mean ± standard deviation (mean ± SD): 11 ± 22 and 59 ± 40 months and 

22 pts (Group2: M/F 16/6, mean age 53 years) for 13 ± 22 and 87 ± 29 months. In the Group 2 

patients were persitently Hp negative after therapy. Two biopsy at the antrum were taken at each 

andoscopy (Group 1 mean ± SD: 11 ± 4/pts, Group 2: 18 ± 3/pts). The gastritis was blind scored 

0 to 3 for Chronic-Inactive (CI), Chronic-Active (CA), Atrophic (AT) and Metaplasia (ME).We 

classified the types of gastritis as Increased, Decreased or Fluctuate when was judged to rise, fall 

or vary irregularly (Mode Classification). The Mann-Whitney U test was performed on both 

Score and Mode classifications. Given the long follow-up, data were analysed as time-to-event 

with the Kaplan-Meier non parametric methods.  

{ Results:} no difference was found on gastritis in Group 1 and 2 before randomisation. After 

therapy only CI and CA were different on score (p = 0.00) and on Decreased Mode 

classifications (p = 0.00) at Mann Whitney cross sectional analysis. However difference of AT, 

ME and CI gastritis on Fluctuate Mode was found with survival analysis (SAS System-Long 

Rank).  

{ Conclusions:} Hp eradication decrease antrum CA/CI gastritis and modifies Atrophy, and 

Metaplasia. When the time-to-event component is correctly taken into account the gastric 

metaplasia is markedly different and open to new and more interesting interpretations. }" 

"INFLUENCE OF A LONG TERM THERAPY FOR HELICOBACTER PYLORI 
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A seropositivity is closely associated with that of vacuolating cytotoxin (VacA). H.Pylori strains 

positive for both VacA and CagA were reported to be strongly associated with peptic ulcer 

disease. Different results reporting that cagA gene is not associated with more serious diseases, 

lowers the importance of Cag A protein as a marker. In this study, Cag A seropositivity is 

examined in Turkish peptic ulcer and non-ulcer dyspepsia patients; and histopathologic scores of 

Cag A (+) and Cag A (-) groups were compared. Sixty patients (1 gastric ulcer, 13 duodenal 

ulcer and 46 non-ulcer dyspepsia) (mean age 40,9 ± 14,7, 33 women, 27 men) with dyspeptic 

complaints who underwent upper GI endoscopy were included. Biopsies from fundus, corpus 

and antrum were used for histopathologic examination and for rapid urease test. H.Pylori 

negative patients consisted the control group. Histopathologic findings were graded using a 

previously described grading system. In H.Pylori positive patients, antibodies against Cag A 

protein were determined using an ELISA method. H.Pylori was (+) in 46 patients. One duodenal 

ulcer and 13 non-ulcer dyspepsia patients were negative for H.Pylori. Cag A positivity is 

significantly higher in peptic ulcer patients (12/12) than in non-ulcer dyspepsia patients (25/33). 

While inflammation, activity and atrophy scores were significantly higher in Cag A positive 

patients, intestinal metaplasia and H.Pylori load scores were not. Although the histopathologic 

scores in controls were lower than Cag A (-) group, statistical significance was observed only in 

inflammation and intestinal metaplasia scores. Development of more prominent gastritis and 

severe atrophy in Cag A (+) patients is an indicator of the importance of Cag A rather than 

H.Pylori load. Since it is easier and cheaper, we suggest that non-ulcer dyspepsia patients should 

be tested for Cag A status, before tests for H.Pylori status; and if Cag A is positive a trial of 

eradication treatment should be initiated. }" "CAG A SEROPOSITIVITY AND ASSOCIATION 

OF CAG A POSITIVITY WITH HISTOPATHOLOGIC FINDINGS IN HELICOBACTER 

PYLORI POSITIVE PEPTIC ULCER AND NON-ULCER DYSPEPSIA PATIENTS IN 

TURKEY"  
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{ Background:} It is known that H.P. causes most cases of chronic gastritis and also plays an 

important role in the pathogenesis of peptic ulcer disease and gastric cancer.  

{ Aim:} Study the relationship between infection with H.P., intestinal metaplasia and gastric 

cancer.  

{ Methods:} We studied 2 groups of patients: 69 with gastric cancer (batch 1) and 207 with 

chronic gastritis (batch 2), dignosed by endoscopy and histological axamination. In batch 1, 37 

patients were with intestinal type of gastric cancer (Lauren classification) and 32 with diffuse 

type. In batch 2, 142 patients were diagnosed with chronic superficial gastritis (68,6%) and 65 

with atrophic gastritis (31,4%).  

{ Results:} In batch 1, 43 of the patients with gastric cancer presented intestinal metaplasia 

(I.M.) - 62,3 %; 29/37 patients with intestinal type of cancer present I.M.(78,4%) and 14/32 

patients with difused type were with I.M. (44%). H.P. infection was present at 22 patients with 

gastric cancer (31,9%), 7/29 intestinal type were H.P. positive (24,1%) and 5/14 diffuse type 

were H.P. positive (35,7%). In batch 2 H.P. infection was present at 155/207 patients with 

chronic gastritis; 101/142 patients with superficial type of chronic gastritis were H.P. positive 

(71,1); 41/65 patients with atrophic gastritis were H.P. positive (63,07%); 30 patients with 

chronic gastritis and intestinal metaplasia H.P. infection was present, 19 patients with superficial 

gastritis and 11 with atrophic gastritis. { Discussion:} 1. H.P. infection was absent on tumoral 

tissue and zones with I.M. 2. Incidence of H.P. infection was lower in intestinal type of cancer in 

comparision with difuse type. 3. Similarly localisation, predominant in antral region of the 

gastric cancer - H.P. infection - I.M. 4. Prevalence of I.M. in intestinal type of gastric cancer is 

higher, almost double in comparision with the difuse cancer. 5. H.P. infection is frequently in 

chronic gastritis, being more pronounced in superficial gastritis in comparision with atrophic 

gastritis. 6. The presence of H.P. infection at patients with chronic gastritis and I.M. is relative 

lower.  

{ Conclusions:} 1. H.P. infections induce the gastric process with attenuation of citoprotection. 

2. While the progression from the superficial form to atrofic form H.P. infection, it develops the 

I.M. 3. The appearance of atrofic chronic gastritis and I.M. create inadequate conditions for H.P. 

infections, the intestinal type of epithelium being insensible to H.P. 4. H.P. is an etiopathogenetic 

agent with multiple valence in gastric pathology, being incriminated in gastric carcinogenesis, by 

induction of precursory lesions: chronic gastritis - intestinal metaplasia - displasia - gastric 

cancer. }" "HELICOBACTER PYLORI (HP), RISK FACTOR FOR GASTRIC CANCER"  
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{ Background:} Long-term acid-suppression accelerates the development of atrophic gastritis in 

the presence of Helicobacter pylori infection. Chronic hypochlorhydria favors gastric super-

infection with non-H.pylori bacterial species. This study tested the hypothesis that the double 

bacterial infection of the stomach with H.pylori and non-H.pylori flora causes an enhanced 

immune response, which in turn may contribute to a more rapid development of atrophic 

gastritis.  

{ Patients & Methods:} 150 consecutive case-subjects on continuous medium-term (6 weeks to 1 

year) or long-term (longer than 1 year) acid inhibition with either proton pump inhibitors 

(n=113) or with histamine-2 receptor antagonists (n=37) for gastro-oesophageal reflux disease, 

and 76 controls without acid inhibition were studied in a cross-sectional design. Gastric biopsy 

samples were examined histologically for detection of H.pylori (immunohistochemistry [IMM]), 

of non-H.pylori flora (modified Giemsa stain positive and IMM negative on the same positon) 

and for classification of gastritis (Sydney system). Serum levels of interleukin (IL)-1b, IL-6 and 

IL-8 were measured by ELISA.  

{ Results:} At a similar rate of H.pylori infection, patients treated with acid inhibition - PPIs and 

H2RAs - had a higher prevalence of non-H.pylori bacteria than non-treated controls (P<001 for 

both). Patients were stratified into four groups according to the presence of H.pylori and of non-

H.pylori bacteria (Table 1). Patients with H.pylori only, those with non-H.pylori only, and 

mainly those with both types of bacterial flora were characterised by higher serum cytokines 

levels than those without any type of bacteria. 

Table 1.Intragastric bacterial flora and circulating cytokines. 

\tx2940\tx4335\tx5685\tx6765\tx8150\fs4 \ul Serum IL-1{\f1 b} Serum IL-6 Serum IL-8 (pg/ml) 

(pg/ml) (pg/ml) \tab \tab \tab \tab No bacterial flora (n=64) 1.4 (0-3.9) 0.7 (0-2.1) 1.6 (0.2-4.5) 

Non-H.pylori flora only (n=73) 1.6 (0.1-3.8) 0.9 (0-2.6) 2.1 (0-5.5)* H.pylori only (n=49) 2.2 

(0.1-7.3)† 1.5 (0-17.3)† 2.9 (0.1-12.9)† Both types of bacterial flora (n=40) 3.4 (0.4-6.5)† 2.1 

(0.7-7)† 5.7 (1-12.9)† \tab \tab \tab \tab *P<0.05, †P<0.0001 vs those without any type of 

bacteria. Patients with different types of gastritis: diffuse non-atrophic gastritis, antral 

predominant atrophic gastritis and especially those with corpus predominant atrophic gastritis 

had significantly higher serum IL-1{\f1 b}, IL-6, and IL-8 levels than those with normal gastric 

mucosal histology.  

{ Conclusions:} In H.pylori infected patients on long-term acid inhibition, a co-infection of the 

stomach with non-H.pylori flora seems to result in an enhanced inflammatory response, possibly 



leading to a more rapid development of atrophic gastritis. }" "DOUBLE INFECTION OF THE 

STOMACH WITH HELICOBACTER PYLORI AND NON-HELICOBACTER PYLORI 

BACTERIAL FLORA INCREASES THE EXPRESSION OF PROINFLAMMATORY 

CYTOKINES"  
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Mainly oral-oral route of Helicobacter pylori transfer and the existing opinion that the oral cavity 

is a reservoir of the causative agent in helicobacteriosis explain the necessity of increasing the 

barrier function of this biotope. Objectives of the study: to determine the effectiveness of the 

local stimulation of the oral cavity immune mechanisms with IRS-19 (``Solvay Pharma S.A. 

Germany) in gastroduodenal pathology. Sixteen patients with dispeptic complaints and 10 

healthy persons were examined. They showed high urease activity of saliva (correlating with 

helicobacteriosis) and its contamination with Candida spp (CS). IRS-19 was administered by 

injection of 2 doses twice a day during 14 day. Before the treatment 13 patients (81,3%) showed 

the increased urease activity of saliva, while 7 (43,8%) patients showed its high CS 

contamination (>10 3 KOE/ml). In the control group high urease activity was found only in 

2(20,0%) and high CS contamination of salvia also in 2(20,0%) persons. After the treatment high 

urease activity of saliva remained in 3(18,8%) patients, no signs of CS. Thus, IRS-19 applicaton 

contributes to improvement of the oral cavity barrier function in patients with gastroduodenal 

pathology which manifests by CS elimination and decrease of the saliva activity level (HP 

persistence marker). }" "STIMULATION OF THE BARRIER FUNCTION OF THE ORAL 

CAVITY IN HELICOBACTERIOSIS"  
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{ Background:} Although the bactericidal effects of gastric juice are well established, little is 

known of the role of components other than hydrochloric acid. As early as 1940, it was proposed 

that several constituents of gastric juice might contribute to its bactericidal activity. 

Unfortunately, little work has been done since then to test this proposal and apparent controversy 

still exists in the literature. Studies of histamine-stimulated gastric juice suggested that gastric 

acid was the only antibacterial factor in gastric juice. However, killing of bacteria required pH 

values less or equal to 1.5 to 2.5. This pH is rarely maintained for any length of time in the 

stomach, especially during food intake which is when most bacteria enter the stomach. 

Therefore, the mechanism by which the stomach helps to keep the body from bacterial attack and 

the role of the individual components of gastric juice is still unclear.  

{ Aim of the study:} to investigate bactericidal properties of gastric juice, acid and proteolytic 

(pepsin) activity.  

{ Materials and method:} Evaluation of killing properties of gastric juice, acid and pepsin was 

carried out in Eagles Medium (EM, contained Eagles salt solution and L-alanyl-L-glutamine), 

Phosphate Buffered Saline (PBS) and 16 gastric juices obtained by gastric drainage during 

routine gastroscopy (n=13) and pentagastrin stimulation tests (n=3). Escherichia coli C690 and 

Helicobacter pylori E5 were selected as the test organisms. Suspensions of bacteria (1x106 

Escherichia coli and 1x108 Helicobacter pylori) were pre-incubated with the test solutions (pH 

range 2.0-6.0) at 37\'b0C. Samples were taken at 0, 5, 10, 20 then every 20 mins up to 2hrs, 

neutralised and plated in nutrient agar for Escherichia coli or chocolate agar for Helicobacter 

pylori. The viable colonies were counted after culturing at 37\'b0C, under aerobic conditions for 

15hrs for Escherichia coli and 3 days for Helicobacter pylori in a gas jar with hydrogen and 

carbon dioxide,  

{ Results:} 1) Effect of acid carried out in EM and PBS confirmed that killing of bacteria 

required pH values of less than 2.5, however, bacteria were more acid tolerant in EM than in 

PBS. 2) Gastric juices had very effective bactericidal activities at pH 3.5, which was a pH at 

which Escherichia coli was able to survive whether in EM or PBS. The rate of killing was juice 

dependent with complete death of Escherichia coli occurring between 5-80 mins post-incubation. 

In five juices with pH changed to 6.0, killing was also observed. 3) Measurement of pepsin 

activities of the gastric juices indicated that these were not associated with their bactericidal 

activities. 4) To further investigate the bactericidal property of pepsin, experiments conducted in 

EM and PBS with pig pepsin A (0.5, 1.0 and 2.0 mg/ml) showed that pig pepsin had no 

bactericidal effect on Escherichia coli in EM but protected Escherichia coli from the effect of 



acid in PBS. However, pre-incubation with 1mg/ml pig pepsin increased the killing rate of 

Helicobacter pylori.  

{ Conclusions:} 1) Escherichia coli and Helicobacter pylori are killed at pH< 2.5; 2) The 

medium (EM) increases the resistance of Escherichia coli to acid possibly through the action of 

dipeptide (L-alanyl-L-glutamine); 3) Gastric juice kills Escherichia coli at pH 3.5 and pH 6.0, the 

rate of killing is juice dependent and not associated with its pepsin activity; 4) Pig pepsin does 

not kill Escherichia coli but increases the killing rate of Helicobacter pylori; 5) Factors other than 

pepsin or acidity in gastric juice are responsible for the killing of bacteria. }" "BACTERIAL 

KILLING IN GASTRIC JUICE:EFFECT OF PH AND PEPSIN"  
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Leukocyte-endothelial cell interactions play a very important role in inflammatory conditions of 

the gastrointestinal tract in general. There is growing evidence that H. pylori exerts some of its 

effects on the stomach by actions on the gastric vasculature. For example, we have shown 

upregulation of both isoforms of COX in a vascular endothelial model with H. pylori and 

described a mechanism for H. pylori associated platelet aggregation. In this study, we examined 

the effect of H. pylori on the expression of several adhesion molecules involved in leukocyte-

endothelial or platelet-leukocyte-endothelial interactions. Human umbilical vein endothelial cells 

were grown to confluence in 96 well plates, serum starved overnight and then exposed to control 

medium, interleukin 1-{\f1 b} (100U/ml) or H. pylori M99 for 18 hours. Thereafter, cells were 

killed by washing with RPMI/ 0.1% Sodium azide. Cells were then incubated for 1 hour with 

monoclonal antibodies to P-selectin, E-selectin, VCAM-1 and ICAM-1 (vascular or intracellular 

adhesion molecules). A secondary anti-IgG-HRP linked antibody was then added to cells for a 

further hour. After addition of substrate (ABTS) absorbances were read at 405nm at 30 minutes. 

There were 46% (± 14%) and 36% (± 10%) increases in the absorbance readings for P-selectin 

and VCAM-1 respectively in H. pylori exposed cells compared to controls. There were smaller 

increases in relation to H. pylori exposure for E-selectin and ICAM-1. These data suggest that P-

selectin and VCAM-1, and to a lesser extent E-selectin and ICAM-1, are upregulated in vascular 

endothelial cells with H. pylori infection. Upregulation of P-selectin is also known to be 

important in H. pylori activation of platelets. Increased white cell adhesion and other events in 

the vasculature are critical steps in the pathogenesis of H. pylori. }" "ENDOTHELIAL CELL 

ADHESION MOLECULES ARE INDUCED BY HELICOBACTER PYLORI"  
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{ Background:} It is known that both type 2 diabetes mellitus (T2DM) and high levels of 

plasmatic homocysteine are associated with an increased incidence of cerebro and cardiovascular 

diseases. Moreover, it is well known that T2DM patients have an increased incidence of bacterial 

infections. Recently some workers have also reported an increased risk of Helicobacter Pylori 

(HP) infection. Chronic gastric colonisation of HP has been associated to increased levels of 

homocysteine. This relationship and its causes are still object of study.  

{ Aims:} The aim of this work was to investigate the link among diabetes mellitus, HP infection 

and homocysteine. We also decided to evaluate whether insulin resistance has a role in this 

relationship.  

{ Materials and methods:} The study was carried out in a group of T2DM patients (n=33, 55.7 ± 

9.7 years) and in non-diabetic subjects (n=41, 49.2 ± 11.3 years). On these subjects we 

evaluated: insulin sensitivity by Insulin Tolerance Test, presence of HP by C13 Urea Breath 

Test, plasma homocysteine, vitamin B12 and folate, genetic polymorphism of 

methylenetetrahydrofolate reductase (MTHFR).  

{ Results:} No significant differences were found between the two examined groups regarding 

HP and homocysteine. Homocysteine was statistically different in non-diabetics when HP-

negative subjects were compared to those HP-positive, taking into account cobalamin, folate and 

MTHFR genotype (12.1 ± 3.2 vs 19.8 ± 4.1 \'b5mol/L, p<0.05). Lower incidence of HP infection 

was found in subjects without diabetes mellitus and good insulin sensitivity (odds ratio= 0,34).  

{ Conclusions:} Higher homocysteine levels found in non-diabetic HP-positive subjects seem 

not to be due to decreased B12 and folate levels as hypothesised by some authors. However the 

real cause of these findings remain unknown. Insulin sensitivity seems to be a significant 

cofactor for HP incidence. }" "HELICOBACTER PYLORI, TYPE 2 DIABETES MELLITUS 

AND HOMOCYSTEINE: WHAT IS THE ROLE OF INSULIN RESISTANCE ?"  
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College of Medicine, Seoul, Korea { Objectives:} This study was undertaken to examine the 

relationship between host Lewis blood group phenotype and H. pylori infection.  

{ Methods:} 77 patients(34 women and 43 men) with upper gastrointestinal symptoms were 

studied for the presence of H. pylori infection and Lewis blood group typing. H. pylori infection 

was documented by histology and urea breath test(UBT). Lewis blood group phenotype was 

determined by enzyme-linked immunosorbent assays (ELISAs).  

{ Results:} All 57 patients included were positive for all two diagnostic modalities. The Lewis 

typing and H. pylori infectivity showed Le(a+b-) HP(+) group in 6 patients, Le(a+b-) HP(-) 

group in 2, Le(a-b+) HP(+) group in 41, Le(a-b+) HP(-) group in 12, Le(a-b-) HP(+) group in 9, 

Le(a-b-) HP(-) group in 6, Le(a+b+) HP(+) group in 1, and Le(a+b+) HP(-) in no patient. Host 

Lewis blood group phenotype was not correlated significantly with H.pylori infection(p>0.05) 

and endoscopic findings in H.pylori infected patients(p>0.05). Also, there were no relationships 

between Lewis phenotype and histology of H. pylori density, polymorphonuclear infiltration, 

atrophy, or intestinal metaplasia(p>0.05).  

{ Conclusions:} Our findings provide no support for the belief that H. pylori infection and its 

gastric histopathology are correlated with host Lewis blood group phenotype. }" "A 

PATHOLOGIC STUDY IN RELATION TO LEWIS BLOOD PHENOTYPE AND 

HELICOBACTER PYLORI INFECTION"  
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{ Background:} The cag pathogenicity island of Helicobacter pylori is associated with the 

development of duodenal ulcer and gastric cancer. It shows significant structure diversity and 

Microvariability in single genes among strains.  

{ Aim:} To investigate the relationship of the diversity of the cag7, cag2 and cagA genes to the 

H.pylori associated diseases  

{ Methods:} A total of 80 clinical H.pylori isolates, including 34 isolates from gastritis, 44 from 

peptic ulcer and 2 from gastric cancer were enrolled in the study. The diversity of the cag7, cagA 

and cag2 genes was investigated using PCR, southern blot and sequencing.  

{ Results:} The size of cagA 3 repeat region among different strains ranged from 528bp to 

1352bp. The strains contained from one to eight repeat regions. We found that only 1 of 6 strains 

from intestinal metaplasia (IM) OR gastric cancer (GC)contained 3 repeat regions. According to 

the numbers of the 390 bp repeat sequence in the cag7 gene, 5 genotypes were found in the 

present study as showed in the table. The cag7 type A and U strains were more prevalent in 

gastritis (GI) than in peptic ulcer (PU). The full length of the cag2 gene was amplified in all of 

the 80 strains. Three types were found according to the different size. The cag2 genotype was not 

associated with the clinical outcomes. \tx525\tx2820\tx3705\tx4590\tx4980\tx8150 Table. The 

cag7 Genotypes and relationship to H.pylori-related diseases Genotypes repeat regions GI PU 

GC (n=34) (n=44) (n=2) A >3 9 2* 0 B 2 14 33 2 C 1 1 4 0 D 1 1 4 0 U absent 5 1* 0 *The 

percentage of type A and type U strains was significantly higher in the gastritis group than in the 

duodenal ulcer group (p< 0.05, respectively).  

{ Conclusions:} The cag7 genotype A and U strains have attenuated virulence. The cagA 

genotypes were not associated with any H.pylori related diseases. }" "DIVERSITY OF 

MULTIPLE GENES IN CAG PATHOGENECITY ISLAND IN HELICOBACTER PYLORI"  
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{ Background:} The clinical outcome of Helicobacter pylori (Hp) infection may be associated 

with the cagA bacterial genotype. The aim of this study was to determine the cagA status of Hp 

infected patients by a Japanese method and a Western one, and the relationship between cagA 

and peptic ulcer disease.  

{ Methods:} Gastric biopsy specimens from 99 European-derived patients [31 with gastric ulcer 

(GU), 26 with duodenal ulcer (DU), 42 with erosive gastritis or duodenitis (NU)] were analysed 

by polymerase chain reaction (PCR) using primers for a variable 3 region of the cagA gene and 

for a consensus cagA 3 region used in Western countries.  

{ Results:} cagA was present in 53 (71%) of 75 Hp+ cases when analysed by the consensus 

method. It was encountered in 21 of 24 Hp+DU cases, 20 of 28 Hp+GU patients and in 12 of 23 

Hp+NU cases (P=0.009). Using the variable 3 region method, 17 of 24 Hp+DU cases were also 

cagA+, as well as 16 of 28 Hp+GU patients and 10 of 23 Hp+NU cases (P=0.16), i.e., the 

variable 3 region cagA PCR method detected 43 of 53 cagA+ cases (81%). cagA subgenotyping 

of the variable 3 region was also not associated with the clinical outcome. However, more than 

one subgenotype was present in 6 of 16 cagA+Hp+GU patients, in 1 of 17 cagA+Hp+DU cases 

and in 1 of 10 cagA+Hp+NU patients (P=0.04).  

{ Conclusions:} cagA is a marker of Hp strains for DU in our population, and in spite of the 

differences in the 3 region of the cagA gene, this Japanese methodology was able to detect the 

cagA status in most cases. The presence of multiple subgenotypes of cagA in the same patient is 

associated with GU. }" "ANALYSIS OF HELICOBACTER PYLORI 3 REGION OF CAGA 

GENE BY CONSENSUS ND VARIABLE REGION PCR IN ISOLATES FROM PATIENTS 

WITH OR WITHOUT PEPTIC ULCER"  
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{ Introduction} Nitrate absorbed from the small intestine circulates in the blood and is 

concentrated by the salivary glands and secreted in the saliva. Salivary nitrate is reduced to 

nitrite by bacteria in the mouth. The chemical interaction of salivary nitrite and gastric acid in the 

lumen of the stomach results in production of reactive oxygen species of nitrogen including nitric 

oxide. We propose that this process is part of the non-immune defence system against 

gastrointestinal pathogens and have previously shown that nitrite in physiological concentrations 

at pH 2 kills {\i H. pylori} in vitro in gastric mucosal tissue. There is increasing evidence that 

bacterial virulence factors, and in particular the expression of the {\i cagA} gene, are associated 

with increased gastric mucosal damage and macroscopic pathology.  

{ Aim} To examine if expression of {\i cagA} influences the susceptibility of {\i H. pylori} to 

the bactericidal action of acidified nitrite and also to assess the influence of ascorbic acid on this 

killing mechanism.  

{ Methods} Six antral biopsies were obtained from 29 patients undergoing endoscopy. Samples 

were placed in sterile vials containing PBS with urea at neutral pH and transferred to the lab 

immediately. Five of the solutions were adjusted to pH 2 and had potassium nitrite added to a 

conc{\up6 n} of 0, 50, 125, 250, and 500\'b5mol/l. The sixth biopsy solution remained at neutral 

pH without nitrite. 10 of the 29 sets of biopsies had 2.5mg/l ascorbic acid added. All biopsies 

were incubated in solution for 2 hours at 37\'b0C, then washed, homogenised and cultured under 

micro-aerophilic conditions. PCR for the {\i cagA} gene was performed on DNA extracted from 

bacterial cultures.  

{ Results} There was a significant reduction in the ability to culture {\i H. pylori} as the nitrite 

concn in the exposure solution increased (p<0.01). The MBCNITRITE of {\i cagA} positive 

strains was higher than in those without this gene ({\f1 c}{\up6 2}, p<0.05) and was 

>500\'b5mol/l in 4 {\i cagA} +ve strains. The addition of ascorbic acid resulted in no significant 

difference in the bactericidal effect of acidified nitrite.  

{ Conclusions} Nitrite at concentrations found in human saliva is bactericidal for {\i H. pylori} 

in gastric mucosa at pH 2. Ascorbic acid at physiological concentrations does not protect {\i H. 

pylori} from this method of bacterial killing. The more pathogenic strains are relatively resistant 

to this bactericidal mechanism. }" "THE INFLUENCE OF CAGA AND ASCORBIC ACID ON 

THE BACTERICIDAL EFFECT OF NITRITE ON HELICOBACTER PYLORI IN GASTRIC 

MUCOSA"  
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{ Background:} Early experimental and epidemiological studies had suggested that the presence 

of cagA gene was a virulence factor for Helicobacter pylori (Hp). But the association of cagA 

status with histological and clinical outcomes were poor. The reason might be the usage of 

serological blood tests for detecting cagA status in most of the studies. We aimed to investigate 

the clinical significance of tissue CagA status in Hp infected patients and to assess its association 

with histological changes in gastric mucosa.  

{ Methods:} Sixty-nine patients with Hp infection established by both urease test and 

histological examination were included into study. The symptoms of the patients were recorded 

according to Glasgow dyspepsia scale. Biopsies (cardia, corpus, angulus and antrum) were 

evaluated histologically according to Sidney system. The cagA status was determined by 

polymerase chain reaction (PCR) method from an antral biopsy. PCR studies were performed by 

Wizard genomic DNA purification system (promega). We also determined the serum levels of 

tumor necrosis factor-{\f1 a} (TNF-{\f1 a}), and gastrin. They all were prescribed lansoprazole 

(30 mg bid), clarithromycin (500 mg bid), and amoxycillin (1 g bid) for a week. At the 8th week 

a second endoscopy was performed and further biopsy specimens were obtained from same sites. 

Mann-Whitney U and Chi-square tests were used for statistical analyses.  

{ Results} are shown in the table. \tx2205\tx3615\tx5085\tx5610\tx8150\fs4 \ul CagA positive 

CagA negative P value \tab \tab \tab \tab n (%) 47 (68.1%) 22 (31.8%) 0.01 Hp density 1.9±0.9 

1.2±0.7 0.002 Activity 1.4±0.8 0.7±0.2 0.001 Chronic inflammation 2.1±1.1 1.3±0.5 0.002 The 

presence of atrophy 7 (14.8%) 2 (9.0%) >0.05 Ints. Metaplasia 0.7±0.3 0.2±0.2 0.001 Lymphoid 

aggregate 11 (23.4%) 3 (13.6%) >0.05 TNF-{\f1 a} (pg/ml) 11.3±7.0 4.9±2.7 0.001 Gastrin 

(pg/ml) 66.8±31.1 37.2±19.2 0.001 Dyspepsia score 11.3±3.5 10.1±4.0 0.20 Peptic Ulcer 8 

(17.0%) 2 (9.0%) 0.608 Eradication rate 41 (87.2%) 15 (68.1%) 0.11 \tab \tab \tab \tab (Staging 

for Hp density, activity, chronic inflammation, intestinal metaplasia; 0: absent, 1: mild, 2: 

moderate, 3: significant) 

{ Conclusion:}  Our results confirm that CagA positive strains of Hp cause greater histological 

changes. However this virulence is not associated with more severe symptoms. The histological 

changes can be predictable by determining the tissue cagA status. }" "HISTOLOGICAL AND 

CLINICAL PREDICTIVE VALUE OF DETERMINATION OF TISSUE CAGA STATUS BY 

PCR IN HELICOBACTER PYLORI INFECTED PATIENTS IN WESTERN TURKEY"  
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{ Purpose:} Bacterial adherence to the epithelium has been proposed as an important virulence 

factor. The influence Helicobacter pylori (HP) on the balance between proliferation and 

apoptosis epithelial cell is unclear. The aim is to determine influence the degree adhesion HP to 

mucocytes on proliferation and apoptosis in HP-associated ulcer.  

{ Methods:} examined paraformaldehyde-fixed, epon-araldit-embedded tissue sections from 

antral biopsy samples with HP positive (25) man with peptic ulcer. Immunohistochemistry was 

studied proliferations (Ki-67, PCNA) and apoptosis (p53, bcl2) markers. The percentage of 

positive cells were described as labeling index. The part biopsy specimens was prepared for 

ultrastructural examination and were studied with a PEM-100 (Ukraina) electron microscope. 

Adhesion was defined as a close attachment between bacteria and epithelia. The 3 forms 

interaction was marked: A - non contacts HP and epithelia (8 patients); B - abbutting HP onto the 

plasma membrane (13 patients); C - fusion of bacterial and plasma membrane with dissolution of 

membranes (4 patients). The percentage events of adhesion was counted on 1000 square at 

magnification 10000.  

{ Results:} By patients with type A were such index: p53 - 3,9±0,5, PCNA - 42,8±4,0; Ki67 - 

36,7±3,8; bcl2 - 0,2±0,04. By patients with type B were such index: p53 - 14,3±3,4; PCNA - 

68,4±3,8; Ki67 - 61,3±8,8; bcl2 - 0,17±0,04. By patients with type C were such index: p53 - 

19,9±1,7; PCNA - 76,2±7,6; Ki67 - 66,2±4,2; bcl2 - 0,15±0,03. 

{ Conclusion:}  At intensification adhesion (type B and C) notes statistically significantly 

increasing (p < 0.001) the expression p53. The markers proliferation increasing lesser, that 

promoting the development of peptic ulcer and worsens current of reparations. }" "ADHESION 

HELICOBACTER PYLORI AND PROLIFERATION AND APOPTOSIS EPITHELIAL 

CELLS AT HP-ASSOCIATED ULCER"  
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{ Background:} The eradication of H. pylori is the most important treatment of duodenal ulcer 

because the recurrence of duodenal ulcer is decreased by the eradication of H. pylori. Gastric 

metaplasia of duodenal mucosa is found in many patients with duodenal ulcer, and the 

colonization of H. pylori is observed onto the mucosa with gastric metaplasia. Therefore, the 

recurrence of duodenal ulcer is likely to associate with gastric metaplasia and H. pylori infection. 

H. pylori induce inflammatory responses, which are affected by chemokine in gastroduodenal 

mucosa. IL-8 protein is a major chemokine that expressed when gastric mucosa is infected with 

H. pylori. IL-8 protein induce early inflammatory response by activating PMN cells.  

{ Aim:} This study was performed to evaluate the effect of H. pylori infection on histologic 

findings and IL-8 protein expression of gastroduodenal mucosa including gastric metaplasia.  

{ Method:} Thirty patients with scarred duodenal ulcer and nine volunteers as control were 

undergone gastroduodenoscopy with methylene blue spray and biopsies. The biopsy specimens 

were taken from the antrum and the unstained/stained duodenal mucosa by methylene blue, 

which were stained with H&E, Warthin-Starry, and alcian blue-PAS stains. The following 

features were evaluated and graded from 0 to 3: PMN infiltration, H. pylori density, and gastric 

metaplasia. Biopsy specimens from the same sites were hemogenized in PBS(phosphate buffered 

saline, pH 7.4) and measured IL-8 protein by ELISA. The patients were divided into two groups; 

H.P(+) group(n=15) which had H. pylori infected duodenal ulcer, H.P(-) group(n=15) which had 

duodenal ulcer scar but H. pylori were eradicated by previous eradication therapy. None of 

control group had gastric metaplasia.  

{ Result:} The detection of duodenal H. pylori were only on gastric metaplasia area in 5 

patients(33.3%) of H.P(+) group. The grades of gastric metaplsia were not different between 

H.P(+) group and H.P(-) group. The grade of duodenitis in H.P(+) group was significantly higher 

than those in control group and H.P(-) group(p<0.05). On the antral mucosa, IL-8 protein level in 

H.P(+) group was significantly higher than those of control group and H.P(-) group. On duodenal 

mucosa without gastric metaplasia, IL-8 levels were not different among the three groups. On the 

duodenal mucosa with gastric metaplasia, IL-8 protein level in H.P(+) group was significantly 

higher than those of H.P(-) group. The IL-8 protein level of gastric metaplasia was correlated 

with the grade of duodenitis(r=0.573, p<0.05) and antral H. pylori density(r=0.506, p<0.05). 



{ Conclusion:}  H.pylori infection induce gastroduodenal inflammation and IL-8 protein 

expression in the duodenal mucosa, especially gastric metaplasia, seems to be a part of the 

pathogenesis of duodenal ulcer. }" "THE EFFECT OF H. PYLORI ERADICATION ON 

GASTRODUODENAL MUCOSAL IL-8 IN THE PATIENTS WITH DUODENAL ULCER 

SCAR"  
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{ Objective:} H. pylori-gastritis entails a chronic inflammatory process, with remodeling of the 

gastric mucosa with glandular atrophy, increased fibrosis, neo-vascularization and intestinal 

metaplasia (IM). Angiogenesis leads to the formation of new blood vessels allowing tumoral 

growth. In the stomach, the angiogenic factor platelet-derived endothelial cell growth factor (PD-

ECGF) is normally expressed by macrophages and fibroblasts in the lamina propria and in 

endothelial cells of small capillaries. The aim of this study was to assess whether H. pylori 

infection affects PD-ECGF expression in the interstitial cell compartment associated with gastric 

mucosal IM.  

{ Methods:} Paraffin-embedded tissues from 13 patients with IM (8 H. pylori-positive and 5 

negative) were studied. Immunohistochemical stains were performed with monoclonal antibodies 

against PD-ECGF. A scoring system ranging from 0 to3 was used to evaluate the intensity and 

extension of immunoreactivity by interstitial cells. Statistical analysis was performed using 

Students t-test.  

{ Results:} IM cells did not express PD-ECGF. All cases showed expansion of the interstitial 

compartment associated with inflammatory infiltration at IM foci. The extension of PD-ECGF 

expression by interstitial cells associated with IM was significantly higher in H. pylori-positive 

cases. \tx1110\tx2325\tx3450\tx3855\tx8150\fs4 \ul Hp+ Hp{\f1 -} p \tab \tab \tab \tab Intensity 

2.12 ± 0.12 2.05 ± 0.1 ns Extension 1.63 ± 0.26 0.8 ± 0.2 <0.05 \tab \tab \tab \tab d\fs20 { 

Discussion:} IM cells do not express PD-ECGF. However, this angiogenic factor is strongly 

expressed by infiltrating interstitial cells associated with IM. Enhancement of angiogenic-factor 

activity by interstitial cell infiltration associated with gastric pre-malignant lesions (IM) 

sustained by H. pylori infection may create a favorable environment for tumor development thus 

promoting gastric carcinogenesis. }" "INCREASED EXPRESSION OF THE ANGIOGENIC 

FACTOR PD-ECGF IN AREAS OF INTESTINAL METAPLASIA IN H. PYLORI-

ASSOCIATED ATROPHIC GASTRITIS"  
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{ Background:} Helicobacter spp. have been the focus of considerable research because of the 

role of this genus in gastrointestinal diseases but their specific prevalence and the relationship 

between these microorganisms and gastric and extra-intestinal diseases has not been clearly 

established. On the basis of 16S rRNA gene sequence analysis the Helicobacter rappini is closely 

related to members of the genus Helicobacter. It has been reported to be associated with human 

gastroenterites, ovine abortion and two cases of infection bacteremia in an adult undergoing 

hemodialysis and in a child with pneumonia. Aim: to assess the prevalence of H. rappini in 

women affected by primary Migraine or by Recurrent Spontaneous Abortion.  

Materials and methods: 33 patients (pts) with a story of primary Recurrent Spontaneous Abortion 

and 30 pts affected by primary Migraine were consecutively enrolled and matched for sex-age, 

social background and geographical origin with 34 controls. H. rappini positivity was assessed 

on the sera by EIA (cut off for seropositivity 3.5 UI). To rule out a possible cross-reactivity, pre-

absorption experiments were performed by incubating sera with sonicated whole cells of H. 

rappini (CCUG 234 35) and then using the supernatants for serology.  

Results: the prevalence of reactivity of sera was similar in abortion pts (16/33, 48.5%) and 

migraine pts (14/30, 46.6%) with respect to controls (15/34, 44.11%).  

Conclusions: The results indicated that the prevalence of H. rappini is not increased in the two 

groups examined. However, epidemiology studies om a larger population remain mandatory to 

better define the role of H. rappini in the pathogenesis of these pathologies. }" "PREVALENCE 

OF HELICOBACTER RAPPINI IN FUNCTIONAL VASCULAR DISEASES"  
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{ Objective:} Helicobacter pylori adheres to gastric epithelial cells, activates nuclear factor kB 

(NF-kB), and stimulates interleukin (IL)-8 production. Ceramide, a lipid second messenger, has 

emerged as an important mediator of some actions of several cytokines. We have recently 

reported that H. pylori-dependent ceramide production may activate NF-kB and mediate IL-8 

expression in human gastric cancer cell lines. In this study, we evaluated the effect of 

rebamipide, an antigastritis and antiulcer agent, on H. pylori-dependent ceramide production and 

consequent IL-8 expression in Kato III human gastric cancer cells.  

{ Methods:} Kato III cells were treated with C2-ceramide, a cell-permeable ceramide analog, or 

H. pylori, with or without rebamipide. IL-8 levels in the culture supernatants harvested after 24 h 

were determined by enzyme-linked immunosorbent assay. Induction of mRNA was assessed by 

Northern blot analysis. IL-8 gene transcription and activation of NF-kB were examined by 

luciferase assay. Activation of mitogen-activated protein kinases was assessed by Western 

blotting using phospho-specific antibodies. Intracellular levels of ceramide was quantified by 

diacylglycerol kinase assay.  

{ Results:} Rebamipide inhibited C2-ceramide- and H. pylori-induced IL-8 expression in a dose 

dependent manner. Rebamipide decreased the increase of IL-8 mRNA level as assessed by 

Northern blotting. Rebamipide suppressed IL-8 gene transcription as well as NF-kB-dependent 

transcriptional activity as assessed by luciferase assay. Rebamipide inhibited ceramide-induced 

degradation of IkB-a, further supporting that rebamipide inhibited the activation of NF-kB. 

Rebamipide also inhibited the activation of mitogen-activated protein kinases: extracellular 

signal-regulated kinase 1/2, c-Jun NH2-terminal kinase/stress-activated protein kinase and p38 

kinases. Furthermore, rebamipide significantly attenuated H. pylori-dependent increase of 

intracellular ceramide levels.  

{ Conclusions:} These results suggest a novel mechanism by which rebamipide may protect 

against the mucosal inflammation associated with H. pylori infection. }" "REBAMIPIDE 

INHIBITS CERAMIDE-INDUCED INTERLEUKIN-8 PRODUCTION IN KATO III HUMAN 

GASTRIC CANCER CELLS"  
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{ Objective:} Helicobacter pylori adheres to gastric epithelial cells and stimulates interleukin 

(IL)-8 production, but the responsible molecular mechanisms remain largely unknown. We have 

previously reported that H. pylori induced IL-8 gene transcription mainly through the activation 

of the transcription factor nuclear factor kB (NF-kB), and to a lesser extent, that of activator 

protein-1 (AP-1). Several studies have shown that mitogen-activated protein kinases (MAP 

kinases) are involved in IL-8 expression induced by IL-1 or tumor necrosis factor. We here 

investigated the role of MAP kinases in H. pylori-induced IL-8 production in human gastric 

cancer cell lines.  

{ Methods:} Human gastric cancer cell lines, MKN45 cells and AGS cells were treated with 

cagA+ (ATCC43504) or cagA- (OHPC0002) H. pylori strain. IL-8 levels in the culture 

supernatants harvested after 24 h were determined by enzyme-linked immunosorbent assay. 

Induction of mRNA was assessed by Northern blot analysis. Nuclear extracts were prepared and 

the activator protein-1-specific binding activity was assessed by electrophoretic mobility shift 

assay. Activation of MAP kinases (extracellular signal-regulated kinase 1/2, c-Jun NH2-terminal 

kinase/stress-activated protein kinase and p38 kinases) was assessed by Western blotting using 

phospho-specific antibodies.  

{ Results:} CagA+ H. pylori induced IL-8 expression in both cell lines with comparable IL-8 

mRNA induction. CagA- H. pylori also significantly induced the expression, but the effect was 

much weaker than that by cagA+ strain. AP-1-specific binding activity was incresaed by CagA+ 

strain. CagA+ H. pylori activated all three classes of MAP kinases, while the activation by cagA- 

strain was less potent. IL-8 induction by cagA+ strain was attenuated by the PD98059, a MAP 

kinase kinase inhibitor (50 % by 25 microM of PD98059), and SB203580, a specific p38 

inhibitor (80 % by 10 microM).  

{ Conclusions:} These results suggest a role of MAP-kinases in H. pylori-induced IL-8 

production in human gastric epihtlial cells. }" "INVOLVEMENT OF MAP KINASES IN 

HELICOBACTER PYLORI-INDUCED INTERLEUKIN-8 PRODUCTION IN HUMAN 

GASTRIC CANCER CELLS"  
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Background: Lewis (Le) antigens have been implicated in the pathogenesis of atrophic gastritis 

and gastric cancer in the setting of Helicobacter pylori infection. H. pylori-induced anti-Le 

antibodies have been described that cross-react with gastric mucosa in both mice and humans.  

{ Aims:} The aim of this study was to determine the presence of anti-Lewis (-Le) antibodies in 

patients with H. pylori infection and gastric cancer. We also examined the relationships between 

anti-Le antibody production, bacterial Le expression, gastric histopathology, and host Le 

erythrocyte phenotype.  

{ Methods:} Anti-Le antibody production and H. pylori Le expression were determined in a 

novel inhibition enzyme-linked immuosorbent assay (ELISA) and whole-bacterial cell ELISA, 

respectively. Erythrocyte Le phenotype was examined by agglutination assays, and histology 

was scored blindly.  

{ Results:} Significant levels of anti-Le{\up6 x} antibody were found in the sera of patients with 

gastric cancer and other H. pylori-associated pathologies, compared with H. pylori-negative 

controls (P < 0.0001, T = 76.4, DF = 5). When patient sera were incubated with the 

lipopolysaccharide of H. pylori P466, which expresses Ley, significant levels of anti-Le{\up6 y} 

antibody was found in patients with gastric cancer and other bacterial-related pathology 

compared to controls (P < 0.0001, T = 73.05, DF = 5). After incubation of patient sera with 

synthetic Le glycoconjugates, anti-Le{\up6 x} and -Le{\up6 y} autoantibody binding was 

abolished. The degree of the anti-Le{\up6 x} and Le{\up6 y} antibody response was unrelated to 

host Le phenotype, but was significantly associated with bacterial expression of Lex (r = -0.863, 

r2 = 0.745, P < 0.0001), and Ley (r = -0.796, r2 = 0.634, P < 0.0001).  

{ Conclusions:} These data indicate that anti-Le antibodies are present in most patients with H. 

pylori infection including those with gastric cancer, that variability exists in the strength of the 

anti-Le response, and that this response is independent of host Le phenotype, but related to 

bacterial Le phenotype. }" "ANTI-LEWIS X AND -LEWIS Y ANTIBODIES IN SERUM OF 

GASTRIC CANCER AND CHRONIC GASTRITIS PATIENTS: ROLE OF H. PYLORI-

MEDIATED AUTOIMMUNITY"  
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{ Introduction:} H.pylori is recognised as the causative agent in acute and chronic inflammation 

of the stomach (gastritis), peptic ulcer disease and gastric carcinoma. Adherence of the pathogen 

to the gastric mucosa is known to elicit an innate immune response that includes increased 

production of pro-inflammatory cytokines (IL-1, TNFa, IL-6, GM-CSF and IL-8). In the present 

study we report for the first time marked up-regulation of the mRNA expression of both anti-

microbial peptides (hBD1 & 2) by H.pylori in gastric epithelial cell-lines.  

{ Methods:} AGS and MKN7 cells were grown to confluence in RPMI +10% FCS, serum 

starved overnight and infected with wild type 11637 and SSI strains of H.pylori. mRNA 

expression was quantified by competitive RT-PCR.  

{ Results:} A progressive up-regulation of the mRNA expression of both hBD1 and hBD2 was 

observed upon infection with H.pylori. The magnitude of the response was both dose-and time-

dependent with a much greater increase observed for hBD2. IL-1 was also found to be a potent 

stimulator of the expression of hBD1 and hBD2, although the magnitude of response was 

significantly less than that elicited by the intact pathogen. In comparison, TNFa and IFNg had no 

effect on the expression of these peptides.  

{ Discussion:} This is the first study showing modulation of the constitutive expression of hBD1 

by an intact pathogen and pro-inflammatory cytokines. In contrast, hBD2 is only expressed 

during infection. These preliminary results suggest an important role for these peptides in innate 

host defence during infection and subsequent inflammatory episodes. }" "INCREASED 

EXPRESSION OF ANTI-MICROBIAL PEPTIDES HUMAN BETA DEFENSIN 1 AND 2 BY 

H. PYLORI AND INTERLEUKIN 1 IN GASTRIC EPITHELIAL CELL LINES"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.342#" " Abstract: P.342 0 Citation: Gut 2000; 47(Suppl III): 

A115 HELICOBACTER PYLORI (HP), GASTRIN AND CYCLOOXYGENASES IN 

GASTRIC MALT-LYMPHOMA  

Peter C. Konturek{\up6 2}, Stanislaw J. Konturek
1
, Piotr Pierzchalski

1
, Teresa Starzynska{\up6 

3}, Krzysztof Marlicz{\up6 3}, Eckhart G. Hahn{\up6 2}  

\i 
1
 Department of Physiology, University Medical College, Cracow, Poland; {\up6 2} 

Department of Medical University Erlangen-Nuremberg, Erlangen, Germany; {\up6 3} 

Department of Gastroenterology, Pom.Academy Med., Szczecin, Poland  

{ Background:} HP infection is considered as No 1 gastric carcinogen but the mechanism of this 

HP-induced carcinogenesis has not been explained. Low grade, mucosal associated lymphoid 

tissue (MALT)-lymphoma is an unique among gastric malignancies, in which direct involvement 

of HP infection has been documented.  

{ Methods:} In this report ten primary, low-grade MALT-lymphomas have been examined 

before and 6 months after one week of successful eradication therapy (clarithromycin + 

amoxicillin + omeprazole) as proved by negative {\up6 13}C-UBT. Gastric biopsy samples from 

tumor and intact mucosa were obtained before and after HP eradication for assessment of 

expression of gastrin, gastrin receptor (CCK{\dn6 B}-R), cyclooxygenase (COX)-1 and COX-2 

using RT-PCR and Western blot. The gastric luminal and plasma gastrin levels and PGE{\dn6 2} 

generation in tumor were determined by RIA before and after HP eradication.  

{ Results:} Eradication of HP resulted in complete endoscopic and histological remission of 

MALT-lymphoma in 9 out of 10 patients as assessed 6 months after this eradication. Before 

eradication, the expression of gastrin, CCK{\dn6 B}-R, COX-1 and COX-2 were observed in 

tumor tissue, while fundic mucosa expressed only CCK{\dn6 B}-R and antral mucosa only 

gastrin. Six months upon the eradication when MALT-lymphoma completely regressed the 

overexpression of gastrin and COX-2 disappeared and gastric luminal gastrin and plasma gastrin 

levels normalized.  

{ Conclusions:} 1) low-grade MALT-lymphoma is directly linked to HP infection which 

promotes an excessive release of gastrin, induces COX-2 and results in marked generation of 

PGE{\dn6 2} and 2) gastrin and COX-2 appear to be coexpressed in MALT-lymphoma probably 

in response to HP infection. }" "HELICOBACTER PYLORI (HP), GASTRIN AND 

CYCLOOXYGENASES IN GASTRIC MALT-LYMPHOMA"  
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{ Introduction:} Resistance to macrolides and metronidazole could be the main reason of failing 

of {\i Helicobacter (H.) pylori} treatment. Recently, antimicrobial resistance in Europe is 

increasing, with high differences among regions belonging to the same country. In Italy, the 

scarce information on {\i H. pylori} antimicrobial resistance is due to the absence of multicenter 

studies involving large number of patients with duodenal ulcer (DU).  

{ Aim:} To evaluate pre-treatment susceptibility of H. pylori strains to clarithromycin, 

azithromycin, metronidazole and amoxicillin in DU patients, during a large, multicenter, double-

blind trial, conducted in 16 centers of North-Center Italy.  

{ Methods:} Gastric biopsies from antrum and corpus for culture were obtained from 259 

patients with duodenal ulcer and {\i H. pylori} infection before treatment. The minimal 

inhibitory concentration (MIC) for clarithromycin, azithromycin, metronidazole and amoxicillin 

was tested by agar dilution.  

{ Results:} {\i H. pylori} susceptibilities were available in 203 patients (134 males, 69 females; 

range 18-65 years). No discrepancy was observed between susceptibility to clarithromycin and 

azithromycin. Resistances to macrolides and metronidazole were detected respectively in 11.3% 

(23/203) and 14.7% (30/203) of patients. Among these, 7 patients (3.4%) resulted infected by {\i 

H. pylori} strains resistant to both macrolides and metronidazole. Resistance to amoxicillin was 

not detected. Macrolides resistance was similar in males (11.9%, 16/134) and females (10.1%, 

7/69), while resistance to metronidazole resulted more frequent in females (21.7%, 15/69) than 

males (11.2%, 15/134) (p = 0.07).  

{ Conclusions:} In North-Center Italy, resistance to macrolides is similar to that reported in other 

European countries, but is not influenced by sex. No discrepancy between clarithromycin and 

azithromycin was observed. The prevalence of {\i H. pylori} resistance to metronidazole is lower 

than expected, with higher rates in females than males. Resistance to amoxicillin was not 

detected. }" "ANTIMICROBIAL RESISTANCE OF HELICOBACTER PYLORI IN A LARGE 

POPULATION OF DUODENAL ULCER PATIENTS IN ITALY"  
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{ Background:}It has been suggested that a new H pylori(Hp)stool antigen EIA(HpSA Premier 

Platinum,Meridian Diagnostics, Cincinnati, USA)is reliable, easy to perform tool to diagnose Hp 

infection. However, after eradication of Hp the results are controversial. Aim: To assess the 

accuracy of this stool assay in diagnosing Hp infection before and after eradication, in 

comparison with the 2 mostly used in practice methods i.e. CLO test and histology. Patients- 

Methods:Two groups of patients with dyspepsia with and without ulcer were prospectively 

studied. Group A:43 consecutive adult patients who were examined for the first time; exclusion 

criteria: any treatment for Hp previously, any antibiotic in the previous 6 weeks, active GI 

bleeding, current treatment with corticosteroids or NSAIDs, with PPI or bismuth containing 

compounds during the previous 3 months or previous gastric surgery. Group B: 28 adult patients 

with no gastric operation or active GI bleeding who completed an eradication treatment and had 

not received PPIs, H2RA, bismuth salts, antibiotics, corticosteroids, NSAIDs for the last month. 

Patients were endoscoped and 4 biopsies were taken (2 antrum, 2 corpus) for histology (H&E, 

Giemsa stain)and CLO test; patients were considered Hp(+)if either test was positive; both 

needed to be negative for the patient to be negative. Stool samples were collected during the first 

4 days after endoscopy before any treatment, and examined by the HpSA EIA (450 nm 

spectrophotometry, cut-off<0.140); results were interpreted blindly.  

Results: Group A: Sensitivity 89%, Specificity 100%, PPV 100%, NPV 67%. Group B: 

Sensitivity 30%, Specificity 100%, PPV 100%, NPV 72%.  

Conclusion: HpSA is a reliable test in diagnosing Hp infection in patients who have not received 

Hp eradication treatment. Though highly specific, HpSA does not seem a sensitive test to 

confirm Hp eradication. }" "DIAGNOSIS OF HELICOBACTER PYLORI INFECTION WITH 

A NEW NON-INVASIVE STOOL ASSAY BEFORE AND AFTER ERADICATION 

TREATMENT"  
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{ Objective:} In patients with upper gastronitestinal bleeding, the biopsy based diagnosis of H. 

pylori infection is often impeded by coagulation disorders. The aim of this study is to validate a 

polyvalent antigen stool ELISA test in this condition.  

{ Methods:} N=47 patients with endoscopically documented upper gastrointestinal bleeding 

were tested with the Premium Platinum HpSA EIA (Meridian, USA) stool test on the day of 

endoscopy (day 0) and on days 1, 2, 3, and 7 after endoscopy. The primary reference method for 

the diagnosis of H. pylori infection was IgG serum ELISA (Synelisa HP Abs, 

Pharmacia&Upjohn) in all patients. Additional reference methods were performed if and when 

clinically jugded as appropiate, partially at an interval of several days: Rapid urease test, 

histology, culture, 13C-urea breath test.  

{ Results:} Diagnostic quality parameters with serology as reference 

\tx2790\tx4230\tx5265\tx8150\fs4 \ul \tab \tab \tab \tab Tests Sensitivity Specificity \tab \tab \tab 

Stool test on day 0 50,0% (15/30) 94,1% (16/17) Stool tests of days 0-7 combined 66,7% (20/30) 

94,1% (16/17) HUT 63,0% (17/27) 82,4% (14/17) Histology 51,9% (14/27) 87,5% (14/16) 

Culture 60,0% (9/15) 100% (9/9) {\up6 13} C-urea breath test 33,3% (6/18) 90% (9/10) \tab \tab 

\tab d\fs20  

{ Discussion:} In comparison with serology, the stool test yielded unsatisfactory sensitivity, but 

useful specificity. The same holded true for any other test depending on H. pylori density. 

Therefore, the reduced sensitivity may be due to a relatively low H. pylori antigen load in stool 

mixed with blood, or may be explained by a high rate of false positive serology results in severe 

ill patients. }" "HIGH SPECIFICITY, BUT REDUCED SENSITIVITY OF H. PYLORI STOOL 

TEST IN UPPER GASTROINTESTINAL BLEEDING"  
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{ Aim:} to detect the sensitivity and specificity of the stool antigen test (Platinum Premier 

HpSA, Meridian Diagnostics) in predicting early failed eradication. Material and Methods: 

Dyspeptic patients with biopsy proven H pylori (culture, histology and rapid urease test) plus 

13C-UBT, not using acid suppressive therapy, were eligible for this study. The eradication 

therapy, starting on day 0, contained omeprazole, clarithromycin and amoxycillin. Stool 

specimens were collected on day 0, 1, 3, 5, 7, 10, 15, 22, 28, 35 and 42. Successful eradication 

was assessed by histology, urease test, culture and 13C-UBT on day 42.  

Results: 84 patients were studied; 66 had successful eradication 18 did not. Baseline stool HpSA 

values were similar in the eradicated (OD 1.1±0.9) and in the uneradicated (OD 1.2±0.8) groups. 

Values fell in both groups in the first week and by day 7 mean values in both groups were in the 

negative range (eradicated =OD 0.05±0.02; not eradicated 0.08±0.05, ns). Table shows the sens, 

the spec, the likelihood ratio of +ve and -ve test. 

\tx1230\tx2370\tx3525\tx5040\tx6150\tx8150\fs4 \ul \tab Day post tx Sensitivity Specificity 

Likelihood Ratio Likelihood Ratio +ve test {\f1 -}ve test 3 20% 98% 12.8 0.81 7 63% 100% 

Infinity 0.38 15 82% 98% 52.7 0.18 21 88% 100% Infinity 0.13 28 88% 100% Infinity 0.13 35 

100% 98% 64 0.0 d\fs20  

{ Conclusions:} A positive stool test as early as day 3 after eradication therapy is highly 

predictive of failed eradication. A negative stool test is a reliable indicator of failed eradication 3 

weeks or longer after therapy has ended }" "PREDICTIVITY OF THE STOOL ANTIGEN 

TEST IN ASSESSING AN EARLY FAILED ERADICATION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.347#" " Abstract: P.347 0 Citation: Gut 2000; 47(Suppl III): 

A116 STOOL TESTS FOR HELICOBACTER PYLORI  

Chiara Ricci, Carmen Acciardi, Federico Perna, Luigi Gatta, Mario Miglioli, Dino Vaira  

\i Department of Internal Medicine, Bologna, Italy  

{ Background:} A new test for the detection of Helicobacter pylori antigens in stool specimens 

(Premier Platinum HpSATM, Meridian Diagnostic Inc., Cincinnati, USA) has been evaluated 

and proved to be highly accurate in diagnosing the infection and in verifying the efficacy of 

eradicating therapies. A new stool antigen test (HpAg, Medic, Pavone, TO, Italy) was recently 

introduced on the market.  

Aim: To assess the diagnostic accuracy of the new tests. Material and Methods: 140 consecutive 

patients (m/f 65/55, age range 19-86 yrs, mean 52 yrs) with dyspeptic symptoms not using acid 

suppressant therapy, were enrolled. During endoscopy, biopsies from antrum and corpus for 

culture, histology and rapid urease test were taken. Patients were considered Helicobacter pylori 

positive if histology and rapid urease test or culture were positive. After endoscopy stool 

specimens were collected.  

{ Results:} The table shows the results for the two tests. 

\tx1410\tx1995\tx2595\tx3270\tx3855\tx4455\tx5130\tx5475\tx8150\fs4 \ul \tab \tab \tab \tab TP 

FN Ukp FP TN Ukn Total \tab \tab \tab HpAg 57 31 2 4 46 0 140 Premier HpSA 79 11 0 1 49 0 

140 \tab \tab \tab TP: total positive, FN: false negative, Ukp: unknown positive, FP: false 

positive, TN: total negative, Ukn: unknown negative. The diagnostic accuracy for the two tests 

were: \tx1410\tx2280\tx3105\tx3975\tx4845\tx5310\tx8150\fs4 \ul \tab \tab Sens. Spec. PPV 

NPV Corr \tab HpAg 64.8% 92% 93.4% 59.7% 74.6% Premier HpSA 87.8% 98% 98.8% 81.7% 

91.4% \tab d\fs20  

{ Conclusions:} Both the tests are simple and easy to perform. HpSA confirmed its high 

diagnostic accuracy in assessing Helicobacter pylori infection }" "STOOL TESTS FOR 

HELICOBACTER PYLORI"  
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{ Background.} Rapid one step, reliable, inexpensive serum tests are needed for serodiagnosis of 

H. pylori infection. We have evaluated the performance characteristics of the new TestPack Plus 

H. pylori test (Abbott Laboratories), which is a one minute qualitative test for the detection of 

antibodies to H. pylori in serum.  

{ Methods.} In a prospective study 130 dyspeptics and patients with upper GI bleeding were 

studied. Patients were defined H. pylori (+) if two out of three reference tests (histology, rapid 

urease test, Gram staining of biopsy smears) were positive and H. pylori (-) if all three tests were 

negative. The results of TestPack Plus were compared with those of commercially available 

ELISA kits detecting IgG H. pylori serum antibodies (Pyloriset, Orion, Milenia H. pylori, DPC).  

{ Results.} Seven patients had only one positive out of three reference tests and were excluded. 

Out of 123 patients (78 males, 45 females, 50, 17-85 years old) 95 were defined H. pylori (+) and 

28 H. pylori (-) by the gold standard. Performance characteristics of the antibody tests studied as 

compared with the gold standard are shown in the table below. 

\tx1065\tx2205\tx3360\tx4065\tx4785\tx5130\tx8150\fs4 \ul \tab \tab Sensitivity Specificity PPV 

NPV ODA \tab TestPack 65 75 92 60 83 Pyloriset 92 82 95 74 89 Millenia 94 72 92 76 90 \tab 

d\fs20  

{ Conclusions.} The sensitivity and specificity of TestPack Plus one step serum test are lower as 

compared to those of serum ELISA. However, its high positive predictive value makes it a 

valuable tool for in-laboratory screening purposes. }" "EVALUATION OF RAPID, NEW TEST 

FOR DETECTING SERUM ANTIBODIES TO HELICOBACTER PYLORI"  
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{ Background.} Rapid urease tests are often used during upper gastrointestinal endoscopy to 

detect Helicobacter pylori infection.  

{ Aims.} We have evaluated the performance characteristics of a new, urea-soaked paper with 

graded chromatic index (Pronto test) and compared it with a urea-gel with chromatic index (CLO 

test). Both tests are relied on the color change, due to the Helicobacter pylori urease production.  

{ Methods.} We studied 103 consecutive in and out patients (61 males and 42 females, 19-85 

years old) referred for upper gastrointestinal endoscopy. Twenty-five patients (24%) had upper 

gastrointestinal hemorrhage and 35 (34%) were on proton pump inhibitor therapy. During 

gastroscopy 3 biopsies obtained from the antral mucosa and used for histology and urease tests 

(CLO and Pronto). Rapid urease test results were examined at 30-min intervals for two hours.  

{ Results.} The two test results are presented at the table below. 

\tx1590\tx2415\tx3240\tx4065\tx4950\tx5295\tx8150\fs4 \ul \tab \tab Sens Spec PPV NPV ODA 

\tab Pronto (30 min) 48%* 100% 100% 48% 65% CLO (30 min) 10% 100% 100% %35% 40% 

Pronto (120 min) 65%# 100% 100% 59% 77 CLO (120 min) 62%# 100% 100% 57% 75% \tab 

(PPV. Positive predictive value, NPV. Negative predictive value, ODA. Overall diagnostic 

accuracy, * p< 0.001, # p=0.6) Patients that had not upper gastrointestinal hemorrhage and those 

not taking antisecretory therapy and had Pronto and CLO sensitivity of 79% and 76% 

respectively at 120 min. There was a linear correlation of the estimated Helicobacter pylori 

colonization density of the antral mucosa between histology and Pronto color grade results (y=-

0.12+0.8x, p< 0.001).  

{ Conclusions.} Pronto and CLO-test results are comparable at two hours. However, Pronto is 

cheaper than the CLO test and gives a positive result at 30 min in 48% of patients, offering a 

more rapid diagnosis. It also provides a semiquantitative estimation of Helicobacter pylori 

colonization density of the antral mucosa. }" "EVALUATION OF A NEW UREASE TEST 

FOR THE DETECTION OF HELICOBACTER PYLORI INFECTION"  
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1
 Sechenov Moscow Medical Academy, Moscow, Russia; {\up6 2} General Physics Institute 

RAS, Moscow, Russia { Objectives:} to compare the diagnostic value of different methods of 

detection of H.pylori-infection in outpatients with H.pylori-associated gastroduodenal pathology.  

{ Methods:} 73 outpatients (43M, 30F, mean age - 45,3) with gastric ulcers (17 pts), duodenal 

ulcers (31 pts), endoscopic gastritis (25 pts) were tested. Diagnostic of H.p.-infection was 

provided in 73 pts, control of eradication - in 30 pts with 13C-urea laser breath test (UBT) - 73 

pts, the rapid urease test (RUT) - 26 pts, the polymerase chain reaction (PCR) - 8 pts. Results 

were compared with the diagnostic ``gold standard- histology study of serial biopsies (HIS) - 73 

pts.  

{ Results:} the compared methods showed the results close to histology data, in particular, for 

13C-UBT an absolute coincidence due to accuracy of methods was observed in 69 pts (94,5%), 

for RUT - 24 pts (92,3%), for PCR - 6 pts (75%). The results are presented on the following 

table: \tx1155\tx2025\tx2955\tx3885\tx4320\tx8150\fs4 \ul \tab HIS 73 UBT 73 RUT 26 PCR 8 

Sensitivity 93% 91,7% 100% 100% Specificity 98% 100% 84,6% 80% Accuracy 96% 94,5% 

92,3% 75% d\fs20 

{ Conclusion:}  the use of 13C-UBT in detection of H.p. infection in outpatients preferable, 

being uninvasive and possessing none the worse diagnostic characteristics than direct methods, 

based on biopsy analysis. }" "THE EVALUATION OF DIAGNOSTIC METHODS OF 

DETECTION OF HELICOBACTER PYLORI INFECTION IN OUTPATIENTS WITH THE 

GASTRODUODENAL DISEASES"  
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{ Introduction:} 13C-urea-breath test (13C-UBT) is the most reliable test for non-invasive 

diagnosis of H. pylori in pre- and post-treatment conditions. Compared to the ``gold standard for 

determination of the ratio of 13C/12C, the isotope ratio mass spectrometry (IRMS), the isotope-

selective infrared spectrometer (ISIS) are easier to handle and less expensive. Several studies 

have indicated that the accuracy to diagnose a H. pylori infection is comparable when ISIS or 

IRMS where used.Aim of our study was to investigate the accuracy of a new ISIS, which is less 

expensive compared to other ISIS-systems and not requiring any further computer system for 

analysis of breath samples, for diagnosis of H. pylori in clinical practice.  

{ Methods:} In 727 patients (17-73y, 423m, 304f, 334 pre- and 393 post-treatment) a 13C-UBT 

was performed using a validated test protocol (Am J Gastroenterol,1999,:2000-4). 75 mg of 13C-

urea dissolved in 200 ml 0.1M citric acid were administered, breath sample were collected basal 

and after 30 minutes using 10 ml glass tubes (for IRMS) and breath samples bags (for ISIS). 

Breath samples were analyzed either by IRMS (ABCA-system, PDZ-Europa, Crewe, UK) and 

by ISIS using the UBiT-200 (Otsuka Pharmaceutical Co. Ltd., Tokyo, Japan). A value of delta-

over-baseline higher than 4 was considered positive.  

{ Results:} 241 (33%) patients were H. pylori positive based on the results of the 13C-UBT 

using IRMS. Discordant results between ISIS and IRMS were observed in 13 (1.8%) out of 727 

13C-UBTs (8 false positive, 5 false negative). A highly significant correlation for the single 

delta-over-baseline values was observed (y=0.98x+0.03, p<0.0001). 

{ Conclusion:}  The very easy to handle, less expensive UBiT-200 is an excellent ISIS-system 

with an accuracy which is comparable to those of the IRMS for the diagnosis of H. pylori 

infection. }" "VALIDATION OF A NEW ISTOTOPE-SELECTIVE INFRARED 

SPECTROMETER FOR PRE- AND POST-TREATMENT DIAGNOSIS OF H. PYLORI 

INFECTION BY THE 13C-UREA BREATH TEST"  
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{ Background:} The rapid urease test (RUT) on gastric biopsy specimen is frequently used as 

unique test to assess HP infection during GI upper endoscopy. Many studies attribute RUT 

sensibility and specificity of 95%. It gives no information about pathology of the gastric mucosa.  

{ Aims:} To assess sensibility and specificity of the routinely used RUT compared with the 

microscopic evaluation with a review of current data and correlate the results to clinical, 

endoscopic and histological characteristics.  

{ Methods:} RUT results, in endoscopies when histological biopsy examination was performed 

too, of the period from January 1 to December 30 1998, were reviewed. Sensibility and 

specificity have been estimated and relation with clinical endoscopic and histological data has 

been tested with univariate analysis.  

{ Results:} 414 subjects, mean age 53.82 (CI 95%: 52.51-55.13. range 5-75), have been 

observed, 216 males and 198 female. RUT resulted positive in 42.03 % (CI 95%: 37.25-46.80), 

the histological examination (HE) in 58.21 (CI 95%: 53.44-62.98). RUT sensibility V.S. HE was 

70.54 (CI 95%: 66.15-74,93); the specificity 97.69 (CI 95%: 96.24-99.14). Univariate descriptive 

analysis showed HP infection to be more frequent in male, in age classes within 30 and 70, with 

ulcer-like or reflux-like dyspepsia as mayor symptom. 7 of 8 gastric ulcers had HP at HE, 5 at 

RUT. 33 and 28 of 39 duodenal ulcers were positive respectively at HE. And RUT. HP strongly 

correlated with histological gastritis, mucous atrophy, not with intestinal metaplasia. False 

negative RUT results were associated with gastritis (p=0.01), particularly of the gastric body, and 

intestinal metaplasia (p=0.05) with univariate analysis..  

{ Conclusions:} In our retrospective series the RUT has low sensibility with NPV= 70,42%, (NN 

to have a false negative=3.38) compared with HE. False negative results were more common in 

association with histological features that could be misinterpreted with endoscopic view alone, 

and that could be relevant for prognosis treatment and follow up. The RUT doesnt furnish any 

histological information. In absence of the absolute need to get a rapid answer, for as little 

accurate, about HP infection, histological examination should be always preferred, to rule out HP 

infection too, because of its more informative contents. }" "ROUTINE APPLICATION OF 

RAPID UREASE TEST ON GASTRIC BIOPSY AND ITS RELATIONSHIP WITH 

CLINICAL ENDOSCOPIC AND HISTOLOGICAL FEATURES: MULTIVARIATE 

ANALYSIS"  
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{\up6 13}C Urea breath test (UBT) is one of the best methods for the diagnosis of H.Pylori 

infection. Basal breath samples and samples in 30 minutes, after urea intake, are usually 

obtained. The elimination of the time of the second sample intake in 20 minutes would have the 

advantages of higher simplicity and speed.  

{ Aim:} To test the efficacy of UBT for H.Pylori infection, when second sample obtained in 20 

minutes, compared to the results taken in 30 minutes in the same patients.  

{ Methods:} UBT was performed in 164 consecutive patients (mean age: 47,29±13,47, 67 males, 

97 women), 64% after H.Pylori eradication therapy administration. Basal samples and samples at 

20 and 30 minutes after taking 100mg of urea labeled with 13C, were obtained in each patient. A 

citric acid solution was used prior to the urea intake. All gas samples were analyzed for excess 

13C02/12C02 ratio, which was expressed as d\'89. d UBT (DOB) being considered positive 

when >4\'89.  

{ Results:}32.8% of the patients showed H.Pylori infection in both samples in 20 and 30 

minutes. The study showed a 100% concordance between the two samples in 20 and 30 minutes. 

Mean values (±SD) of dUBT in 20 and 30 minutes in patients with positive results in 30 minutes 

gas sample, were respectively 16,9070±9,0027 and 20,7045±11,3806. 

{ Conclusion:}  When performing 13 C-urea breath test, it seems sufficient to obtain second 

sample at 20 minutes, which further simplifies the diagnostic method. }" "IS THE INTAKE OF 

SECOND SAMPLE OF 13C UREA BREATH TEST IN 20 MINUTES SUITABLE TO 

MONITOR THE H.PYLORI INFECTION STATUS?"  
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{ Background:} the 14C-urea breath test (UBT) is a convenient method for diagnosing 

Helicobacter pylori infection. Recently, a ``Society of Nuclear Medicine approved procedure line 

has recommended the use of a simplified 10th minute sample protocol. For this short procedure a 

correct timing is mandatory.  

{ Objective:} to study the impact of small timing error collections by evaluating the influence of 

an error of 2 minutes.  

{ Methods:} 33 patients were included in the study. Two microCi of 14C-urea were given in 25 

ml of water. At 10 and 12 minutes a breath sample was taken. The above procedure (test I at 10 

and 12 minutes) was repeated at 24 hours interval (test II at 10 and 12 minutes). The repeatability 

of the UBT (test II versus test I) was assessed by the method of Bland and Altman. The 

coefficient of repeatability for an interval of confidence of 95% was defined as 2 times the SD of 

the mean difference between tests I and II.  

{ Results:} the correlations obtained between values obtained by tests I and II at 10 min and 

between tests I and II at 12 min were respectively r = 0.88 and r = 0.89. The mean difference 

between tests I and II at 10 minutes was 0.07 (SD = 0.77). The coefficient of repeatability of the 

test was 1.54. The mean difference between tests I and II at 12 minutes was 0.01 (SD = 0.74). 

The coefficient of repeatability of the test was 1.48. No bias was found between the values 

obtained by two successive tests.  

{ Discussion:} the repeatability of the short 14C-UBT is sufficient for clinical use. An error of 

timing of 2 minutes (20%) has no significant impact on the interpretation of the test. This is 

important as it is often difficult to obtain a perfect timing, due to the other occupations of the 

personnal, collecting the samples. }" "EVALUATION OF THE IMPORTANCE OF A RIGHT 

TIMING IN THE SIMPLIFIED 10-MINUTE 14C-UREA BREATH TEST"  
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{ Background:} 14C-Urea Breath Test (UBT) can be performed by using a 10 minute sample 

method. Gastric emptying (GE) of water could influence the UBT results.  

{ Objective:} to assess the effect of GE on the results of the 10-minute UBT.  

{ Methods:} 30 consecutive patients were studied. Two tracers were orally administered: 2 mCi 

of 14C labelled urea, mixed with 0.5 milliCuries of TcO4-colloids in 25 ml water. Before and 10 

minutes after tracers administration, a breath sample was taken, followed by a two minutes 

planar anterior scintigraphic image. Residual gastric activity (RGA) at 10 minutes is expressed in 

%. Results of 14C activity were expressed as a percentage of the ingested dose excreted per hour. 

The above procedure was repeated twice in each patient at 24 hours interval.  

{ Results:} a good correlation was found between the results of two successive UBT (r= 0.88). 

Using the method of Bland and Altman, the coefficient of repeatability of the UBT was 1.18 for 

a confidence interval of 95 %.A correlation was found between the results of two successive 

RGA (r = 0.71). The coefficient of repeatability of the gastric emptying test was 27.4 for an 

interval of confidence of 95 %. The plot of the individual modifications of UBT and of RGA in 

two successive tests showed no significant correlation (r = 0.08, NS). 

{ Conclusion:}  our results show that GE does not influence the results obtained by the 

simplified single sample 14C-UBT. }" "INFLUENCE OF GASTRIC EMPTYING ON THE 

SIMPLIFIED SINGLE SAMPLE 14C-UREA BREATH TEST"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.356#" " Abstract: P.356 0 Citation: Gut 2000; 47(Suppl III): 

A118 DIAGNOSTIC METHODS FOR HELICOBACTER PYLORI DETECTION IN 

CIRRHOTIC PATIENTS  

V. Rinaldi
1
, L. Sanchez-Mete

1
, F. Festuccia

1
, A. Zullo

1
, M.S. Magno{\up6 2}, A.F. Attili

1
  

\i 
1
 Department of Clinical Medicine, Gastroenterology II; {\up6 2} Department of Infectious 

and Tropical Diseases, Policlinico Umberto I, ``La Sapienza University, Rome, Italy  

{ Aims:} {\i Helicobacter pylori} infection is frequently observed in patients with liver cirrhosis 

and is associated with a higher prevalence in cirrhotics with peptic ulcer disease than in those 

without cirrhosis. A histological assessment is considered the gold standard for {\i H. pylori} 

detection. However, the non-invasive diagnostic methods are preferred in cirrhotics due to their 

clotting impairment. The aim of this study was to assess the diagnostic accuracy of the different 

detection methods for {\i H. pylori} in cirrhotics.  

{ Methods:} Twenty-three consecutive dyspeptic patients with liver cirrhosis (age: 61.8 yrs; 

M/F: 12/11) were enrolled. All patients underwent endoscopy with 3 biopsies performed in the 

antrum and 3 in the gastric body. Biopsies were used for histological assessment (Giemsa 

staining) and rapid urease test (CP-test). A {\up6 13}C urea breath test (UBT) and a serological 

assay (Western Blot) for {\i H. pylori} detection were also performed..  

{ Results:} The histological assessment showed that 8 patients were {\i H. pylori} positive and 

15 were negative. We calculated that sensitivity and specificity for each method were 

respectively: 75% and 93% for CP-test, 87% and 86% for {\up6 13}C UBT and 100% and 0% 

for serology. 

{ Conclusion:}  Our data showed that the CP-test has a high specificity but low sensitivity for {\i 

H. pylori} detection in cirrhotics. Among the non-invasive methods, {\up6 13}C UBT is accurate 

with high sensitivity and specificity, while serology gives unreliable results. Therefore, {\up6 

13}C UBT could be recommended for {\i H. pylori} detection in cirrhotic patients. }" 

"DIAGNOSTIC METHODS FOR HELICOBACTER PYLORI DETECTION IN CIRRHOTIC 

PATIENTS"  
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{ Background:}Bleeding duodenal ulcer (BDU) may reduce the positive rate of urease test. 

Whether bleeding can affect other diagnostic tests for H. Pylori is the subject of this study.  

{ Material and method:} In this prospective case control study, during 1997-99,60 patients with 

BDU (group I) and 60 patients with non-bleeding duodenal ulcer (NBDU)(group II) were 

enrolled.. All patients were endoscopied in first 24 hrs after presentation and three-biopsy 

specimen were taken from 2 cm proximal to pyloric rim in antrum.For all patients urease 

test,biopsy specimen, urea breath test (UBT) and serologic assay for anti-H.Pylori antibody 

(IgG)were performed.Any patient with positive anti-H.pylori antibody was considered as an 

infected patient.The data analyzed with Chi-square test and a P-value <0.05 was considered as 

significant.  

{ Results:}There were 49(98%) and 48(96%) infected patients in group I and group II 

respectively according to the serologic test.The positive rate for urease, biopsy and UBT in group 

I were 50%, 75% and 95% respectively while these rates were 90%, 90% and 96% in group II 

respectively. The patients in-group I were divided into two subgroups based on the presence (Ia) 

or absence (Ib) of blood in antrum. The positive rate for urease, biopsy and UBT were 50%, 

70%, 75% and 80%,95%, 93% in subgroups Ia and Ib respectively. There was a significant 

(P<0.05) difference between BDU patients and NBDU patients regarding the positive rate for 

urease test while for other tests, there were not any significant differences. Also there was not 

any significant difference in subgroups Ia and Ib regarding the presence or absence of blood in 

antrum on diagnostic tests for H. Pylori.  

{ Conclusion:}Bleeding duodenal ulcer significantly reduces true positive rate of urease test 

while its effect on positive rate of other tests is negligible. We recommend to exploit other 

diagnostic tests for H.Pylori infection in the case of BDU rather than urease test. }" "THE 

EFFECT OF BLEEDING DUODENAL ULCER ON DIAGNOSTIC TESTS FOR 

HELICOBACTER PYLORI INFECTION"  
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{ Objective:} The significance of pre-treatment {\up6 13}C-UBT values and H.pylori stool 

antigen (HpSA) levels is still uncertain. Aim of this study was to evaluate whether there is a 

correlation between gastritis activity, histological bacterial density, {\up6 13}C-UBT and HpSA 

values in H.pylori-infected patients who had not received any antisecretory or antibiotic 

treatment in the four weeks preceding the test.  

{ Methods:} Four hundred and two patients undergoing upper gastrointestinal endoscopy for 

dyspeptic symptoms were initially recruited for this study. At endoscopy multiple biopsies were 

taken from the antrum and corpus (H&E staining) in all patients. Gastritis and H.pylori bacterial 

density was determined according to the Sydney classification. A standardized {\up6 13}C-UBT 

(using 100 mg of {\up6 13}C labelled urea) was performed in all patients immediately after 

endoscopy. Those patients who had a positive UBT result (> 4 ppm) were invited to collect a 

fresh stool specimen within two days from initial endoscopy. Determination of fecal H.pylori 

antigens was performed with Premier HpSA assay (Meridian Diagnostics Europe Srl, Italy). The 

cut-off level was at 0.140 optical density for single wavelength spectrophotometry at 450 nm.  

{ Results:} Two hundred and forty four patients were H.pylori positive at histology, {\up6 13}C- 

UBT and HpSA assay and were enrolled into the study. A significant correlation between d 

{\up6 13}CO{\dn6 2} and gastritis activity was observed in the gastric body (r = 0.49, p < 0.01) 

but not in the antrum (r = 0.22); also inflammation in the corpus but not in the antrum correlated 

well with the UBT results (r = 0.45, p < 0.01). In addition, a significant difference was observed 

when comparing mean d {\up6 13}CO{\dn6 2} values in patients with different degrees of 

bacterial density in the gastric body but not in the antrum at histology: 16.3±7.9 (mean ± SD) for 

grade 0, 18.6±10.9 for grade 1, 26.3±10.5 for grade 2 and 34.5±14.9 for grade 3 (p < 0.01). In 

contrast, HpSA readings did not correlate either with bacterial density at histology or with the 

severity of gastritis.  

{ Conclusions:} {\up6 13}C-UBT values but not HpSA readings appear to be mainly determined 

by the bacterial density in the gastric body and also correlates well with the activity of gastritis in 

the corpus but not in the antrum. Thus, in clinical practice the d {\up6 13}CO{\dn6 2} value 

could be used as an index of the severity of corpal gastritis and H.pylori density in the gastric 

body. }" "PRETREATMENT 13C-UREA BREATH TEST VALUES BUT NOT H.PYLORI 

ANTIGEN LEVELS IN STOOL CORRELATE WELL WITH BACTERIAL DENSITY AND 

GASTRITIS ACTIVITY IN THE GASTRIC BODY"  
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The aim of the study was to compare the sensitivity of the different methods of H.pylori 

diagnostic: PCR, microbiology, serology in children and their parents.  

{ Materials:} Our study included 30 children (8 boys and 22 girls) aged from 6 to 15 (mean age 

10.5 years): 6,6% of them suffering duodenal ulcer disease and 93,4% with nonulcer dyspepsia 

and 28 their relatives. The method of rapid immunochromatographic one-step determination of 

anti-H.pylori antibodies in two blood drops was used for screening. Further verification of 

diagnosis was performed by endoscopy with the biopsy and following PCR and microbiology. 

The sensitivity of the microorganism to the antibiotics was determined by the microbiology.  

{ Results:} H.pylori infection was determined in all children and their parents by PCR. 

Microbiology tests established H. pylori infection in 61% of children and 83% of adults. By the 

results of the immunochromatographic investigation the sensitivity in children and in adults was 

different (44% and 82%, respectively). The microbiological examination showed 3,5% combined 

claritromycin- and methronidazole-nonsensitive strains. Most of our patients relatives considered 

themselves relatively healthy, although in the past they had episodes of periodic abdominal pain 

to which no proper attention was paid. Among the examined relatives duodenal ulcer disease 

(25%), nonulcer dyspepsia (72%), gastroesophageal reflux-disease (23%) were diagnosed. All 

H.pylori-infected patients received anti-H.pylori treatment and the eradication control was 

performed 6 weeks later by PCR.  

{ Conclusions:} Helicobacteriosis is the family disease that often is asymptomatic. The 

preferable method for diagnosis and eradication control remains PCR. PCR is rather important 

for detecting point gene mutations of H. pylori leading to its resistance to antibiotic which the 

regimens of treatment. }" "DIAGNOSIS OF FAMILY HELICOBACTER PYLORI 

INFECTION"  
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{ Aim:} To optimize diagnostic value of HP eradication assessment and to evaluate secondary 

resistance to antibiotics in Aosta Valley.  

{ Methods:} Retrospective analysis of 376 upper g.i. endoscopy examinations performed on 368 

patients (156 females, 212 males) referred by primary care physicians for eradication therapy 

assessment during 1998-1999, treated with PPI-CLA-AMO or PPI-CLA-MET in the usual 

dosages. Infection was diagnosed by rapid urease test (CP test). Treatment indications were: 

gastric ulcer (9.1%), duodenal ulcer (47.3%), non ulcer gastropathy (31.3%), non ulcer 

duodenopathy (12.3%). Eradication was assessed with both microbiology (culture, Gram staining 

and rapid urease test) and histology. Antibiotics sensitivity was assessed for AMO, CLA and 

MET using published standards.  

{ Results:} Eradication, assessed with standard methods (culture and histology), was obtained in 

243 examinations (64.6%). Gram staining and rapid urease test performed in the microbiology 

department detected other 21 culture-negative and 6 histology-negative cases, with an increase of 

both microbiology sensitivity (29.5%) and overall sensitivity (1.6%). Histology maintained a 

better diagnostic value (80%) than microbiology (67%) even after adding Gram staining and 

rapid urease test analysis. Secondary resistance to tested antibiotics showed CLA isolated 

resistance in 8.7% of examinations, MET isolated resistance in 7.7%, CLA-MET combined 

resistance in 4.7%. Only one patient presented with isolated AMO resistance.  

{ Conclusions:} We found low eradication figures among HP patients referred for eradication 

assessment. A better diagnostic power was obtained adding Gram staining and rapid urease test 

to culture and histology. Low secondary resistance figures were equally distributed between 

CLA and MET. }" "DIAGNOSTIC VALUE OF COLTURE AND HISTOLOGY FOR HP 

ERADICATION ASSESSMENT"  
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{ Background:} Helicobacter pylori (HP)-associated disease has been the most widely 

researched subject in gastroenterology. Eradication and its effectiveness has been introduced into 

clinical practise and has changed The management of patients with peptic ulcer disease. A 

number of diagnostic tests are available, each of them with advantages and disadvantages. It has 

been reffered that stool test-HpSA has specificity around 96% and sensitivity nearly 94%.  

{ Aim:} Evaluation of the diagnostic value 13C-Urea breath test (UBT) and HpSA after 

eradication therapy.  

{ Methods:} 50 patients (M/F = 26/24, mean age M/F = 61/47) were investigated by endoscopy 

with biopsy. For evaluation of HP status were used CLO and histological examination. 

Simultaneously was stool taken from the patients for the HpSA (Platinum Premier). After 

eradication patients were controlled using the UBT and by HpSA. 12 patients were not able to 

cooperate after eradication.  

{ Results:} Before eradication 50 patients were CLO positive, histology findings of HP only in 

44 patients, HpSA positive in 42 patients. After eradication: 

\tx870\tx1740\tx2655\tx3570\tx5340\tx6285\tx6690\tx7635\tx7635\tx8150\fs4 \ul UBT{\f1 -} 

UBT+ HpSA{\f1 -} HpSA+ Decrease of HpSA \ul False+ HpSA\ulnone \ul False{\f1 -} 

HpSA\ulnone \tab \tab \tab \tab 26 12 27 6 5 0 6 68.4% 31.6% 71% 13.2% 13% \tab \tab \tab \tab 

d\fs20 

{ Conclusion:}  The sensitivity of HpSA detection after eradication was in our patients only 63% 

and the specificity 88%. It seems that test for HpSA detection correlates well with CLO test 

before eradication and is usefull as alternative of UBT. HpSA is very simple non-inavsive test 

for HP detection but requires good cooperation with patients. }" "THE COMPARISON OF THE 

STOOL TEST WITH UREA BREATH TEST FOR DETERMINATION OF HELICOBACTER 

PYLORI AFTER ERADICATION"  
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Yusuf Yazgan, Ahmet Kemal G\'fcrb\'fcz  

\i GATA Haydarpaa Training Hospital, Istanbul, Turkey  

There isnt a definite consensus on the usage of helicobacter pylori antibodies as a marker in 

monitoring the outcome of the eradication treatment. We aimed to investigate whether the 

decrease in the concentration of helicobacter pylori IgG antibodies in short-term duration is 

valuable in monitoring the outcome of eradication therapies in patients with duodenal ulcer. 

Study subjects were divided into 3 groups according to combination therapy such as 

``omeprazole + clarithromycin + metranidazole, ``omeprazole + clarithromycin + amoxycillin 

and ``omeprazole + clarithromycin. Helicobacter pylori status was determined by rapid urea test 

and histopathologic methods in the specimens sampled from the antrum and corpus of the 

stomach. The same processes were repeated four weeks after completion of the treatment. Serum 

samples of subjects before and after treatment were preserved at -70 \'b0C in order to be 

measured altogether at the same time. The rates of eradication in groups were 78 %, 79% and 

50% respectively. A decrease by 13.36% in the levels of antibodies was observed four weeks 

after completion of the therapy in patients in whom helicobacter pylori was eradicated. The 

sensitivity of decrease by 15% was 46%. As a result, it was found that serology doesnt have 

sufficient sensitivity to monitor the outcome of eradication in short-term duration although there 

has been significant decrease in the concentration of antibodies four weeks after completion of 

the treatment. }" "THE ROLE OF SEROLOGY IN MONITORING THE ERADICATION OF 

HELICOBACTER PYLORI IN SHORT-TERM DURATION"  
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{ Background:} {\up6 13}C Urea breath test (UBT) is a semiquantitative test for assessing H. 

pylori status, based on difference in {\up6 13}C content in exaled carbon dioxide (DOB). Cut-off 

values for positivity range from Delta 3.0 to 5.0.  

{ Aim:} To determine if different DOB value levels can predict outcome of anti-{\i H. pylori} 

therapies.  

{ Patients and methods:} 1376 patients never screened before for the infection were recruited 

(mean age 36 ± 8 years). Antisecretory drugs were not allowed for 20 days before testing, nor 

antibiotics for other conditions from a minimum span of 40 days. UBT was performed as 

follows: overnight fasting patients were given at morning a citric acid test drink with 75 mg of 

13C-urea in water. Breath samples were collected before drinking and after 30 minutes and 

analyzed with mass spectrometer. DOB threshold considered for positivity was 3.5 \'89. 7 days 

Rabeprazole 20 mg bid, Clarythromycin 500 mg bid, Amoxycillin 1 g bid were given to 

positives. UBT was repeated 6 weeks after therapy. Statistics: Bayes conditioned probability 

theorema and simple linear regression.  

{ Results:} 570 subjects (36.4%) resulted {\i H. pylori} positive; 20 refused antibiotics and 31 

quit therapy, 17 unrechecked at UBT. 502 patients entered the study. Intention-to-treat 

eradication rate was 63.5%. First DOB was over 13.0 had 65.5% probability of preceding a 

second test positive for infection (i.e. DOB > 3.5 at control). 

{ Conclusion:}  If diagnostic UBT has a value of 13.0 or greater, there is 65% probability to find 

the subjects positive again after therapy. Longer/stronger treatment schemes based on UBT-DOB 

results might help to avoid multiple failing attempts to cure the infection. }" "13C UREA 

BREATH TEST AND RESISTANCE TO THERAPY IN HELICOBACTER PYLORI 

INFECTION"  
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The {\up6 13}C-urea breath test (UBT) now plays a major role in detecting Helicobacter pylori 

(H. pylori) infection. Its high sensitivity and safety is fully recognized. UBT has recently been 

used to assess the success of therapy to eradicate H. pylori. But there is no standard protocol in 

practicing UBT to assess it. The aim of this study was to determine the utility of UBT in 

confirming the eradication of H. pylori compared with URA-PCR assay using gastric juice.  

{ Methods:} From 0 to 252 days after therapy to eradicate H. pylori (Lansoprazole, 30 mg per 

day and Amoxycillin, 2 g per day for 2 weeks) and during H. pylori eradication, 34 patients 

received UBT and URA-PCR assay at the same time. We examined the utility of UBT following 

eradication therapy.  

{ Results:} All the results of UBT matched those of URA-PCR assay before eradication therapy. 

Soon after eradication therapy (from 0 to 35 days after eradication therapy), there were some 

unmatched results of UBT compared with URA-PCR assay and delta values of some UBT 

results were near the cut-off point. 

{ Conclusion:}  Before eradication therapy for H. pylori, UBT is a very sensitive and stable 

indicator of H. pylori infection. Soon after eradication therapy, UBT lost its high sensitivity and 

stability. There were some false-postive and false-negative results of UBT. Unexpectedly, false-

positive results of UBT were found soon after eradication therapy (they were supposed to be 

``true false positive by following patinets for a long period). To assess the success of H. pylori 

eradication therapy, UBT should be carried out 5 or more weeks after completion of eradication 

therapy. }" "LOSS OF SENSITIVITY AND STABILITY OF 13C-UREA BREATH TEST 

SHORTLY AFTER ERADICATION THERAPY: COMPARISON WITH PCR ASSAY USING 

GASTRIC JUICE"  
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{ Backgrounds and Aims:} Recently, several studies have shown that a high D13CO2 value in 

13C-urea breath test(13C-UBT), representing increased bacterial density of Helicobacter pylori 

(H. pylori), is associated with a significant reduction in the eradication rate of H. pylori. And 

also, efficacy of triple therapy with omeprazole, amoxicillin, and clarithromycin (OAC) varies 

among different geographic regions and patient populations. We assessed the efficacy of the 

OAC regimen according to the treatment duration (7, 10 or 14 days) using 13C-UBT in Korea, 

and studied the significance of pre-treatment D13CO2 as predictor of success for H. pylori 

eradication.  

{ Method:} 387 H. pylori positive patients (224 male and 163 female; mean age of 50.2 years, 

range of 18-86) with peptic ulcer were randomly assigned to a OAC (omeprazole 20mg b.d., 

amoxycillin 1.0g b.d. and clarithromycin 500mg b.d.) 7, 10 or 14 days regimen. Eradication of 

H. pylori infection was assessed by 13C-UBT 4 weeks after completion of therapy. Patients with 

taking drugs, which affect the result of 13C-UBT, within a month preceding the study, and those 

with poor compliance (< 80% of medications taken) were excluded in the study.  

{ Results:} No significant difference was detected in pre-treatment D13CO2 for the three groups 

(53.9±31.3%, 41.5±27.8%, 44.7±27.5%). The eradication rates of H. pylori according to the pre-

treatment D13CO2 in each group are shown in the following table. 

\tx975\tx2265\tx3435\tx4635\tx5835\tx6780\tx8150\fs4 \ul \tab \tab \ul Regimen Eradication rate 

(%) D13CO2 \ulnone < 20 20-40 40-60 >60 Total \tab OAC 7 80(16/20) 74(14/19) 79(30/38) 

73(41/56) 76(101/133) OAC 10 89(25/28) 78(28/36) 93(26/28)† 63(15/24) 80(93/116) OAC 14 

100(25/25)† 92(47/51)* 93(27/29)† 82(27/33)‡ 91(126/138)* \tab * p < 0.05 vs OAC 7 and 10 † 

p< 0.05 vs OAC 7 ‡ p<0.05 vs OAC 10  

{ Conclusions:} Overall eradication rate of H. pylori was highest in OAC 14 regimen in Korean 

patients. And pretreatment D13CO2 value may be considered as a factor that predicts failure of 

treatment for H.pylori. }" "SIGNIFICANCE OF PRETREATEMENT DELTA 13CO2 AS 

PREDICTOR OF SUCCESS FOR H. PYLORI ERADICATION"  
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The prevalence of peptic ulcer disease is considered to be higher in patients with cirrhosis than in 

non-cirrhotic patients. It is known that Helicobacter pylori (H. pylori) infection plays a causal 

role in peptic ulcer disease in non-cirrhotic patients.  

{ Aim:} To evaluate H. pylori infection rate in dyspeptic cirrhotic patients with or without 

gastroduodenal lesions at endoscopy.  

{ Methods:} 200 male subjects (aged 35-70) were included in this study and divided as follows: 

100 dyspeptic cirrhotic patients and 100 dyspeptic non-cirrhotic patients as control group. The 

prevalence of H. pylori was detected by rapid urease test and histology (Giemsa staining) in 3 

biopsy specimens from the antrum. The patients who had taken proton inhibitor and/or antibiotic 

treatment during the previous month were excluded from the study.  

{ Results:} H. pylori infection was found in 60 cirrhotic patients (60%) and in 65 controls (65%) 

p = non significant. The prevalence of gastric ulcer was similar in cirrhotic patients (5%) than in 

control group (3.6%). The frequency of duodenal ulcer was comparable between the two groups 

(15% respectively 18%). The H. pylori infection was similar between cirrhotic patients and 

controls both with duodenal (86% vs. 92%) and with gastric (79% vs. 82%) ulcers.  

{ Conclusions:} Our study found that H. pylori infection rate did not differ between dyspeptic 

cirrhotic patients and matched controls. These results indicated that H. pylori infection is 

implicated in the pathogenesis of peptic ulcer in cirrhotic patients similar to the results in non-

cirrhotic patients. }" "THE FREQUENCY OF PEPTIC ULCER IN CIRRHOTIC PATIENTS 

AND THE ROLE OF HELICOBACTER PYLORI INFECTION"  
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{ Objective:} There are conflicting evidence about interaction between Helicobacter pylori (HP), 

NSAID using and ulcer bleeding on eradication success and ulcers healing.  

{ Aim:} The aim of the study was to investigate possible differences in success of HP 

eradication therapy among HP positive peptic ulcer patients; with or without NSAID using, and 

with or without ulcer bleeding.  

{ Methods:} 960 patients with gastric (GU) duodenal (DU), or gastric and duodenal (GDU) 

entered the study. HP status was confirmed by histology, CLO test, and urea breath test (UBT). 

HP positive were 242 patients with GU, 504 with DU, and 39 with GDU. All of them received 

eradication therapy. Eradication rate was confirmed by histology and/or UBT, 4-6 weeks after 

the end of antibiotic therapy. 127 patients with GU, 141 with DU, and 16 with GDU took 

NSAID-s for more than 7 days before admitting to first endoscopy and treatment. 72 patients 

with GU, 125 with DU, and 8 with GDU were admitted in endoscopy with bleeding. 

Significance of difference was confirmed with Chi-square test.  

{ Results} are presented in the table. \tx1035\tx2610\tx4140\tx4815\tx8150\fs4 \ul Eradication 

rate (%) \tab \tab \tab \tab GU(242) NSAID + (127) 104 (82) p=0.1845 NSAID {\f1 -} (115) 92 

(80) NS bleeding + (72) 59 (82) p=1.970 bleeding {\f1 -} (170) 125 (73) NS DU(504) NSAID + 

(141) 123 (87) p=0.02 NSAID {\f1 -} (363) 298 (82) S. bleeding + (125) 105 (84) p=0.001 

bleeding {\f1 -} (379) 237 (63) S. GDU(39) NSAID + (16) 12 (75) p=0.5150 NSAID {\f1 -} (23) 

15 (65) NS bleeding + (8) 7 (88) p=0.209 bleeding {\f1 -} (31) 20 (65) NS \tab \tab \tab \tab 

d\fs20  

{ Conclusions:} HP eradication was significantly more successful in NSAID positive patients 

with DU, than NSAID negative. The same result of eradication success was seen in bleeding DU 

patients. This significant difference was not seen in GU, or in GDU patients. }" "INFLUENCE 

OF NSAID USE AND ULCER BLEEDING ON HELICOBACTER PYLORI ERADICATION 

RATE IN PEPTIC ULCER PATIENTS"  
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{ Background:} Helicobacter pylori (HP) is the principal cause of atrophic gastritis. Long term 

follow-up prospective studies may contribute in clarifying the etiopathogenetic role of HP in the 

development of both atrophic gastritis and gastric cancer.  

{ Aims:} to prospectively assess how the HP eradication may interfere with the natural course of 

the infection in a cohort of asymptomatic blood donors.  

{ Patients and methods:} During 1990, 1010 blood donors were screened for HP by IgG and 442 

were found seropositive. In 276/442 patients, HP infection was histologically confirmed and 226 

underwent anti-HP therapy. During 2000, after a mean of follow-up of 8.5 years from the initial 

endoscopy, 144 patients agreed to be re-endoscoped.  

{ Results:} Persistent infection was found in 73 donors, while 78 showed HP eradication (by 

histology and urease test). In both the initial and the final biopsy, the phenotype of gastritis was 

categorized as non-atrophic and atrophic; intestinal metaplasia was separately scored using a 

three-tiered semiquantitative method. The prevalence of non-atrophic gastritis, atrophic gastritis 

and intestinal metaplasia at the initial and final endoscopy is shown in the table. 

\tx1845\tx3570\tx5220\tx5220\tx8150\fs4 \ul Initial biopsy 1990: Biopsy 2000: n= 144 patients 

n= 144 patients HP positive HP positive n= 70 \tab \tab \tab \tab Atrophic gastritis 22 (15%) 27 

(38.5%) Intestinal metaplasia 18 (12.5%) 23 (33%) (G1+G2+G3) (8+6+4) (14+5+4) \tab \tab 

\tab \tab d\fs20  

{ Conclusions:} 1) Over 10 year the incidence of developing atrophic gastritis and or intestinal 

metaplasia is double in HP positive donors, thus supporting the need for eradication even in 

asymptomatic individuals. }" "A TEN YEAR FOLLOW-UP STUDY IN ASYMPTOMATIC 

BLOOD DONORS"  
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AND IRRITABLE BOWEL SYNDROME; A PROSPECTIVE CASE CENTERD STUDY  

Y.K.S. Viswanath  

\i Specialist Surgical Registrar, Department of Surgery, South Tyneside General Hospital, South 

Shields, Tyne and Wear, United Kingdom  

{ Background:} The role of H pylori in Irritable Bowel Syndrome (IBS) when associated with 

Non ulcer-dyspepsia (NUD) is unclear.  

{ Aims:} To determine whether successful eradication therapy influences symptoms of IBS 

when associated with H. pylori positive NUD.  

{ Methods:} Patients with Helicobacter positive NUD were assessed for the presence of features 

of IBS based on Rome criteria. Patients with gastroesophageal reflux disease, previous history of 

peptic ulcer, gallstones and those on proton pump inhibitors or non steroidal inflammatory drugs 

were excluded from the study. All patients after initial endoscopy and a CLO test received 

Lansoprozole based Helicobacter pylori eradication therapy. This was followed by two 

consecutive C14 urea breath tests at a interval of 4-6 weeks to determine the eradication status. 

Symptoms were evaluated using a validated symptom severity scoring system based five point 

on Likerts scale (LS grade 1 to grade 5).  

{ Results:} Symptoms severity scores improved significantly in eradicated when compared with 

non eradicated patients in both NUD (0.05>P<0.02) and NUD+IBS (0.05>P<0.02) groups. 

Thirty one(79.5%) NUD patients and 16 (57%) with NUD+IBS showed symptom improvement 

(LS grade1 and 2) following successful eradication. In all patients symptoms remain unchanged 

at median follow-up of 18 weeks.  

{ Conclusions:} Successful eradication therapy does influence symptoms of IBS when associated 

with H.pylori positive NUD. Relationship between Helicobacter pylori and IBS whether is causal 

or occasional remains elusive and need further studies. }" "CLINICAL OUTCOME 

FOLLOWING SUCCESSFUL ERADICATION THERAPY IN PATIENTS WITH 

HELICOBACTER PYLORI POSITIVE NON-ULCER DYSPEPSIA (NUD) AND IRRITABLE 

BOWEL SYNDROME; A PROSPECTIVE CASE CENTERD STUDY"  
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A121 USE OR ABUSE OF H PYLORI SEROLOGY IN THE MANAGEMENT OF 

DYSPEPSIA  

D.A. Burke
1
, A. Todd{\up6 2}  

\i 
1
 Departement of Gastroenterology, {\up6 2} Public Health Laboratory, Cumberland 

Infirmary, Carlisle, UK  

Test and treat strategies are emerging as safe, practical and cost effective for those < 45 years of 

age. H pylori serology is applicable to a test and treat approach for this age group. Primary care 

physicians are keen to embrace non-invasive assessment and management of H.pylori. It is 

generally accepted and our local guidelines reiterate that gastroscopy is appropriate for 

dyspeptics >45. The limitations of H.pylori sero-testing in the older population and its use for 

follow up after treatment has been stressed in local guidelines and during educational workshops.  

{ Aims.} To assess the usage and appropriateness of H.pylori serology requests made from 

primary and secondary care in North Cumbria.  

{ Methods.} Review of H.pylori serology requests, related to the age of patient and source of 

sample, referred to a single laboratory serving two district general hospitals and a population of 

300,000 over a 12 month period.  

{ Results.} 2099 H pylori serology requests were received, 95 of which were repeat samples 

(4.5%). A repeat sampling rate of 5.4% (n=14) from the hospital sector compared with a range of 

3.1-5.4% for our three primary care areas. The group with the lowest rate of repeat sampling 

request twice the number of C14 urea breath tests (UBT) than those with the highest (161 vs 88 

breath tests). The proportion of requests for H pylori serology in patients aged >45 were 51% 

(hospital sector) and 47-60% (community).  

{ Conclusions.} A high proportion of requests for H pylori serology are from patients in whom 

its use, it could be argued, is not appropriate (e.g. those >45 years of age, together with the repeat 

samples). This has occurred despite guidelines that emphasised the limitations of H.pylori 

serology testing. This data highlights the need for alternative methods of directing appropriate 

investigations and for education in primary and secondary care. Repeat sampling and sampling 

those over 40 years of age has utilised funds in excess of \'A38000, that could have been more 

appropriately spent on gastroscopy/UBT. We still see the repeat prescription of eradication 

therapy based on H pylori sero-testing. The volume of H pylori sero-testing > 45 years of age 

suggests an extension to the ``test and treat strategy, which is not evidence based and raises 

concerns regarding the investigation and management of this group. }" "USE OR ABUSE OF H 

PYLORI SEROLOGY IN THE MANAGEMENT OF DYSPEPSIA"  
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A122 NO EPIGASTRIC PAIN RELIEF WHEN ERADICATING HELICOBACTER PYLORI 

IN DYSPEPTIC PATIENTS WITH GASTRITIS  

Christian Florent
1
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Papazian{\up6 4}, Jean-Fran\'e7ois Flejou
1
, Michel Laurence{\up6 5}, Fr\'e9d\'e9rique Granjot-

Vieillard{\up6 5}  

\i 
1
 H\'f4pital Saint Antoine, Paris; {\up6 2} H\'f4pital Beaujon, Clichy ; {\up6 3} Nancy; {\up6 

4} Amiens; {\up6 5} Laboratoires Takeda, Puteaux, France  

{ Introduction:} Whether H. pylori eradication relieves symptoms in dyspeptic patients with 

gastritis remains controversial. The aim of this study was to compare the efficacy of H. pylori 

eradication treatment with that of placebo on epigastric pain over 12 months.  

{ Subjects and methods:} 119 patients with epigastric pain and H. pylori gastritis but no ulcer 

disease or erosive esophagitis on endoscopy were enrolled in this French multicentre, 

comparative, double-blind study. H. pylori infection was assessed on antral and fundic biopsies 

by rapid urease test and histology. Gastritis was proved by histology. Study treatments were 

randomly allocated: 62 patients received lansoprazole 30 mg od, amoxicillin 1 g bid and 

clarithromycin 500 mg bid [LAC], 57 patients received placebo. Patients were treated during ten 

days and followed up for 12 months. H. pylori eradication was determined by 13C-urea breath 

test (BT) one month after cessation of treatment and after 6 months of follow-up, and also by 

serology performed at each visit. H. pylori was considered as eradicated if two BT (-) or one BT 

(-) and serology (-). Change in epigastric pain was systematically assessed by a score graded 

from 0 (no pain) to 11 (very severe continuous pain).  

{ Results:} Groups were comparable at inclusion for demographic data and epigastric pain score. 

H. pylori eradication rates were 69,4 % (43/62) in group LAC and 1,8 % (1/57) in group placebo. 

Significant score decrease between beginning and end of study was shown in both groups (p = 

0.0001). Score variations were not significantly different between the treatment groups and Hp + 

and Hp - patients: \tx1350\tx2745\tx4140\tx4545\tx8150\fs4 \ul Initial Scor Variation p e(Mean 

± SD) s(Mean ± SD) \tab \tab \tab \tab LAC 7.79 ± 1.43 -5.24 ± 3.35 0.068 Placebo 7.60 ± 1.28 -

3.98 ± 3.53 Hp + patients 7.68 ± 1.34 -4.32 ± 3.61 0.248 Hp - patients 7.73 ± 1.40 -5.18 ± 3.22 

\tab \tab \tab \tab d\fs20 

{ Conclusion:}  H. pylori eradication is not likely to relieve epigastric pain in dyspeptic patients 

with gastritis. }" "NO EPIGASTRIC PAIN RELIEF WHEN ERADICATING 

HELICOBACTER PYLORI IN DYSPEPTIC PATIENTS WITH GASTRITIS"  
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A122 DOES GASTRITIS AFTER H. PYLORI ERADICATION IN PATIENTS WITH 

DUODENAL ULCER CORRELATE WITH DYSPEPTIC SYMPTOMS?  

Konstantinos Patikos, Konstantinos Triantafyllou, Maria Tzouvala, Maria Mylonaki, Vassileios 

Xourgias, Demetrios Karamanolis  

\i ``Tzaneion General Hospital, Piraeus, Greece Gastroesophageal reflux disease (GERD) 

symptoms after H. pylori (H.p.) eradication, in patients with duodenal ulcer (DU), is a known 

debate. Dyspeptic symptoms after eradication remain under investigation.  

{ Aim:} To evaluate the development of dyspeptic symptoms in patients with DU after H.p. 

eradication and their correlation with the histologic features of gastritis.  

{ Methods:} 93 H.p. (+) DU consecutive patients [72 M/ 21 F, age (mean) 55 (37-77) yrs] in 

whom H.p. was eradicated were enrolled in the study. All patients, underwent endoscopy before 

and 1 month after the end of the treatment and none of them had reflux esophagitis. Two biopsies 

from gastric antrum and two from gastric corpus were obtained at each endoscopy. H.pylori 

status was evaluated with CLO-test and histology. Each biopsy specimen was evaluated 

according to Sydney classification. At the end of the treatment all patients entered follow-up 

phase with visits every 3 months. Upper GI symptoms (heartburn, regurgitation, epigastric pain, 

nausea, vomiting, early satiety, postprandial fullness) were assessed pre-entry and at every visit 

using a fourth graded scale. None of the patients had reflux or dysmotility-like symptoms at the 

pre-entry assessment.  

{ Results:} Mean period of follow-up was 35 (28-44) months. 60/93 (64,5%) pts developed 

symptoms during follow-up. The cumulative mean symptoms-free interval was 25 (95% CI: 22-

27) months. Dysmotility-like symptoms (post-prandial fullness, early satiety) developed at 36 

(38,7%) pts and the cumulative mean dysmotility-like symptom-free interval was 30 (95% CI: 

27-33) months. Heartburn and/or regurgitation developed at 42/93 (45,2%) pts and the 

cumulative mean reflux symptoms-free interval was 29 (95% CI: 25-32) months. The time of 

presentation of GERD symptoms was not correlated with their severity. On the contrary, 

moderate dysmotility-like symptoms were developed earlier than mild one [ moderate / mild: 9 

(95% CI: 7-10) / 13 (95% CI: 12-15), log rank 15,07, p= 0,001]. The degree of gastritis post-

treatment was significantly lower in patients who developed symptoms [1,02±0,18 vs 1,48±0,21 

(mean±SE), p< 0.05] but it was not correlated with the development of specific symptoms 

(GERD vs dysmotility-like 1,12±0,16 vs 1,01±0,12, p=ns). There was no correlation between 

other histologic characteristics and the development of symptoms.  

{ Conclusions:} About half of patients with H.p. (+) duodenal ulcer seem to develop reflux or 

dysmotility-like symptoms after eradication of the H. pylori and this probably correlated with the 

decline of the degree of gastritis in the early post-eradicated period. }" "DOES GASTRITIS 

AFTER H. PYLORI ERADICATION IN PATIENTS WITH DUODENAL ULCER 

CORRELATE WITH DYSPEPTIC SYMPTOMS?"  
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A122 THE EFFECTS OF HELICOBACTER PYLORI INFECTION ON 

GASTROESOPHAGEAL REFLUX IN GERD AND REFLUX ESOPHAGITIS PATIENTS  

Kyo-Young Choo, Soo-Heon Park, Baek Sun Kim, Myung-Gyu Choi, Jae Kwang Kim, Seok 

Won Han, Gyu Yong Choi, In Sik Chung, Kyu Won Chung, Hee Sik Sun  

\i Department Of Internal Medicine, Catholic University Of Korea, Seoul, Korea  

{ Background & aim:} Increased prevalence of esophagitis has been reported following 

eradication of Helicobacter pylori. Some recent observations suggest a protective effect of H. 

pylori infection in GERD. The aim of this study was to compare esophageal acid exposure and 

symptoms in H. pylori negative and H. pylori positive GERD and reflux esophagitis patients. { 

Materials & methods:} Sixty eight consecutive GERD and reflux esophagitis patients were 

enrolled. Twenty-four hour intraesophageal pH recording was performed without acid 

suppression therapy including antacid.  

{ Results:} Of 68 patients, 39(16 GERD, 23 reflux esophagitis) were H. pylori positive and 29(9 

GERD, 20 reflux esophagitis) were H. pylori negative. Esophageal acid exposure and symptoms 

did not differ between H. pylori positive and H. pylori negative reflux esophagitis patients. In 

GERD patients, esophageal acid exposure did not differ between H. pylori positive and H. pylori 

negative group. The number of symptom and postprandial symptom were significantly different 

H. pylori positive and H. pylori negative GERD patients; number of symptom were 2.9 ± 0.8 in 

H. pylori positive, and 0.7 ± 0.3 in H. pylori negative (P=0.004), number of postprandial 

symptom were 0.9 ± 0.4 in H. pylori positive, and 0.2 ± 0.1 in H. pylori negative (P=0.0469).  

{ Conclusions:} H. pylori infection does not influence esophageal acid reflux in GERD and 

reflux esophagitis. In GERD patients, H. pylori infection increase the number of symptom and 

postprandial symptom. We concluded that H. pylori infection may enhance the acid perception in 

GERD patients. }" "THE EFFECTS OF HELICOBACTER PYLORI INFECTION ON 

GASTROESOPHAGEAL REFLUX IN GERD AND REFLUX ESOPHAGITIS PATIENTS"  
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A122 PREVALENCE OF REFLUX OESOPHAGITIS IN PATIENTS WITH 
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Philippos Philippou, Anestis Chiotis, George Georgiou, Athanasios Kambouris, Eleftherios 

Karamanlis, Houseinoglou Timour  

\i Endoscopic Unit, Surgical Department, G. Hospital Xanthi, Xanthi, Greece  

{ Introduction:} Increased prevalence of oesophagitis has been reported after eradication of 

Helicobacter Pylori (HP). The aim of this study was to examine the relationship between HP 

infection and reflux oesophagitis before and after eradication treatment.  

{ Methods:} We retrospectively studied 241 consecutive patients (102 M- 139 FM) with HP 

infection, during the period among 1994-1999. The diagnosis was established by histological 

examination of samples taken from gastric antrum and corpus. The patients divided in three 

groups according to the endoscopical findings. Duodenal ulcer (group A) was diagnosed in 

147pts (60.9%), oesophagitis (group B) in 38pts (15.7%) and other diseases or the endoscopy 

was normal (group C) in 56pts (23.2%). After eradication therapy the patients underwent 

gastrointestinal endoscopy and the incidence of reflux oesophagitis in each group was recorded.  

{ Results:} After eradication therapy 189pts (78.4%) were HP negative(121pts of group A, 29pts 

of group B and 39pts of group C). Post therapy oesophagitis was found in 5pts of group A 

(4.1%), in 4pts of group B (13.7%) and in 1pt of group C (2.5%). 

\tx1020\tx2325\tx3630\tx5745\tx8150\fs4 \ul HP positive Eradication Post eradication 

oesophagitis \tab \tab \tab \tab Group A 147 (60.9%) 121 (82.3%) 5 (4.1%) Group B 38 (15.7%) 

29 (76.3%) 4 (13.7%) Group C 56 (19.3%) 39 (69.6%) 1 (2.5%) \tab \tab \tab \tab d\fs20  

{ Conclusions:} The results of our study indicate that peptic ulcer disease is closely associated 

with HP infection and that there is no significant difference in HP prevalence between patients 

with reflux oesophagitis and those with other diseases or with normal endoscopic findings. They 

do not also support the hypothesis that HP eradication therapy has a predictive role in the 

manifestation of gastroesophageal reflux disease. }" "PREVALENCE OF REFLUX 

OESOPHAGITIS IN PATIENTS WITH HELICOBACTER PYLORI INFECTION"  
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A123 THE PREVALENCE OF HELICOBACTER PYLORI AND END ORGAN DAMAGE IN 

GASTRO-ESOPHAGEAL REFLUX DISEASE (GERD)  

H.J. Tan, R. Henderson, B.A. Teague, C.M. Ducie, C.M. Brown, J.J. Keating  

\i Morecambe Bay NHS Trust, Furness General Hospital, Dalton Lane, Barrow in Furness, 

Cumbria, United Kingdom  

{ Background:} The role of Helicobacter pylori (HP) in oesophagitis is still undefined. HP has 

not been shown to cause oesophagitis and in fact, there had been suggestion that it may be 

protective against oesophagitis  

{ Design:} Prospective case control  

{ Aims:} 1. To evaluate the relationship between Helicobacter and oesophagitis by determining 

the prevalence of HP in GERD with and without end organ damage 2. To assess the end organ 

damage in GERD  

{ Methods:} 401 patients were screened. All patients with GERD were included. Non GERD 

patients with a normal endoscopy were also enrolled as a control group. Both HP-positive and 

negative patients with oesophagitis were treated with a once daily proton pump inhibitor. No 

patients received eradication therapy.  

{ Results:} 101 patients with GERD and 96 age and sex-matched controls were analysed. 

Among the GERD patients, 44 (43.5%) had a normal endoscopy, 20 (19.8%) grade 1 

oesophagitis, 26 (25.7%) grade 2 or 3 oesophagitis and 14 (13.9%) Barretts oesophagus. The 

prevalence of HP in the control group was 19.8% compared to 5.4% (p = 0.025, 95% CI 0.06 to 

0.79, Odds ratio 0.22) and 14.3% in GERD with and without end organ damage respectively. 

The overall prevalence of HP in GERD (8.9%) is significantly lower than the control group (p < 

0.05).  

{ Conclusions:} The prevalence of HP in GERD is significantly lower especially in those with 

end organ damage, suggesting a protective effect of HP in oesophagitis. End organ damage in 

GERD is high (56.6%) in our patient cohort. }" "THE PREVALENCE OF HELICOBACTER 

PYLORI AND END ORGAN DAMAGE IN GASTRO-ESOPHAGEAL REFLUX DISEASE 

(GERD)"  
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A123 REGRESSION OF GASTRIC HIGH-GRADE MALT LYMPHOMAS AFTER 

ERADICATION OF H.PYLORI  

Tatshiko Suzuki  

\i Division of Gastroenterology Tohoku University School of Medicine, Sendai, Japan  

{ Background:} The relationship between H.pylori infection and the development of gastric 

MALT lymphoma is much interested, an attempt was made to evaluate the effect of eradicating 

H.pylori in clinical cases.A@ Several recent studies suggest that low grade gastric MALT 

lymphoma regresses after antibiotic therapy. However the role of this therapeutic option in 

gastric high grade MALT lymphoma is poorly documented.  

{ Patients and results:} 5 cases (4 female and 1 male, median age 68 years, range 58 - 74 years) 

with high grade MALT lymphoma confined to the gastric mucosa or submucosa (judged by 

endoscopic ultrasound) and H.pylori infection were treated with antibiotics. In 4 cases, H.pylori 

were successfully eradicated and complete remission of the lymphoma was achieved as judged 

on endoscopc, histologic and endoscopic ultrasound. (1 - 22 months after treatment). All 4 cases 

were followed without further treatment. One patients underwent a total gastrectomy two months 

after eradication therapy that confirmed the abscence of high grade MALT lymphoma. At a 

median follow up of 11 months all patients were alive and free of lymphoma. 

{ Conclusion:}  This findings shows that eradication of H.pylori may lead to a regression of 

some gastric high-grade MALT lymphoma. But, to define the efficacy of eradication therapy in 

gastric high-grade MALTlymphoma, further studies on a large population are needed. }" 

"REGRESSION OF GASTRIC HIGH-GRADE MALT LYMPHOMAS AFTER 

ERADICATION OF H.PYLORI"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.378#" " Abstract: P.378 0 Citation: Gut 2000; 47(Suppl III): 

A123 CONTINUOUS INFECTION OF HELICOBACTER PYLORI DEVELOPS ATROPHIC 
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UP PATIENTS FOR MORE THAN 10 YEARS  

H. Kozawa, N. Sakaki  

\i Department of Internal Medicine, Tokyo Metropolitan Komagome General Hospital, Tokyo, 

Japan  

{ Objective:} To ascertain the development of atrophic gastritis and gastric cancer due to 

continuous infection of Helicobacter Pylori (H. Pylori).  

{ Methods:} Cases were 60 patients, followed up with an annual endoscopy for more than 10 

years (mean age; 57.1 years old, average follow-up period; 10.8 years). At the first examination, 

any specific lesions were not detected in their upper GI tracts, and the presence of H. Pylori was 

investigated by culture, rapid urea test, histological study and so on. H. Pylori-negative patients 

were 24, while H. Pylori-positive were 36, who were followed up without eradication of the 

bacterium. At each endoscopic examination, gastric atrophy was assessed endoscopically and 

histologically according to Kimura-Takemoto classification and updated Sydney System, 

respectively. Furthermore, development of gastric cancer was also evaluated.  

{ Results:} H. Pylori-negative patients showed neither extension of atrophy nor occurrence of 

cancer. On the other hand, of H. Pylori-positive patients, escalation of endoscopical and 

histological atrophy was recognized in 10 and 15 patients respectively. Besides, 4 patients (mean 

age; 68.8 years old), who had advanced gastric atrophy from the first examination, had gastric 

cancers during 3 to 8 years follow-up. All the cancers, which were well differentiated 

adenocarcinoma, were 1 cm or less in size and restricted to the mucosa. 

{ Conclusion:}  Continuous H. Pylori infection is closely related to the advance of atrophic 

gastritis and the development of gastric cancer. }" "CONTINUOUS INFECTION OF 

HELICOBACTER PYLORI DEVELOPS ATROPHIC GASTRITIS AND GASTRIC CANCER: 

A STUDY OF ENDOSCOPICALLY FOLLOWED UP PATIENTS FOR MORE THAN 10 

YEARS"  
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M. \'d6zel, A.K. G\'fcrb\'fcz, Y. Yazgan, F. Demirkol, A.R. Soylu, A. G\'fcnay, L. Demirt\'fcrk  

\i Department of Gastroenterology, GATA Haydarpasa Training Hospital, Istanbul, Turkey  

Endoscopic gastric mucosal biopsy is an integrated and important part of diagnostic 

gastroenterologic procedures. In this study, diagnostic sensitivity of biopsies taken using a 

biopsy forceps passed through a nasogastric (NG) tube in the diagnosis of Helicobacter pylori 

(Hp) was evaluated and it was assessed whether this method can be an alternative for the 

determination of therapeutic efficacy of eradication treatments. An 18 F polyethilene NG tube, 

tip of which was cut in order to allow a biopsy forceps can pass through, was administered to 65 

patients (55 males and 10 females) with dyspeptic complaints. A biopsy forseps was passed 

through the tube and two biopsies were taken and gastroscopic examination was done thereafter. 

The sites of blind biopsies were noted and two biopsies from both antrum and corpus were taken. 

Hp status was assessed semiquantitatively according to bacterial colonisation on gastric mucosa 

(mild, moderate, severe). In specimens of blind biopsies, Hp was negative in 12 patients, 

whereas Hp positivity mild in 25, moderate in 18 and severe in 10 patients. In the specimens of 

endoscopic biopsies, Hp was negative in 7, mildly positive in 17, moderately positive in 31 and 

severely positive in 10 patients. When the two methods were compared Hp positivity was found 

in 53 patients using blind biopsies and in 58 patients using endoscopic biopsies. There were no 

difference between the two methods for the determination of Hp positivity. We believe that 

biopsies taken through a NG tube is an easy-to-use method that can allow multipl biopsies in 

clinical studies such as the determination of Hp status following eradication treatments. }" 

"EFFICIENCY OF GASTRIC MUCOSAL BIOPSIES TAKEN USING A BIOPSY FORCEPS 

PASSED THROUGH A NASOGASTRIC TUBE IN THE DIAGNOSIS OF HELICOBACTER 

PYLORI"  
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Shigemitsu Aida, Shigeru Asaki, Shuichi Ohara, Tutomu Sekine, Tooru Shimosegawa  
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It is considered that the Hemoglobin index (IHb) is correlated with the mucosal Hemoglobin 

density. Endoscopic image of the gastric mucosa is stored into the image processing unit (EVIP-

230 OLYMPUS Tokyo, Japan), and then the ratio of red (Vr: wave length 650nm) to green (Vg: 

wave length 560nm) electric signals in each pixcels are processed using following algorithm: 

IHb = 32log2 Vr/Vg Total IHb of certain area of gastric mucosa on which we want to know is 

then calculated. The aim of this study was to investigate whether the IHb is useful to detect 

H.pylori infection. Firstly we estimated the best condition, for example; distance of the gastric 

mucosa, air volume in the stomach. Secondaly we evaluated the relationship between the IHb, 

histological change and the gastric mucosal blood flow (GMBF). We mesured the IHb 

endoscopically at the same area of the stomach, upper body along the posterior wall in each 

patient. GMBF was mesured using the laser-Doppler velocimetry (LDV). Biopsy specimens of 

the stomach were taken endoscopically from the same area. On the other hand, diagnosis of 

H.pylori infection was done both with microscopic examination on biopsy specimens taken from 

the gastric antrum and upper body along the greater curvature, stained with hematoxylin eosin 

and rapid urease test (RUT). A patient was considered H.pylori -positive if one or more of the 

diagnotic methods applied was positive. If both methods were negative, additional urea breath 

test (UBT) was done. Considering the basal estimastion, we investigated the IHb in 30 patients. 

We found the best condition to mesure the IHb in the stomach was to estimate within 10mm 

distance from gastric mucosa. Other conditions such as air volume in the stomach, enhance level 

of Adaptive structure enhancement, Iris setting did not influenc using the IHb. The IHb was 

found to correlat with the density of the micro vessels in the gastric mucosa, but was not depend 

on the GMBF. In addition we determined the cut off index of IHb was 62 to 63, sensitivity was 

93.3%, specificity was 80%, accuracy was 86.7%, respectively. In conclusion, the IHb was 

considered to be simple and available method for the diagnosis of H.pylori infected gastric 

mucosa. }" "STUDY OF THE DIAGNOTIC VALUE OF THE HB INDEX(IHB) TO DETECT 

HELICOBACTER PYLORI INFECTION"  
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Patients,  

methods: Alltogether 92 Helicobacter pylori positive patients with dyspeptic complaints and 

diagnosed primary Raynauds syndrome received a one week PPI based eradication therapy (2x20 

mg omeprasole, 2x500 mg roxithromycine, 2x1000 mg amoxicillin) in our prospective study 

with 3 months follow up. Demographic and disease data: 82 females and 10 males (89% versus 

11%), mean age at study startup 34,2 ± 12.1 years (mean ± S.D.), mean duration of the Raynauds 

disease 4.4 ± 1.8 years. Before the eradication and after 3 months we recorded the severity (on a 

visual analogue scale 0 - 10 points, 0 - no pain, cold sensation, 10 - svere symptoms) and 

frequency (Raynauds attacks/week) of the Raynauds symptoms. One month before the study and 

during the follow up period all concomitant vasoactive medication was stopped.  

{ Results:} The study could be reliably finished in 86 patients (93.5%, 6 patients did not return to 

the control examination), in 75 cases (87.2% of the patinets who completed the study) the 

eradication was succesful. The results of the Raynaud complaints evaluation: before eradication 

4.8 ± 2.1 points on the visual analogue scale of Raynauds attack severity, after 3 months 2.7 ± 

1.4 points. The corresponding frequency data 6.4 ± 3 Raynauds attacks weekly before and 3.2 ± 

1.1 attacks after 3 months of eradication. 

{ Conclusion:}  The succesfully eradicated patients presented significant improvement in their 

complaints and symptoms severity and frequency thus achieving a better quality of life. 

Considering the potential pathogenetic role according to the literature of Helicobacter pylori 

infection in primary Raynauds syndrome we conclude that the presence of the microorganism 

must be searched and confirmed or excluded in these patients as the eradication has multiple 

benefits to this patient population. Of great importance is the widespread information of our 

primary care physician and angiologist colleagues about the possible benefits of Helicobacter 

pylori eradication in primary Raynauds patients. }" "PRIMARY RAYNAUDS SYNDROME 

AND HELICOBACTER PYLORI INFECTION"  
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{ Background and Aims:} Recent evidence suggests that Helicobacter pylori (H. pylori) 

infection is involved in the pathogenesis of human atherosclerotic diseases. We investigated the 

changes in the clinical parameters associated with atherosclerosis in peptic ulcer patients who 

succeeded in H. pylori eradication therapy.  

{ Patients and methods:} One hundred and thirty-seven patients with H. pylori-positive peptic 

ulcer (duodenal ulcer, n=68; gastric ulcer, n=71) who succeeded in H. pylori eradication therapy 

were enrolled in the present prospective study for a long-term follow-up for the clinical 

parameters associated with atherosclerosis (follow-up period: mean, 39 months; ranges, 26-58 

months). H. pylori eradication was confirmed by [13C]-urea breath test or endoscopic 

examination (histology, urease test, and bacterial culture) which were performed at intervals of 

one year after eradication therapy. The patients received the examinations for blood chemistry 

including the fasting levels of triglyceride (TG), total cholesterol (T-Chol), high-density 

lipoprotein cholesterol (HDL-Chol) and low-density lipoprotein cholesterol (LDL-Chol) at the 

time of annual check-up.  

{ Results:} The rate of ulcer recurrence was calculated from the records on annual endoscopic 

examination and it was found to be very low (3.5%, 3/139). These patients with ulcer recurrence 

were treated with transient use of H2-blocker antagonists without any further episodes of ulcer 

recurrence. After successful H. pylori eradication, body weight, body mass index (BMI), and the 

level of TG increased gradually by every year, and there was a positive correlation between the 

two latter parameters. Although there was no significant changes in the level of T-Chol after 

successful H. pylori eradication, the level of HDL-Chol increased significantly after eradication 

and this increase lasted during the follow-up period. In contrast, the level of LDL-Chol continued 

to be decreased after eradication therapy.  

{ Conclusions:} The rate of ulcer recurrence is considered to be very low (less than 5%) in peptic 

ulcer patients who succeeded in H. pylori eradication therapy. Moreover, H. pylori eradication 

may yield beneficial effects (the increase in HDL-Chol levels and the decrease in LDL-Chol) on 

the development of human atherosclerotic diseases, such as coronary heart disease under the 

condition that we avoid gaining weight after H. pylori eradication therapy. }" "EFFECTS OF 

HELICOBACTER PYLORI ERADICATION ON THE RISK FACTORS FOR 

ATHEROSCLEROSIS"  
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{ Background:} Epidemiological studies have shown a positive correlation between coronary 

artery disease (CAD) and gastric Helicobacter pylori (Hp) infection. The possible mechanism by 

which Hp could increase the risk of CAD is chronic inflammation. More virulent Hp strains 

bearing the cytotoxin associated gene-A (CagA) can induce much more inflammation than CagA 

negative strains do. The aim of our study was to assess the role of virulent Hp strains and 

inflammatory response in the pathogenesis of CAD.  

{ Methods:} We studied 30 patients with CAD and age and sex matched other 30 controls with 

similar social class. Both the patients and controls had been performed coronary angiography in 

previous 2 two years. We determined the presence of Hp infection by rapid urease test, histology 

and serology (anti-Hp IgG). CagA status, serum tumor necrosis factor-alpha (TNF-{\f1 a}), 

gastrin and fibrinogen levels were studied.  

{ Results:} Presence of Hp infection was statistically equal in CAD group (93.3%) and controls 

(86.6%)(p=0.705). Serum CagA titers were 28.13±9.21 U and 18.32±5.8 U in CAD group and 

controls respectively. Serum TNF-{\f1 a} levels were 15.21±4.30 pg/ml in CAD group and 

5.36±2.41 pg/ml in controls. Serum CagA and TNF-{\f1 a} levels showed significant statistical 

difference between two groups (p=0.000). Patients with CAD had a higher prevalence of CagA-

positive strains than controls had (67.8% versus 42.3%; p=0.021). Serum gastrin level was 

higher in CAD but there was no significant difference between two groups(p=0.379). Fibrinogen 

levels of CAD group were significantly higher than those of controls (370±51 mg/ml and 247±43 

mg/ml, p=0.001). Further more, numbers of occluded vessels in CAD patients were positively 

correlated with both cagA positivity and TNF-{\f1 a} levels. 

{ Conclusion:}  CagA bearing strains of Hp may increase the risk of CAD by inducing chronic 

inflammation and increasing the expression of cytokines and procoagulant substance. However 

there are some studies reporting the association between the prevalence of CAD and Hp 

infection, this is the first data in the literature revealing the relationship between Hp induced 

inflammation and CAD. }" "THE ROLE OF VIRULENT HELICOBACTER PYLORI 

STRAINS IN THE ETIOPATHOGENESIS OF CORONARY ARTERY DISEASE"  
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Every year, the diurnal fasting during the month of Ramadan (MR) is non advised to millions of 

muslims with duodenal ulcer(DU) due to the risk of relapse and complications.  

Aims: To determine if H.pylori(HP) eradication in patients with DU allows fasting during MR 

without any risk.  

Methods:A prospective study compared patients with known DU that was healed prior to their 

inclusion. Group1: HP negative (eradicated) patients, rechecked at inclusion (CLO-test, 

histology) will fast without treatment. Group2: HP positive patients will fast with ranitidine (150 

mg per evening for 8 weeks, beginning with MR). An upper endoscopy was performed at 

inclusion and after the end of MR(less than 15 days before and after). Clinical follow-up was 

carried out every 4 months for 1 year and after next MR (Jan.2000).  

{ Results:} 83 patients were included(group1:43; group2:40). Both groups had comparable 

characteristics. At inclusion, the bulb was cicatricial in 98% of group1 patients vs 57% in group2 

(p<0.0001). 81% of group1 patients were asymptomatic before MR vs 43% for group2 (p<0.01). 

We did not observe any complication in all patients. 12 and 8 patients suffered severe pain, 

respectively during and after MR vs none in group1(p<0.0001).Endoscopy performed after MR 

showed a UD or an ulcerative duodenitis in, respectively 21% and 24% of group2 patients vs 0% 

and 2% for group1(p<0.01). All patients of group1 were asymptomatic until and after the next 

MR without treatment. 

{ Conclusion:}  HP eradication allows fasting during Ramadan without risks or treatment to DU 

patients and avoids yearly prophylactic prescription of antisecretory drugs. }" "DUODENAL 

ULCER PATIENTS MAY FAST DURING RAMADAN WITHOUT TREATMENT AFTER H. 

PYLORI ERADICATION: A 1-YEAR FOLLOW -UP"  
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{ Background:} Postgastrectomy osteopenia suggests that the stomach is involved in Ca-P-Mg 

metabolism probably by a hypocalcaemic factor, gastrocalcin. In our previous study a 1-year 

omeprazole treatment did not decrease bone mineral density (BMD) in patients (pts) with erosive 

oesophagitis (EO). The effect of H. pylori (Hp) and its eradication on Ca-P-Mg metabolism and 

BMD is unknown.  

{ Aims:} To assess the effect of Hp and its eradication on Ca-P-Mg metabolism and BMD in pts 

with EO treated with omeprazole.  

{ Methods:} In 30 pts (M 20, F 10), aged 58.7±14.0 yr, with EO Hp status was assessed by a 

urease test (UT) before omeprazole therapy for one year. Of 14 Hp (+)-ve pts 9 were eradicated 

(omeprazole+ clarithromycin+amoxicillin) as assessed by UT after 12 mths. Serum Ca, P, Mg, 

alkaline phosphatase (AP), urinary Ca excretion corrected for creatinine (FUCa/Cr) were 

determined before, after 6 and 12 mths of omeprazole therapy; BMD was measured by 

densitometry (DEXA) before and after 12 mths. For statistical analysis two-way ANOVA and 

stepwise multiple regression analysis were applied.  

{ Results:} Serum Ca decreased only in eradicated pts from 9.68±0.30 to 8.88±0.55 after 6 

(p<0.01) and to 9.11±0.45 mg/dl after 12 mths (p<0.05). BMD at total body increased after 12 

mths in eradicated pts from 1.183±0.062 to 1.214±0.069 g/cm2 (p<0.01) and in Hp (+)-ve pts 

from 1.090±0.016 to 1.128±0.025 g/cm2 (p<0.01). In stepwise regression analysis eradication 

and baseline serum Ca and Mg explained above 50% of the variation in percent serum Ca change 

at 6 (R2=0,56) and 12 mths (R2=0,51). Hp accounted for 47% of the variation in percent total 

body BMD change at 12 mths.  

{ Conclusions:} 1. Hp eradication decreases serum Ca and increases BMD at total body in 

patients with EO treated with omeprazole. 2. Hp eradication recovers hypocalcaemic function of 

the stomach. }" "H. PYLORI ERADICATION RECOVERS HYPOCALCAEMIC FUNCTION 

OF THE STOMACH IN PATIENTS WITH EROSIVE OESOPHAGITIS TREATED WITH 

OMEPRAZOLE"  
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{ Objective:} To determine the frequency of Hp-I in GLA patients and in controls { Design:} 

Prospective, non randomized, comparative study.  

{ Patients and methods:} 41 GLA patients [32 with chronic simple-open angle glaucoma 

(CSOA-GLA) and 9 with pseudo-exfoliative glaucoma (PE-GLA)] and 30 age matched controls 

were investigated. Upper gastrointestinal endoscopy was performed to evaluate macroscopic 

abnormalities, and gastric mucosal biopsy specimens were obtained for the presence of Hp-I 

tested by rapid urease slide test (CLO test) and Crezyl fast violet and/or Giemsa staining. The 

presence of gastritis was classified in accordance with the Sydney system using hematoxylin and 

eosin stain. In addition, intestinal metaplasia was evaluated with Alcian blue stain. Saliva 

samples were also tested by CLO. Serum was analyzed for the presence of Hp specific IgG 

antibodies by ELISA.  

{ Results:} In 87.8% of the GLA patients and in 46.7% of the controls Hp-I was confirmed by 

the presence of Hp bacteria histologically (odds ratio 8.22, x2=14.075, P=0.0002). Hp was 

detected by urease test: (a) in the gastric mucosa in 73.2% of the GLA patients and 46.7% of the 

controls (P=0.02), and (b) in the saliva in 41.5% of the GLA patients and 30% of the controls 

(P>0.05). Sixty-eight percent of the GLA patients and 30 % of the controls were seropositive for 

Hp (P=0.002). When compared with controls, GLA patients exhibited less often endoscopic 

normal appearance of gastric mucosa (P=0.01), and more often antral gastritis (P=0.0004) or 

peptic ulcer disease (P=0.01). Histologic grade 3 gastritis was only observed in the GLA patients 

(P=0.03).  

{ Conclusions:} Hp-I seems to be related to GLA. If a causal link between Hp-I and GLA is 

confirmed this may have a major impact on the pathophysiology and management of GLA. }" 

"HELICOBACTER PYLORI INFECTION (Hp-I) AND GLAUCOMA (GLA)"  
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At our knowledge, no data are available concerning eradication of Helicobacter pylori(H.P.)after 

successful balloon dilation in ulcer induced pyloric stenosis. We carried out a prospective study 

on a cohort of patients with peptic pyloric stenosis and H.P.infection to evaluate the benefit of an 

anti H.P.therapy after successful balloon dilation.  

{ Patients and methods:} Between October 1996 and October 1999, we studied 17 consecutive 

patients with benign peptic pyloric stenosis and H.P.infection. Searches for H.P. were made at 

first diagnosis of peptic stenosis and at every endoscopic control. After successful treatment by 

through-the-scope balloon dilation,patients received 4 weeks therapy with a proton-pump 

inhibitor, followed by an anti H.P. treatment. Endoscopic controls were performed 7 days after 

dilation, 2 and 12 months after the end of H.P. eradication therapy and in case of recurrence of 

symptoms. After the first year, good-responders were submitted to a clinical control every 6 

months.  

{ Results:} Balloon dilation was successfully performed in 14 patients(82%). Among them, 

eradication of H.P. was obtained in 10 patients(71%). No one experienced a recurrence of 

symptoms, with a median follow-up of 28 months. In the group of 4 patients remaining H.P. 

positive, 2 patients had recurrence of the stenosis(median follow-up:9 months). 

{ Conclusion:}  In gastric outlet obstruction related to H.P. positive peptic ulcer disease, 

successful balloon dilation must be followed by H.P. eradication to improve long-term outcome. 

}" "ENDOSCOPIC HYDROSTATIC BALLOON DILATION OF ULCER INDUCED 

PYLORIC STENOSIS: ERADICATION OF H.PYLORI IMPROVES THE LONG-TERM 
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{ Objective:} There is a growing evidence about H. pylori associated diseases, nevertheless 

differences in the handling of the disease on primary care level in Europe might be present. Aim 

of our study was to investigate the knowledge about H. pylori in general physicians (GPs), to 

determine the importance of the infection and therefore the handling of patients in different 

European countries.  

{ Methods:} 202 GPs from Europe (from A, B, D, ESP, F, FIN, GR, I, IRL, NL, P, S, UK) were 

randomly selected and investigated by telephone interview or by mailed questionnaire. Overall 

11 questions were asked, multiple answers were possible.  

{ Results:} \tx3390\tx3720\tx8150\fs4 \ul \tab \tab \tab \ul Which diseases are related to H. 

pylori? \ulnone Gastric ulcer 86% Duodenal ulcer 77% Gastric cancer 49% \ul Is H. pylori 

relevant for dyspepsia management? \ulnone Yes, H. pylori is relevant 73% \ul Which test do 

you prefer ? \ulnone Endoscopy-based test 69% 13C-urea breath test 36% Seroloy 21% \ul What 

you do in patients with ``first time dyspepsia?\ulnone Empiric therapy 70% ``Test and treat 13% 

Endoscopy 22% \tab \tab \tab \tab d\fs20 d\plain \s19 \f0\fs20 Serology is more frequent and 

empiric therapy is less frequent used in Scandinavia than in the rest of Europe. 

{ Conclusion:}  Only limited differences concerning the knowledge about H. pylori and the 

therapeutic approach in dyspepsia in primary care has been observed between different European 

countries. The overall knowledge of H. pylori related diseases was low that indicates further 

information to GPs is necessary. }" "KNOWLEDGE ABOUT H. PYLOI IN PRIMARY CARE 

IN EUROPE"  
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We previously demonatrated that phopholipids concentration decreased in patients with gastric 

and/or duodenal ulcer regardless of H. pylori infection. The aim of this study was to examine an 

effect of eradiation of H. pylori on mucosal phopholipids in peptic ulcer  

{ Methods:} The endoscopic biopsy specimens were obtained form the antral and corporal 

mucosa of patients with peptic ulcer: gastric ulcer, n=26; duodenal ulcer, n=13; age-matched H. 

pylori negative control, n=20. Three months after the eradication, the endoscopic biopsy 

specimens obtained. Phospholipids (phosphatidylcholine: PC, phosphatidylethanolamine: PE, 

and sphingonomyeline: SM) were measured quantitatively in the lipid extract from the biopsy 

specimens according to thin-layer chromatography and flame ionization detection method.  

{ Results:} Regarding gastric ulcer, 25 out of 26 patients were eradicated H. pylori, and 12 out of 

13 duodenal ulcer patients were eradicated. Compared to the H. pylori negative control group, 

contents of PC and PE decreased in the gastric ulcer group. This decrease returned to the control 

level after the eradication. In the duodenal ulcer group, the decrease in the mucosal content of PC 

and PE was observed only in the antral mucosa, but not in the corporal mucosa. The decrease in 

the antral mucosal phospholipids in the duodenal ulcer group was returned to the control level 

after the eradication of H. pylori. The mucosal content of SM did not differ in the three tested 

groups. 

{ Conclusion:}  This study demonstrated that the eradication of H. pylori in patients with gastric 

or duodenal ulcer normalized the decrease in PC and PE in the gastric mucosa. The eradication 

could lessen the deterioration of the protective system of the gastric mucosa, which might be a 

reason for prevention of recurrence in peptic ulcer after the eradication. }" "NORMALIZATION 

IN PHOSPHOLIPIDS CONCENTRATION OF THE GASTRIC MUCOSA AFTER 

ERADICATION OF HELICOBACTER PYLORI IN PATIENTS WITH PEPTIC ULCER"  
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{ Background:} Dyspepsia is a common problem in the general population and many patients 

suffering from dyspepsia consult the general practitioner (GP). The major challenge for the GP 

lies in identifying patients with a peptic ulcer since it requires specific treatment, especially when 

the ulcer is Helicobacter pylori (HP) related.  

{ Aim:} To develop a diagnostic strategy based on medical history and an additional non-

invasive HP test to identify patients with peptic ulcers in primary care.  

{ Methods:} GPs were asked to refer all patients presenting with dyspepsia (lasting at least two 

weeks) for endoscopy. Additional data included standardized medical history, current complaints 

and status of Helicobacter pylori infection determined via a non-invasive test (whole blood test, 

ELISA or urea breath test). Multiple regression analyses including receiver operations 

characteristic curves (ROC curves) were performed to develop diagnostic strategies to predict the 

presence of peptic ulcers. The outcome variable peptic ulcer was defined as all gastric- and 

duodenal ulcers or erosive gastritis found during endoscopy.  

{ Results:} Complete data on 536 primary care patients were obtained. Strongest predictors for 

finding a peptic ulcer were pain before the meal, smoking and a history of peptic ulcer disease. 

Using these three variables an area under the curve (AUC) of 0.71 was obtained, implying that 

70% of patients with dyspepsia are diagnosed correctly. Including a non-invasive HP test to this 

model increased the AUC to 0.74, indicating an additional value of HP testing. While the 

prevalence of peptic ulcer in all dyspeptic patients was 6%, the prevalence was 15% in the 

subgroup of patients with two or more of the predictors mentioned above. Moreover, the 

prevalence of peptic ulcer in case of an additional positive HP test in this high risk group was as 

high as 30%.  

{ Conclusions:} Predicting peptic ulcers in patients presenting with dyspepsia solely based on 

the medical history remains a difficult task. A non-invasive HP test provides additional 

information, especially in the preselected high risk population for peptic ulcer disease. }" 

"HELICOBACTER PYLORI DRIVEN PEPTIC ULCER MANAGEMENT IN PRIMARY 

CARE: DEVELOPMENT OF A DIAGNOSTIC STRATEGY"  
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{ Introduction:} The 1995s French Consensus Conference, wondered whether all the proton-

pump inhibitors (PPIs) in co-prescription with the same two antibiotics had a comparable 

efficacy in eradicating H. pylori. The study was designed to compare H. pylori eradication (HPE) 

rates obtained with lansoprazole and omeprazole given in combination with amoxicillin and 

clarithromycin in patients with duodenal ulcer (DU).  

{ Subjects and methods:} 228 H. pylori-positive patients with DU were enrolled in this French 

multicentre, comparative, double-blind study. H. pylori infection was assessed on antral biopsies 

by rapid urease test and confirmed by histology and/or culture. Study treatments were randomly 

allocated: 106 patients received lansoprazole 30 mg bid, amoxicillin 1 g bid and clarithromycin 

500 mg bid [LAC] for 7 days; 122 patients received omeprazole 20 mg bid, amoxicillin 1 g bid 

and clarithromycin 500 mg bid [OAC] for 7 days. Triple therapy was followed by a single daily 

dose of PPI for 21 days. Patients were followed up to D98. Eradication was determined by 

histology and culture 28 days after cessation of treatment (D56) and also by 13C-urea breath test 

(BT) performed at D98. H. pylori was considered as eradicated if histology and culture (-) or one 

of them (-) and BT (-). If histology and culture were not available, only BT determined H. pylori 

status. Ulcer healing was assessed at D56.  

{ Results:} Groups were comparable at inclusion for demographic data and disease history. 

There were no differences in HPE rates and ulcer healing rates between the two treatment 

groups. \tx930\tx2325\tx3690\tx5235\tx6285\tx8150\fs4 \ul \tab \ul LAC \ulnone \ul OAC 

\ulnone ITT PP ITT PP HPE 83% (88/106) 93% (87/94) 77% (94/122) 86% (94/109) Healing 

95% (88/93*) 95% (86/91*) 94% (100/106*) 94% (99/105*) * patients available for evaluation 

{ Conclusion:}  A 7-day course of LAC and OAC achieves HPE rates of approximately 80 to 

90%. Both PPI are highly effective in healing DU. }" "HELICOBACTER PYLORI INFECTION 

IN DUODENAL ULCER: COMPARISON OF TWO ONE-WEEK TRIPLE ERADICATION 

THERAPIES USING LANSOPRAZOLE OR OMEPRAZOLE"  
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From January 1992 all adult patients with duodenal ulcer who had no history of receiving 

ulcerogenic drugs in the recent past were offered treatment to heal ulcers and eradicate 

Helicobacter pylori. To date 710 treatments have been given. At least one month after 

completion of all treatment a carbon 14 urea breath test (UBT) was performed. From November 

1995 the treatment used was Tetracycline 500 mg twice daily \'d7 1 week Clarithromycin 250 

mg twice daily \'d7 1 week Metronidazole 400 mg twice daily \'d7 1 week {\i Plus:} 

Lansoprazole 30 mg daily \'d7 1 week {\i (4 \'d7 1)} or 4 weeks {\i (LTCM2)} 338 patients were 

treated with these quadruple therapies. 320 attended for UBT (aged 17-90, median 58; 28% 

women) of which 306 (95.6%) were negative. Two patients were successfully given 

pantoprazole 40 mg daily instead of lansoprazole for reported intolerance. No patient reported 

prior antibiotic intolerance. There was no statistically significant difference between {\i 4 \'d7 1} 

(94% success) and {\i (LTCM2)} (96.7%) but the healing of ulcers is likely to be quicker with 

{\i LTCM2} and eradication rates were slightly higher. Overall {\i LTCM2} was significantly 

better (p < 0.01) than the results of all the other triple and quadruple combinations used locally 

including {\i 4 \'d7 1}. Antibiotic sensitivity testing of Helicobacter pylori in 1992-3, 1996, and 

1999 showed no acquired resistance emerging. This quadruple therapy may be recommended for 

general use in duodenal ulcer patients. }" "QUADRUPLE THERAPY FOR SYMPTOMATIC 

SPONTANEOUS DUODENAL ULCER: SIMPLY THE BEST!"  
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{ Background:} It is well established that a 7 day triple therapy achieves eradication rates of 

Helicobacter pylori between 90 to 95%. Due to a lack of short term eradication studies the aim of 

the present pilot study was to investigate the effect of a 4 day triple therapy with the new proton 

pump inhibitor rabeprazole (20 mg b.d.) in combination with clarithromycin (500 mg b.d.) and 

amoxycillin (1g b.d.) in patients with Helicobacter pylori related peptic ulcer disease.  

{ Methods:} 20 patients (11 men, 9 women) with endoscopically diagnosed peptic ulcers (gastric 

ulcer: n=5; duodenal ulcer: n=9; combined gastric and duodenal ulcer: n=2, gastric or duodenal 

ulcer scars: n=4) and Helicobacter pylori infection were consecutively recruited. The 

Helicobacter pylori status was assessed by means of histology, CLO (urease-) test and 13C 

urease breath test (13C-UBT) at entry. Treatment success was determined by 13C urea breath 

test 35-42 days after treatment.  

{ Results:} Out of the 20 patients in 18 patients (90%) a negative test result was found in 13C-

UBT 35-42 days after treatment. The two patients who remained H. pylori positive had a 

duodenal ulcer. 

{ Conclusion:}  A 4-day triple therapy of rabeprazole in combination with clarithromycin and 

amoxycillin is highly effective in eradicating H. pylori and well tolerated in patients with gastric 

and duodenal ulcer disease. Eradication rate of 90% was achieved, which is comparable with the 

established 7 day triple therapy regimens. On the basis of these results and considering costs, 

side effects and compliance a large number of patients should be enrolled in a confirmatory 4 

day eradication trial. }" "FOUR DAY TRIPLE THERAPY WITH RABEPRAZOLE, 

AMOXYCILLIN AND CLARITHROMYCIN IN THE ERADICATION OF HELICOBACTER 

PYLORI IN PATIENTS WITH PEPTIC ULCER DISEASE - A PILOT STUDY"  
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{ Objective:} Healing of duodenal ulcer (DU) is not only related to the degree of acid 

suppression but in addition accelerated by H. pylori eradication. Aim of this study was to 

investigate the eradication efficacy of a pantoprazole based triple therapy and its effect on 

healing and relapse in GU.  

{ Methods:} GU patients were randomised to one of the treatment groups PAC, PCM or PAM (7 

days, twice daily): pantoprazole 40 mg (P), clarithromycin 500 mg (C), metronidazole 500 mg 

(M), amoxicillin 1000 mg (A) followed by further anti-secretory treatment. H. pylori status was 

assessed 6 weeks after last medication by at least 2 valid test results out of 13C-urea breath test, 

histology or culture testing.  

{ Results:} The H. pylori status determined in 359 patients of the ITT group at the end of the 

study resulted in eradication rates of 90% (95% CI: 83-95%), 84% (95% CI: 77-90%), 79% 

(95% CI: 70-86%) for PAC, PCM and PAM, respectively. In the PP group the rates were for 

PAC 89% (95% CI: 81-94%), for PCM 83% (95% CI: 75-90%), and for PAM 77% (95% CI: 67-

84%). The healing rates were above 92% for all regimen. Primary resistance rates were 15.3% 

against M and 2.5% against C. Evaluation of the data on relapse rate is ongoing. 

{ Conclusion:}  GU healing at 4 weeks was high and is determined by the power of acid 

inhibition, but not depending on successful H. pylori eradication. Primary resistance has a 

negative impact on the eradication rate but special consideration is needed for each individual 

regimen. }" "EFFECT OF PANTOPRAZOLE BASED TRIPLE THERAPY ON H. PYLORI 

ERADICATION AND GASTRIC ULCER HEALING AND RELEVANCE OF BACTERIAL 

RESISTANCE - BYK ADVANCED GASTRIC ULCER STUDY (BAGUS)"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.396#" " Abstract: P.396 0 Citation: Gut 2000; 47(Suppl III): 

A127 HP-ERADICATION: RANITIDINE BISMUTH CITRATE VS. OMEPRAZOLE IN 
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Triple based regimens with ranitidine bismuth citrate (RBC) and omeprazole (0) are effective for 

eradication of {\i Hp.} {\i Hp} resistance to clarithromycin (C) and metronidazole (M) seems 

less important in regimens with RBC than with O, and resistance to tetracycline (T) is rare. This 

randomised, open trial compares three different regimens.  

{ Patients and methods:} Fourteen gastroenterological units included consecutive {\i Hp} +ve 

outpatients. Indication for {\i Hp} eradication was at the doctors discretion. The alternative 

regimens were: 1) RBC 400 mg, C 250 mg, and M 500 mg [RBC-CM], 2) O 20 mg, C 250 mg 

and M 500 mg [O-CM], 3) RBC 400 mg, T 1000 mg and M 500 mg [RBC-TM]. All drugs were 

given twice daily for 7 days. {\i Hp} urea breath test was performed before treatment and more 

than 8 weeks later.  

{ Results:} 397 {\i Hp} +ve patients were included (mean age 58 years [range 18-88], 

male/female: 224/173). 347 patients completed the trial according to the protocol. The table 

shows the eradication rates. \tx1275\tx2280\tx3270\tx4260\tx4920\tx8150\fs4 \ul \tab RBC-CM 

O-CM RBC-TM Statistics Intention to 127/139 107/127 103/131 p = treat (91%) (84%) (79%) 

0.014 Per protocol 120/122 98/109 99/116 p = (98%) (90%) (85%) 0.001
*
 
*
 RBC-CM vs. O-CM: 

p = 0.008 Satisfactory compliance in the RBC-CM, O-CM and RBC-TM groups were 98%, 93% 

and 97% respectively (n.s. [p = 0.09]). There were no significant differences in side effects 

between the three alternatives.  

{ Discussion:} The favourable effect of the RBC-CM regimen might be due to better effect on 

{\i Hp}-resistant strains. 

{ Conclusion:}  In this trial RBC-CM seems to be the preferred regimen. It was the most 

effective one, was well tolerated and patient compliance was good. RBC-TM is an alternative to 

regimens with clarithromycin. }" "HP-ERADICATION: RANITIDINE BISMUTH CITRATE 

VS. OMEPRAZOLE IN TRIPLE BASED REGIMENS FOR ONE WEEK"  
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{ Introduction:} One-week proton pump inhibitor-based triple-therapy is the treatment of choice 

for curing Helicobacter pylori (H. pylori) infection. Shorter regimens have scarcely been 

investigated.  

{ Aim:} To assess the efficacy of a 3-days triple therapy in comparison with a standard 1-week 

lansoprazole based triple therapy.  

{ Patients/Methods:} In this randomised, controlled, prospective trial 60 consecutive H. pylori 

positive patients /pts/ without active peptic ulcer disease, received lansoprazole 30 mg {\i b.i.d,} 

azithromycin 500 mg {\i o.m.} and metronidazole 500 mg {\i b.i.d.} for 3-days after 1 day 

lansoprazole 30 mg pre-treatment (LAM group); or 7 days of triple therapy of lansoprazole 30 

mg {\i b.i.d.,} clarithromycin 500 mg {\i b.i.d.} and metronidazole 500 mg {\i b.i.d.} (LCM 

group). A 13C-UBT was performed 4-6 weeks after completion of therapy.  

{ Results:} 59 pts completed the study, one pt in the LCM group was lost to follow-up. H. pylori 

was eradicated in 66.7% in the LAM group, while in the LCM group the per-protocol cure rate 

was 93.1% and the intention-to-treat cure rate was 90.0% (significantly higher eradication cure-

rate in the LCM group, P = 0.02). After successful eradication dyspeptic symptoms improved in 

both LAM and LCM groups (95% and 100% respectively). Symptom improvement was detected 

in only 20% with failed eradication (LAM group), while no changes were observed in LCM 

group. Significantly lower rate of side effects occurred in LAM group than in LCM group (6.6% 

and 36.6%, respectively, P = 0.03).  

{ Conclusions:} Triple therapy for 3 days was associated with significantly lower eradication 

rate than 1-week triple therapy. Although the short-term triple therapy was associated with 

excellent compliance and lower rate of side-effects, short course of triple therapy should not be 

recommended. }" "EVALUATION OF A SHORT-TERM AND A SEVEN DAYS 

LANSOPRAZOLE BASED TRIPLE THERAPY IN THE TREATMENT OF 

HELICOBACTER PYLORI INFECTION"  
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{ Background:} We have preliminary observation regarding short-term therapy regimens had 

failed in treating H. pylori infection in our population.  

{ Aim:} To investigate the effectiveness of treating H. pylori infection, safety profile and patient 

compliance using three different triple therapies given for 14 days. { Materials & methods:} In 

this prospective open-label study, 87 infected by H. pylori patients with dyspeptic symptoms 

were enrolled. These patients randomized to receive one of the following regimens: (a) 

Ranitidine bismuth citrate 400 mg b.d., amoxycillin 1000 mg b.d., clarithromycin 500 mg b.d. 

[RAC group, n=31]; (b) Omeprazole 20 mg b.d., amoxycillin 1000 mg b.d., clarithromycin 500 

mg b.d. [OAC group, n=24] (c) Omeprazole 20 mg b.d., metronidazole 500 mg t.d.s., 

clarithromycin 500 mg b.d. [OMC group, n=32] (all given for 14 days). The H. pylori status was 

determined by means of histology and rapid urease test at entry of study and 8 weeks after the 

completion of treatment. Side-effects and compliance were assessed after the treatment regimen.  

{ Results:} No patient failed to complete the protocol due to adverse effects. H. pylori cure rates 

for the RAC, OAC, and OMC groups were 61.3%, 66.7% and 62.5%, respectively, using 

intention-to-treat analysis, and 65.5%, 72.7% and 64.5%, respectively, if analysed per protocol. 

There was no statistically significant difference between used regimens. 

{ Conclusion:}  Fourteen-day RAC, OAC, and OMC triple therapy regimens for eradication of 

H. pylori had limited efficacy in our population, and no substantial difference was found between 

the three treatment regimens tested in this study. }" "EFFICACIES OF THREE TRIPLE 

THERAPIES GIVEN FOR 14 DAYS TO TREAT H. PYLORI INFECTION IN TURKISH 

POPULATION"  
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{ Background and aims:} Helicobacter pylori infection can be considered endemic in Saudi 

Arabia. Prevalence rates of around 70% have been reported from different areas. Due to poor 

compliance with drugs, eradication of this infection is sometimes difficult. The aim of this study, 

therefore, is to examine the effectiveness and acceptability of a one-hour treatment modality in 

this environment.  

{ Method:} 16 patients, with Helicobacter infection, had a modified duodenal tube with a 

balloon at its distal end inserted. Under endoscopic view, the balloon was then inflated to prevent 

escape of drugs from the stomach. Clarithromycin mixed with sodium-bicarbonate was injected 

through the upper GIT endoscope into the stomach. The patient then underwent ``rollkur for one 

hour. All patients were treated with proton pump inhibitor for 3 days pre-study. The endoscopy 

and biopsies were repeated six weeks after initial treatment.  

{ Result:} Helicobacter Pylori infection was eradicated in 15 of the 16 patients. 7 out of 11 

duodenal ulcers were healed within the six weeks initial study period. Complications were rare. 

{ Conclusion:}  One hour treatment modality is effective and well-tolerated. The method is time-

consuming however. }" "A TRIAL OF ONE-HOUR TREATMENT OF HELICOBACTER 

PYLORI"  
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H. pylori (HP) eradication therapies based on ranitidine bismuth citrate (RBC) have recently 

been introduced in clinical practice. The aim of this study was to compare the efficacy of 2-week 

vs 4-week regimens with RBC in combination with 2 antibiotics during the 1st week.  

{ Methods:} 104 patients with HP infection (F: 51, M: 53 with mean age 51.5 and range: 22-79 

yrs) were offered 4 eradication regimens: group A (n=27) RBC 400mg bid for 2 weeks plus 

clarithromycin (CLA) 500mg and metronidazole (MET) 500mg bid for one week, group B 

(n=23) RBC 400mg bid for 2 weeks plus HCl-tetracycline (TET) 500mg and MET 500mg bid 

for one week, group C (n=27) RBC 400mg bid for 4 weeks plus CLA 500mg and MET 500mg 

bid for one week and group D (n=27) RBC 400mg bid for 4 weeks plus TET 500mg and MET 

500mg bid for one week. In all patients endoscopy was repeated one month after cessation of 

treatment and eradication was considered successful if both rapid urease test and histology were 

negative.  

{ Results:} HP was eradicated overall in 85/104 pts (81.7% with 95% CIs 74.2%-89.3%) while 

symptoms improved in 72.5%. The 4 groups were comparable with respect to age, gender, 

smoking, alcohol and NSAIDs consumption and peptic ulcer prevalence. HP eradication rates 

were 92.6% (75.7-99), 60.8% (38.5-80.3), 88.9% (70.8-97.6) and 81.5% (61.9-93.7) in groups 

A,B,C, and D, respectively. Eradication rate was significantly lower in group B patients 

compared to groups A,C and D ({\f1 c}{\up6 2} test; p=0.021). There were no significant 

differences between groups concerning ulcer healing, resolution of symptoms and side effects.  

{ Conclusions:} 1) A 2-week regimen with RBC combined with CLA and MET during the 1st 

week is highly efficacious in HP eradication but substitution of CLA with TET reduces efficacy 

significantly. 2) Both 4-week regimens with RBC achieve high eradication rates regardless the 

antibiotics combination used in this study. }" "RANITIDINE BISMUTH CITRATE BASED 

REGIMENS FOR HELICOBACTER PYLORI ERADICATION. WHICH IS THE OPTIMAL 

TREATMENT DURATION AND ANTIBIOTICS COMBINATION?"  
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The aim of this randomized controlled study was to evaluate the efficacy and safety of new triple 

therapy with furazolidone and clarithromycine comparing metronidazole based therapy for H. 

pylori eradication in Russia where metronidazole resistance is about 40%.  

{ Methods:} A randomized, single center study with parallel groups was designed. 90 H. pylori 

positive patients with duodenal ulcer were included in the study. H. pylori infection was 

diagnosed by rapid urease test and cytology (biopsy smears). 45 patients receive 1 week triple 

therapy with omeprazole 20 mg bid, clarithromycine 250 mg bid and furazolidone 200 mg bid 

(OCF group) and 45 patients receive 1 week therapy with omeprazole 20 mg bid, 

clarithromycine 250 mg bid and metronidazole 500 mg bid (OCM group). A second endoscopy, 

including biopsies from antrum and fundus, was performed 6 weeks after the end of therapy for 

the assessment of ulcer healing and H.pylori infection. Eradication was confirmed by histology 

(H&E), cytology (Gram stain) and rapid urease test. Side effects and compliance were monitored 

and recorded by table dairy.  

{ Results:} 85 patients (47 M, 38 F, mean age 36) have completed the study (43 in OCF group & 

23 M, 20 F and 42 in OCM group &24 M, 18 F). 5 patients were excluded from the Per Protocol 

analyses due to lost to follow up. All demographic and endoscopic data were comparable in both 

groups. All patients in both groups tolerated the medications. In all patients duodenal ulcer 

healing was achieved. Eradication rate was 88,4% in OCF group and 73,8% in OCM group. Side 

effects (nausea, mild diarrhea, metallic taste, and abdominal pain) were reported in 11 patients 

OCF group & 25,6% compared with 9 patients OCM group - 21,4%. Only two patients (one 

from each group) reported about serious side effects at the end of the therapy (severe diarrhea). 

{ Conclusion:}  Clarithromycine and omeprazole triple therapy with furazolidone compared with 

metronidazole is an effective regimen for eradication H. pylori, especially in region with high 

rate of metronidazole resistance, in spite of higher rate of side effects. }" "1 WEEK TRIPLE 

THERAPY WITH FURAZOLIDONE VS METRONIDAZOLE IN COMBINATION WITH 

CLARITHROMYCINE FOR ERADICATION OF H.PYLORI IN DUODENAL ULCER 

PATIENTS"  
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{ Background:} Failure of clarithromycin (CLA)-containing regimes for H. pylori (Hp) 

eradication is a common problem in the clinical practice. Quadruple therapy has shown to be a 

good alternative, even in communities where metronidazole (MET) resistance is high.  

{ Aim:} To evaluate the efficacy and tolerability of a one-week therapy with pantoprazole 

(PAN), colloidal bismuth subcitrate (CBS), tetracycline (TET), and MET for H. pylori 

eradication in a large patients sample.  

{ Methods:} 90 Hp positive patients (56 female, median age: 52 years old, range: 22-82), with 

non ulcer dyspepsia (19), previous peptic ulcers (29), active ulcers (12), erosive gastritis (21) and 

reflux disease (GORD) (9), received a one-week treatment with PAN 40 mg b.i.d., MET 500 mg 

t.i.d., and TET 500 mg q.i.d and BIS 120 mg q.i.d.. Hp status was assessed at inclusion by C13 

urea breath test (UBT), histology, culture, and/or serology. Treatment outcome was determined 

in every case by UBT at least four weeks after ending the treatment, and eradication was defined 

by the negativity of this test. Drug tolerability was evaluated at the end of the one-week therapy.  

{ Results:} The eradication rate (ER) was 84.4% (n = 76/90, 95% C.I.: 77-92%) in an intention 

to treat analysis (ITT), and 89.4% (n = 76/85, 95% C.I: 83-96%) in per protocol analysis. The 

side effects were mostly minor, predominantly nausea and diarrhoea, and appeared in 26.4% of 

the patients (23/87, 95% C.I.: 18-35%). Two patients abandoned medication (due to rash and 

nausea), two other patients were lost to follow-up, and one patient violated the protocol.  

{ Summary and Conclusions:} Quadruple therapy eradicated Hp infection in 84% of the patients 

(ITT). Two patients abandoned medication due to side effects. This is a valuable treatment after 

failure of a CLA containing regime. }" "QUADRUPLE THERAPY FOR TREATING H. 

PYLORI INFECTION IN THE DAILY CLINICAL PRACTICE: CONFIRMING PREVIOUS 

RESULTS"  
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{ Background:} The combination of a proton pump inhibitor (PPI), amoxicillin (AMO) and 

clarithromycin (CLA) is probably the most popular regime for the treatment of H. pylori (Hp) 

infection. AMO allergy is not an unusual phenomenon, and replacing the PPI with ranitidine 

bismuth citrate (RBC) lowers the treatment cost. The aim of this study was to evaluate the 

efficacy and tolerability of this amoxicillin-free combination for H. pylori eradication.  

{ Methods:} 64 Hp positive patients (34 female, median age: 47 years old, range: 16-83), with 

non-ulcer dyspepsia (29), previous peptic ulcers (12), active peptic ulcers (3), erosive gastritis 

(17), reflux disease (2) and halitosis (1) were treated orally during one week with two daily doses 

of RBC 400 mg, CLA 500 mg and tetracycline 500 mg. Hp status was assessed at inclusion by 

C13 urea breath test (UBT), histology and/or serology. Treatment outcome was determined in 

every case by UBT at least four weeks after ending the treatment, and eradication was defined by 

the negativity of this test. Tolerability and compliance were evaluated at the end of the one-week 

triple therapy.  

{ Results:} The eradication rate (ER) was 85.9% (n = 55/64, 95% CI: 77-94%) in an intention to 

treat analysis (ITT), and 87.3% (n = 55/63, 95% CI: 79-96%) in per protocol analysis. Only one 

patient abandoned medication due to nausea. Compliance was high, and side effects appeared in 

15.6% of the patients (n = 10/64, 95% CI: 7-25%).  

{ Summary and Conclusions:} Triple therapy with RBC, CLA and TET eradicated H. pylori 

infection in 86% of the patients (ITT). No serious side effects were observed. This cheaper 

association can be recommended as the first line therapy, especially for AMO allergic patients. 
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{ Background:} Once daily dosing (qd) of H. pylori (Hp) therapy may improve tolerability and 

patient compliance, thus improving Hp-eradication rates (Hp-x) in community based medicine, 

where often lower Hp-x were seen as compared to the clinical setting.  

{ Method:} In an ongoing open label, prospective, community based study we are comparing 

different triple therapies only containing drugs, which pharmacological attributes allow a once 

daily dosing. The new `clarithromycin UD, a sustained release formula (500 mg qd) plus 

lansoprazole (30 mg qd) were combined either with tinidazole (2000 mg qd) and applied for 6 

days (group A) or combined with tinidazole (1000 mg qd) given for 7 days (group B).  

{ Results:} 46 European practice patients suffering from Hp-positive ulcer disease and/or 

relapsing erosive gastritis entered the study. Patients data and Hp-x (urease-test, histology, 

culture) per protocol (PP) and per intention to treat (ITT) are listed in the table. 

\tx1455\tx2685\tx3885\tx4590\tx8150\fs4 \ul Once-daily Patients (n) Duration of Hp - x Hp-

eradication age treatment (%) (years) \tab \tab \tab \tab Group A n = 23 87% (PP) 46.4 ± 18.2 6 

days 83% (ITT) Group B n = 23 96% (PP) 50.8 ± 14.0 7 days 96% (ITT) \tab \tab \tab \tab d\fs20 

{ Conclusion:}  `Once - daily triple therapy for 7 days (group B) yields Hp - eradication rates 

comparable to those of the conventional `twice - a - day eradication regimen published in the 

literature. As the patients have to take only three drugs once a day, this new triple therapy 

containing the clarithromycin sustained release formula in combination with finidazole plus 

lansoprazole might overcome compliance problems often seen in community based medicine. }" 

"THE NEW `CLARITHROMYCIN UD IN COMBINATION WITH `TINIDAZOLE AND 

`LANSOPRAZOLE ALLOWS `ONCE- DAILY H. PYLORI ERADICATION THERAPY"  
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{ Aim:} Our objective was to find the effective anti-Helicobacter pylori regimen in 

metronidazole resistant cases.  

{ Methods:} 48 patients who had received Metronidazole-based regimen (Metronidazole 500 

mg, bid; Omeprazole 20 mg, daily; Amoxicillin, 1 gr, bid; and Bismuth subcitrate 240 mg, bid) 

as the first-line therapy for H. pylori infection (diagnosed in upper gastrointestinal endoscopy 

(UGIE) by rapid urease test) and had a positive urea breath test (14 C-UBT) 8 weeks after end of 

treatment, received Furazolidone-based regimen (Furazolidone 200 mg, bid; Omeprazole 20 mg, 

daily; Tetracyclin, 500 mg, bid; and Bismuth subcitrate 240 mg, bid). A second UBT was 

performed 8 weeks after end of second treatment regimen.  

{ Results:} 48 patients (23 males, 25 females) with a mean age of 42.31 ± 14 (SD) were enrolled 

in this study. Endoscopic lesions of these patients were: duodenal ulcer 24 (50%), non-ulcer 

dyspepsia 12 (25%), erosive gastroduodenitis 9 (18.7%), gastric ulcer 2 (4.2%), gastroesophageal 

reflux disease 1 (2.1%). 44 patients (91.7%) were negative on the second UBT. No significant 

side effects were experienced in the Metronidazole-based regimen. Fever and nausea were the 

side effects of the Furazolidone-based regimen. 

{ Conclusion:}  Replacement of Metronidazole by Furazolidone is an effective and cost-effective 

method for H. pylori eradication in resistant cases. More side effects are reported with }" 

"SECOND-LINE ANTI HELICOBACTER PYLORI REGIMEN FOR RESISTANT CASES"  
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{ Background:} There is no gold standard treatment against Helicobacter pylori [HP] 

eradication[E]. It hasnt enough data for the triple therapy[TT] with ranitidin bismuth citrate 

[RBC] and two antibiotics. In present our aim is to evaluate the efficacy of brand-new one-week 

TT (containing RBC, clarithromycin [CLA] and amoxicillin [AMOX] or tinidazole [TIN]) in 

124 HP positive patients [PTS] (45 with active peptic ulcer[PU] and 79 with chronic antral 

gastritis[CG]/ulcer was in their case-history/).  

{ Method:} We tried to use the following drug combinations for treatment (TR) for one week; 

Group RBCCA: RBC 400 mg bid.,CLA 500 mg bid., AMOX 1000 mg bid., Group RBCC250T: 

RBC 400 mg bid.,CLA 250 mg bid., TIN 500 mg bid., Group RBCC500T: RBC 400 mg 

bid.,CLA 500 mg bid., TIN 500 mg bid. In ulcer-PTS 300 mg/day ranitidin TR was applied for 3 

weeks.Upper GI endoscopy was performed with histological, culture and/or rapid urease test 

[RUT] examination prior to and 6 weeks after the E. We assessed healing rate of the PU, 

alteration in the activity of CG, and tolerability of the TR.  

{ Results:} 118[44,35,39] out of 124[46,37,41] PTS completed the trial (drop out:6[2,2,2], male: 

51[20,13,18], aver. age: 50.28[49.07,52.97, 49.24] years, smoker: 53[17,14,22]). Sex PTS 

dropped out (3 of them in consequence of side effects/diarrhoea and abdominal pain/) Complete 

PU healing was confirmed in all (41) ulcer-PTS. HP was eradicated in 104 out of 118 PTS (ITT: 

83,9 %, PP: 88,1%). The detailed results are in RBCCA: ITT/PP 84.88%/88.6%, PU/CG 

92.9%/86.6%, in RBCC250T: ITT/PP 86.5%/91.4%, PU/CG 92.3%/81.8%, in RBCC500T: 

ITT/PP 80.5%/84.6%, PU/CG 78.6%/88%. The drug regimen was very well tolerated (only in 11 

cases [8,9 %] they were side effects: nausea, pyrosis, headache and diarrhoea). 

{ Conclusion:}  All of the one-week TT (cont. RBC) was as effective to eradicate HP as the 

other triple therapies. The short duration and few side effects ensure the compliance of the PTS. 

}" "EFFICACY ONE-WEEK RANITIDINE BISMUTH CITRATE CONTAINING TRIPLE 

THERAPIES FOR ERADICATION OF HELICOBACTER PYLORI"  
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{ Aim:} a) to assess the levels of susceptibility (S) to clarithromycin (C) and amoxicillin (A) of 

strains isolated from patients never treated for Helicobacter pylori (HP) infection; b) to measure 

the impact of resistance (R) and different levels of susceptibility to C on the treatment (tx) 

outcome; c) to detect the MICs value variations for C before and after treatment.  

{ Methods:} over a 20 months period, 360 Hp strains were isolated from consecutive patients 

(M/F=192/168; age range 18-86ys; mean age 51ys). Susceptibility was determined by assessing 

the minimal inhibitory concentrations (MICs) obtained with E-test. Strains were considered C-

resistant and A-resistant if MICs were > 2 and > 4 mg/ml respectively. 116 patients (M/F=73/43; 

age range 20-82 yrs; mean age 51ys) out of 360 Hp positive patients were treated with PPI od + 

A 1 g bd + C 500 mg bd for 7 days and followed-up by endoscopy four weeks after stopping 

treatment. If they were still positive, MICs were determined again.  

{ Results:} all strains were susceptible to A. 57/360 (16%) were C-resistant. MIC50, 75 and 90 

of C were 0.032, 0,094 and 0,5 mg/ml respectively. The overall ratio of eradication in the 116 

patients were 78%. The eradication in relation to the MIC50, 75 and 90 of C were 80%, 78% and 

78% respectively. We were also able to compare the pre and post tx MICs value for 14 strains. 

Pre-tx MICs values of C for S strains that were still S after unsuccessful tx were the same only in 

4 cases. Otherwise 6 strains became R to quite high levels. In the other S strains post-tx MICs 

were increased by 2-5 times.  

{ Conclusions:} 1) The prevalence of C resistance in our area is quite high. 2) Post-tx MICs to 

strains that are still susceptible undergo variations. 3) Pre-tx MICs determination does not enable 

to predict resistant, thus it suggests to do not use the same antimicrobial agent in the further 

treatment, even though strains are still susceptible. }" "PRE AND POST TREATMENT MIC 

LEVELS OF CLARITHROMYCIN AGAINST HELICOBACTER PYLORI. ANY CLINICAL 

ROLE?"  
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{ Introduction:} The effect of H pylori eradication on NUD is controversial. Randomised 

controlled trials (RCTs) have given conflicting results and the two reviews of the literature have 

not included all relevant trials. We have conducted a rigorous systematic review of the literature 

and evaluated the cost-effectiveness of H pylori eradication in NUD.  

{ Methods:} The Cochrane Controlled Trials Register, Medline, EMBASE, CINAHL, AMED, 

and SIGLE electronic databases were searched for RCTs evaluating H pylori eradication 

therapies in NUD. Experts in the field, pharmaceutical companies and journals were contacted 

for information on any unpublished RCTs. A single investigator reviewed papers generated from 

this search according to predefined eligibility and validity criteria. Outcomes were dichotomised 

into dyspepsia minimal/resolved versus same/worse. The meta-analysis was performed on 

STATA (version 6.0) and the results were entered into a Markov model (Tree Age version 3.5) 

that compared H pylori eradication with antacid therapy over a 12-month period. A cost of < 

$120/month free from dyspepsia was considered to be cost-effective.  

{ Results:} Nine trials evaluating 2,541 patients for 3-12 months were eligible for the review. H 

pylori eradication was significantly superior to placebo in treating NUD (relative risk reduction = 

9%; 95% CI = 4% - 14%; p=0.0002) and there was no significant heterogeneity between the 

studies. The number needed to treat to cure one case of dyspepsia = 15 (95% CI = 10- 31). The 

Markov model suggested H pylori eradication cost $90/month free from dyspepsia and this was 

robust to all one and two way sensitivity analyses. 

{ Conclusion:}  H pylori eradication is modestly effective in NUD. Economic models suggest H 

pylori eradication is cost-effective in NUD. Funded by an NHS Health Technology Assessment 

grant }" "A SYSTEMATIC REVIEW AND ECONOMIC ANALYSIS OF THE COST-

EFFECTIVENESS OF H PYLORI ERADICATION THERAPY IN NON-ULCER DYSPEPSIA 

(NUD)"  
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Several studies have shown that the proton pump inhibitors (PPIs) of the benzimidazole type 

(omeprazole, lansoprazole, pantoprazole) exert antibacterial in vitro activity against {\i 

Helicobacter pylori (H. pylori).} However, few in vitro data exist on Rabeprazole, the newest 

PPI.  

The { aim} of this study therefore, was firstly, to compare rabeprazole MICs against {\i H. 

pylori} with those of omeprazole and secondly, to examine whether these MICs were influenced 

by {\i H. pylori} susceptibility or resistance towards commonly used antibiotics for {\i H. pylori} 

eradication such as metromidazole, clarithromycin and amoxycillin.  

{ Material and Methods:} Fifty {\i H. pylori} strains were tested. All strains were recent clinical 

isolates from different patients with chronic gastritis and/or peptic ulcer. In addition one 

reference strain, {\i H. pylori} CCUG38771, was also included in the study. For each component 

examined the MIC{\dn6 50} (the MIC at which 50% of strains were inhibited) and MIC{\dn6 

90} (the MIC at which 90% of strains were inhibited) were determined by agar dilution.  

{ Results:} MICs (\'b5g/mL) for omeprazole were within the range of 32-128 with MIC{\dn6 

50} at 32 and MIC{\dn6 90} at 64. The respective values for rabeprazole were markedly lower 

(range 4-16, MIC{\dn6 50} 4 and MIC{\dn6 90} 16). {\i H. pylori} resistance percentages for 

metromidazole, clarithromycin and amoxycillin were 45%, 9.8% and 0% respectively (E-test). 

Antibiotic resistance did not influence MICs of either PPI tested. 

{ Conclusion:}  Rabeprazole? the newest PPI, is more effective than omeprazole in vitro against 

{\i H. pylori} clinical isolates and this effectiveness is not influenced by {\i H. pylori} resistance 

to commonly used antibiotics for {\i H. pylori} eradication. }" "MICs OF RABEPRAZOLE, A 

RECENTLY DEVELOPED PROTON PUMP INHIBITOR, AND OMEPRAZOLE, AGAINST 

HELICOBACTER PYLORI"  
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Rabeprazole is the latest proton pump inhibitor (PPI). Its strong inhibitory effect on acid 

secretion is well established but more data on the clinical effectiveness and safety are needed.  

{ Aim:} The aim of the present study therefore was to examine these aspects in adult patients 

with erosive reflux esophagitis (RE), as current European and international directions foresee 

monitoring of the safety and effectiveness of new drugs even after their approval and circulation, 

in order to confirm the safety and efficacy profile of the drug. (Post-authorization safety studies).  

{ Material and Methods:} This study was multi-centered and included fifteen hospitals. 

Amelioration of symptoms such as heartburn, regurgitation, dysphagia and retrosternal chest 

pain were the parameters used to study the effectiveness of the drug. The Likert scale from 1 to 5 

(1 = no symptoms, 5 = severe symptoms) was used for comparative evaluation. Each patient was 

asked to note symptoms in a diary on the 1{\up6 st}, 2{\up6 nd}, 3{\up6 rd} and 7{\up6 th} day 

of treatment, whereas programmed endoscopy was performed at the beginning and then on 

completion of the 4{\up6 th} and 8{\up6 th} week after treatment.  

{ Results:} A total of 315 patients were recruited. Of these, 272 were analyzed for drug 

effectiveness and 273 were analyzed for drug safety. The rest of patients were lost to follow-up. 

Significant improvement (p = 0.0001) of all symptoms studied was observed from the first day. 

Headache (2.6%), diarrhoea (1.5%) and nausea (1.5%) were the most frequent side effects 

reported. In 91.2% of cases no ``remarkable side effect was reported. 

{ Conclusion:}  The adverse events reported confirm the safety profile of the product, regarding 

the percentages and events as they are referred to the summary of product characteristics and 

those reported recently in the bibliographic literature. We conclude that Rabeprazole is a new, 

very effective and safe PPI, suitable for widespread use in clinical practice. }" "THE 

EFFECTIVENESS AND SAFETY OF RABEPRAZOLE IN CLINICAL PRACTICE"  
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{ Background and Aim:} Proton pump inhibitors generate fals negativity in breath test results, 

datas with ranitidine are inconsistent. The aim of this study was to evaluate and compare the 

effects of standard dose famotidine and antacid therapy on the {\up6 13}C-urea breath test 

(UBT).  

{ Patients and methods:} A total of 46 Helicobacter pylori (HP) infected dyspeptic pts were 

enrolled, who had not been treated with antisecretory, antibiotic or bismuth compounds 4 weeks 

before the start of the study. Endoscopy with two antral and corpus biopsies was performed at 

inclusion followed with an initial UBT. HP positivity at the enrollement was accepted if both 

histology, rapid urease test and UBT with a 4\'89 DOB cut off value were positive parallely. 

After inclusion the pts randomly received either famotidine (Quamatel) 20 mg bid or antacid 

tablets (5 \'d7 1 tbl Maalox) for 14 days. Repeat UBT-s were performed on the last day of the 

study therapies and additional breath tests were done on the 4-th or 7-th post therapy days if the 

UBT reversed for negative.  

{ Results:} 6 pts in the famotidine group and only 1 patient in the antacid group became UBT 

negative at the 14 day control. Two famotidine treated pts remained UBT negative 7 days after 

treatment cessation. \tx1695\tx2820\tx4035\tx5070\tx5985\tx6900\tx7410\tx8150\fs4 \ul \tab \tab 

\tab \ul UBT DOB (‰) \ulnone \ul UBT positive pts (n) \ulnone Inclusion Day 14 Inclusion Day 

14 Day 17 Day 21 \tab \tab Famotidin (n = 23) 14.9 ± 2.3 12.2 ± 1.8 23 17 21 21 Maalox (n = 

23) 17.5 ± 1.9 17.02 ± 2.4 23 22 / \tab \tab d\fs20  

{ Conclusions:} Famotidine at standard dose generate a decline in UBT results. Famotidine 

needs to be discontinued before urea breath testing. This study was supported by Gedeon Richter 

Ltd. }" "COMPARISON THE EFFECTS OF FAMOTIDINE AND ANTACID THERAPY ON 

13C-UREA BREATH TEST RESULTS"  
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COMPOUND. A DOUBLE-BLIND, RANDOMISED, PLACEBO-CONTROLLED CLINICAL 

STUDY  

Fabrizio Parente, Claudia Cucino, Andrea Anderloni, Guendalina Grandinetti, Massimo 

Sainaghi, Gabriele Bianchi Porro  
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{ Objective:} The emergence of H.pylori strains resistant to antimicrobials has created the need 

for novel therapeutic approaches against this infection. 3sialyllactose sodium salt (3SL) is an 

oligosaccharide that occurs naturally in human and bovine milk and that can inhibit the adhesion 

of H.pylori to human epithelial cells in vitro. Aim of this study was to test whether this 

oligosaccharide can cure or decrease H.pylori colonization in vivo and to determine its safety in 

humans.  

{ Methods:} 71 consecutive dyspeptic patients with H.pylori infection documented by histology 

(antrum and gastric body) and 13C-Urea breath test (UBT) were initially recruited in this study. 

Patients with d UBT values < 15 ppm were excluded, thus reducing the enrollment to 65 

patients. They were given two different dosages of 3SL (10 g or 20 g/day) in 3 daily 

administrations at meals or placebo for four weeks, according to a randomised double-blind 

protocol. Standardized 13C-UBT (using 100 mg of 13C labelled urea) was repeated in all 

patients at fixed intervals during treatment (at the end of week 1, 2 and 4) and 4 weeks after 

treatment withdrawal. Patients compliance and side effects were evaluated at each weekly visit.  

{ Results:} Five patients were excluded from the PP analysis due to violation of the protocol 

(non-compliance, lost to follow-up), whereas 61 patients completed correctly the study: 17 

received 3SL 10 g/day, 22 were treated with 3SL 20 g/day and 21 were given placebo. The three 

treatment groups did not significantly differ as for demographic or clinical patients 

characteristics. No serious adverse events were observed over therapy in all the three groups. No 

patient became UBT negative (< 4 ppm) during or after treatment but UBT values decreased 

significantly during the study period in both treatment groups and placebo. 

\tx2220\tx3585\tx4950\tx5745\tx8150\fs4 \ul UBT values(mean,SD) at: 3SL 10 g/day 3SL 20 

g/day Placebo \tab \tab \tab \tab Baseline 29.7 (13.4) 31.8 (13.2) 31.6 (13.8) Week 1 19.3 (9.5) 

29.2 (12.5) 25.1 (14.3) Week 2 18.7 (9.0) 27.5 (12.4) 21.0 (9.4) Week 4 17.5 (6.9) 24.3 (11.6) 

23.3 (12.6) Week 8 17.6 (6.7) 23.2 (9.3) 21.4 (12.9) \tab \tab \tab \tab d\fs20  

{ Conclusions:} Antiadhesive therapy was safe and well tolerated but did not decrease or cure 

H.pylori colonization in humans. The observed decrease of UBT values could be explained by a 

regression toward the mean effect. }" "TREATMENT OF H.PYLORI INFECTION USING A 

NOVEL ANTIADHESION COMPOUND. A DOUBLE-BLIND, RANDOMISED, PLACEBO-

CONTROLLED CLINICAL STUDY"  
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In our earlier studies we have proved that Helicobacter pylori in-fection disturbs balance 

between oxidative and antioxidative system. The aim of present study was to assess the effect of 

antibacterial treatment on the activity of selected parameters of oxygen metabo-lism in blood. 

Investigations were performed in 40 subjects, aged 22 - 68 years with chronic gastritis and with 

Hp infection. Hp infection was confirmed by urease test and histological examination. The 

intensity of infection was estimated with U13 breath test (by FANci 2 analyzator - Olympus), 

introducing very own 4 - level scale. The studies were carried out in persons with advanced Hp 

infection - III and IV grade. The control group comprised 20 healthy subjects, aged 28 - 52 years. 

Before and 6 weeks after Hp eradication (7-days treatment with 

omeprazol+clarithromycin+metronidazol) in each patient the folowing parameters were 

determined in blood: - superoxide dismutase activity (SOD) by Randox test; - glutathione 

peroxidase activity (Gpx) by Paglia and Valentine method;- malonic dialdehyde concentration 

(MDA) by Bioxytech LPO-586 test;- total plasma antioxidative activity (TAA) by Randox test. 

The results are presented in the table. \tx1335\tx3330\tx4950\tx6045\tx8150\fs4 \ul Control 

group (n = 20) \ul Hp - infected (n = 40) \ulnone Before treatment After treatment \tab \tab \tab 

\tab SOD (U/gHb) 1573 ± 97 1304 ± 81 1629 ± 84 Gpx (U/gHb) 66.01 ± 6.05 27.90 ± 5.23 73.85 

± 5.12 MDA (nmol/l) 1.99 ± 0.31 3.97 ± 0.27 2.23 ± 0.28 TAA (nmol/l) 1.33 ± 0.087 0.94 ± 

0.086 1.17 ± 0.063 \tab \tab \tab \tab d\fs20  

{ Conclusions:} 1/The Hp eradication effects on increase of antioxidant enzymes activity (SOD, 

Gpx) and decrease of MDA concentration in blood, 2/Total plasma antioxidative activity (TAA) 

after Hp era-dication is lower in relation to healthy subjects, 3/The above obser-vations explain 

the usefulness of antioxidative drugs administration in order to the TTA activity increase in 

patients after Hp infection. }" "EFFECT OF ANTIBACTERIAL TREATMENT ON OXYGEN 

METABOLISM IN BLOOD IN HELICOBACTER PYLORI-INFECTED PATIENTS"  
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{ Background/Aims:} Hemoglobin Index (IHb) shows hemoglobin concentration of gastric 

mucous membrane, especially in Foveola. IHb is a useful tool for endoscopic diagnosis of 

H.pylori. The study aim is to clarify the relationship between IHb value and pathological 

findings.  

{ Methods:} IHb and pathological findings were compared before and after eradication of 

H.pylori in 15 cases. In addition to Updated Sydney System, the number of neutrophils, 

plasmacytes and red blood cells were counted and the grade of congestion was estimated in both 

foveola and gland of the same area.  

{ Results:} IHb and the number of neutrophils, plasmacytes and red blood cells, and the grade of 

congestion were significantly decreased after eradication of H.pylori (P<0.01). IHb had a 

significant correlation with the number of red blood cells (r=0.89, p<0.001). Foveola had a 

stronger correlation with IHb than gland (r=0.88 vs. 0.58, p=0.01 vs. 0.05). IHb had a good 

correlation with not only the number of red blood cells, but also the number of neutrophils and 

plasmacytes (P<0.05). 

{ Conclusion:}  IHb is considered as a good indicator of the activity of H.pylori infection. It is 

possible to conjecture the improvement of pathological findings by using IHb after eradication of 

H.pylori. }" "THE COMPARISON BETWEEN PATHOLOGICAL AND ENDOSCOPIC 

FINDINGS BEFORE AND AFTER ERADICATION OF H.PYLORI"  
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{ Objectives:} to assess the efficacy and safety of the intravenous proton pumps inhibitors (PPI 

i.v.) in the regimen of H.pylori eradication therapy.  

{ Methods:} 20 patients (11M, 9F, mean age 36,9, range 17-54) with H.p.-positive 

uncomplicated peptic gastric (5) and duodenal (15) ulcers were treated with oneweek triple 

eradication therapy. The patients were randomized in two groups with different therapy 

regimens: 1) omeprazole (Losec) 40 mg i.v. oid, clarithromycin 0,5 bid, amoxicillin 1,0 bid - I gr 

(10 pts); 2) omeprazole (Losec) 20 mg bid per os, clarithromycin 0,5 bid, amoxicillin 1,0 bid - II 

gr (10 pts). The efficacy of treatment was assessed by clinical data, endoscopy and 13C-urease 

laser breath test.  

{ Results:} the eradication rate in I gr was 100%, in II gr - 90%, difference was not significant 

(p>0,05). The pain relief was observed at the second day of treatment in I gr and at the fourth 

day in II gr. The healing time of ulcers was at 5 days less in I gr than in II gr. There were no side 

effects of treatment in both groups. \tx1530\tx2730\tx3810\tx8150\fs4 \ul \tab \tab \tab \tab PPI 

i.v.- I gr PPI per os -II gr \tab \tab \tab Eradication rate 100% 90% Pain relief 2 days 4 days 

Healing time 9 days 14 days Side effects - - \tab \tab \tab d\fs20 

{ Conclusion:}  the use of the PPI i.v. (Losec) is safe and effective for H.pylori-eradication and 

can be recommended for treatment the patients with uncomplicated peptic ulcers and dominant 

pain syndrome. Funded in part by ``Astra Zeneca. }" "THE INTRAVENOUS PROTON PUMPS 

INHIBITORS IN THE TREATMENT OF H. PYLORI INFECTION"  
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{ Background:} Anti-{\i H. pylori} (HP) therapies carry high incidence of antibiotic-related mild 

side effects. Antibiotics suppress normal bowel flora often provoking gastrointestinal (GI) 

symptoms, inducing treatment interruption. Probiotics are live microbial products which may 

replenish suppressed bacteria, thus inhibiting bacterial overgrowth.  

{ Purpose:} To evaluate usefulness of the probiotic {\i Lactobacillus GG} (LGG) in preventing 

or lowering incidence of antibiotic-associated GI side effects in course of anti-HP therapy.  

{ Methods:} Sixty HP-positive asymptomatic volunteers randomly assigned to 7-days 

Rabeprazole 20 mg bid, Clarithromycin 500 mg bid, Tinidazole 500 mg bid and LGG for 14 

days starting from the first day of treatment (Group 1: 30 subjects), or to the same regimen 

supplemented with placebo, (Group 2: 30 subjects). GI side effects (belching, bloating, nausea, 

vomiting, halitosis, dysgeusia, abdominal pain, diarrhea, constipation) were assessed using 

validated diary cards, with symptoms recorded for 4 weeks from the beginning of therapy.  

{ Results:} In both groups considerable incidence of GI side effects was recorded. 

Supplementation of LGG significantly reduced incidence of some side effects with respect to 

Group 1. Diarrhea resulted reduced in group 1 during 1{\up6 st} and 2{\up6 nd} week, taste 

disturbance was reduced during 1{\up6 st} week and nausea was lower during 1{\up6 st} week 

with respect to placebo group.  

{ Conclusions:} LGG supplementation was significantly associated with lower incidence of 

some of the GI side effects common during anti-HP therapy compared to placebo. 

Supplementation with probiotics might improve patients compliance and treatment outcome. }" 

"LACTOBACILLUS GG SUPPLEMENTATION IN ANTI-H. PYLORI THERAPY-RELATED 

SIDE EFFECTS: A RANDOMIZED PLACEBO-CONTROLLED STUDY"  
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The modern protocols of antimicrobial drugs application do not provide good enough effect of 

Helicobacter pylori (HP) eradication and create selective conditions for Candida spp (CS) 

persistence in the stomach which in its turn reduces HP sensitivity to antibiotics. We have found 

out high activity of nitroxaline in vitro directed to HP and CS, isolated from the stomach of 

patients with ulcerous disease.  

{ The objectives of the study:} to determine nitroxaline effectiveness when treating ulcerous 

disease associated with HP and CS. Twenty eight patients with ulcerous disease of the duodenum 

and HP and CS in the stomach were examined. They were divided into 2 groups. Group 1: 

Pantoprazole (controlok) 40 mg/day, nitroxaline 1000 mg qtd during 10 days (PN). Group 2: 

Pantoprazole and metronidazole, amoxicillin (PMA). After the course of treatment the PN group 

showed HP eradication in 13(92,9%) patients CS was not found in any patients. The PMA group 

showed HP eradication in 10(71,4%) patients. CS was found in all the patients, its amount in the 

stomach being significantly greater. Thus, nitroxaline renders a marked antimicrobial action both 

on HP and CS that demonstrates the expedience of its further study as a prospective eradicative 

agent in helicobacteriosis associated with CS. }" "A DOUBLE BLOW ON THE 

ASSOCIATION OF HELICOBACTER PYLORI AND CANDIDA SPP IN ULCEROUS 

DISEASE"  
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{ Introduction:} There are very few publications on the difference in eradication rate of 

Helicobacter pylori (HP) in different age groups. Couple of them have demonstrated a better 

result in the elderly than in the younger.  

{ Patients and method:} We treated 344 HP positive patients (PTS) in 1994-98 with various 

(mainly triple) therapeutic protocols under strict rules of good clinical practice. 58 PTS were 60 

years old or over (17%). We administered 9 different protocols. Into the different protocol 

groups 29-45 PTS were enrolled respectively and 4-10 PTS in each were at age 60 or over. The 

content of protocols were: bismuth + antibiotics + metronidazole or proton pump inhibitor + 2 

antibiotics or ranitidin bismuth citrate + 2 antibiotics or proton pump inhibitor + bismuth + 2 

antibiotics.  

{ Results:} The therapy was efficient 67,4% in the age group under 60, in 84,5% in the age 

group of 60 or over (in 4 protocols: 100%). It means a significant difference (p<0,001). 

{ Conclusion:}  Although in general the infections can be treated with worse result in the elderly, 

the HP infection is better treatable. The causes can be: 1., better penetration of the drug into the 

atrophicant mucosa. 2., higher bioavailability. 3., better compliance. On the basis of these results 

the Maastricht recommendations must be taken into consideration even in the elderly as the HP 

eradication is precondition for a durable healing. }" "ERADICATION RATE OF 

HELICOBACTER PYLORI IS HIGHER IN THE ELDERLY"  
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Ursodeoxycholic acid (UDCA) is recommended for reflux gastritis treatment but its efficiency 

for H.P. eradication is discussed. This study tested, the efficacy of omeprazole, colloid bismuth 

and UDCA combination for H.P. infection treatment in ulcer disease patients with 

duodenogastric reflux (DGR) and benefits of this regimen for the patients without DGR. 22 

patients (18 M, 4 F, mean age 41.9 years) with peptic duodenal ulcer observed. 11 patients of 

them had DGR confirmed by endoscopy, 24-hours pH-metry and histologically (reflux gastritis 

picture). H.P. status was estimated by positive rapid, urease test and culture. Patients with DGR 

composed the 1st group, the others respected to the 2nd group. All patients took omeprazole (20 

mg bid), colloid bismuth (Bismofalk, 300 mg tid) for 10 days and UDCA (Ursofalk, 250 mg bid) 

for 30 days. Repead endoscopy was performed at least 28 days after the last dose of the 

eradication regimen. H.P. was considered eradicated when culture and rapid urease test were 

negative. There were 10 H.P. negative patients in every group and 1 positive. So, triple therapy 

with omeprazole, colloid bismuth and UDCA achived an eradication rate of approximately 90% 

both in ulcer disease patients with DGR and without it. This regimen may be also recommended 

for antibiotic resistance cases. }" "H. PYLORI ERADICATION IN PEPTIC ULCER 

PATIENTS WITH DUODENOGASTRIC REFLUX WITH URSODEOXYCHOLIC ACID 

INCLUDING THERAPHY"  
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Duodenal ulcer (DU) recurrence is a frequently encountered problem in DU disease. Ulcer 

recurrence is related to factors such as quality of mucosal healing, degree of mucosal 

inflammation and scar formation in the healing tissue. Helicobacter pylori (Hp) infection is 

reported to have a role in poor ulcer healing. The aim of this study was to evaluate the 

differences in ulcer healing rates and the quality of histopathologic healing and to investigate the 

effects of Hp eradication on the quality of ulcer healing, in two groups of Hp (+) DU patients. In 

Hp eradication group (group E) (n=23, omeprazole 20 mg. daily for 4 weeks + clarithromycine 

500 mg bid for 10 days + amoxycilline 1 gr bid for 10 days) and omeprazole-only group (group 

O) (n=23, omeprazole 20 mg. daily for 4 weeks), the quality of the ulcer scar formed was 

evaluated using a semi-quantitative scale with the following parameters: histologic maturity of 

epithelial cells, pattern of connective tissue, severity of inflammation, activity of inflammation. 

There were no differences in the rates of ulcer healing and scar tissue formation in both groups 

(p 0.05). Hp eradication rate was significantly higher in group E (23/23) than in group O (3/23) 

(p 0.05). Total scores of ulcer scar tissue were lower in group E (126 points) than in group O 

(178 points) (p 0.05). In addition, each score for every parameters of the semi-quantitative scale 

for ulcer scar tissue were lower in group E than in group O (p 0.05). There were differences (but 

not statistically significant) between endoscopic and histopathologic healing rates in both groups. 

6 of 15 patients with complete endoscopic healing in group O and 5 of 18 patients with complete 

endoscopic healing in group E was found to have poor histopathological healing. In conclusion 

our findings reveal that Hp infection is one of the causes of poor histopathologic healing in DU 

disease and that the quality of ulcer healing is better in patients who were given Hp eradication 

treatment. }" "EFFECT OF ERADICATION OF HELICOBACTER PYLORI ON THE 

QUALITY OF DUODENAL ULCER HEALING"  
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We examined in this study that whether proton pump inhibitors enhance effects of antibiotics on 

H.Pylori. The study was executed with 90 patients (67 males, 23 females) who had H.Pylori 

positive antral gastritis in three different patient groups. The first group (antibiotic group) was 

treated with amoxyciline (1 gr b.i.d. for 10 days) and clarithromycine (500 mg b.i.d. for 10 days); 

the second group (antibiotic plus omeprazole group) was given omeprazole (20 mg daily for 14 

days) in addition to the same drugs; and the third group (antibiotic plus lansoprazole group) was 

given lansoprazole (30 mg/daily for 14 days) in addition to the same antibiotics. When the 

patients were reevaluated a month after the completion of the treatment, activity of gastritis was 

stopped in 12 (40 %) patients and H.Pylori was negative in 14 (46.6 %) patients in the first 

group. In the second group improvement of gastritis was observed in 23 (76.6 %) patients and 

H.Pylori was negative in 26 (86.6 %) patients. In the third group these numbers were 25 (83.3 %) 

and 28 (93.3 %), respectively. No statistically significant difference was observed between the 

omeprazole and lansoprazole treated groups in the aspects of both improvement of gastritis and 

H.Pylori eradication (p>0.05), but in lansoprazole group both improvement of gastritis and 

H.Pylori eradication rates were higher, although there was no statistically significant difference. 

When these two groups were compared to the antibotic group, the difference was found to be 

significant on both aspects (improvement in the activity of gastritis and H.Pylori eradication) 

(p<0.05). We conclude that, proton pump inhibitors enhance the effects of antibiotics used in the 

treatment of H.Pylori infection; that the rates of improvement in the activity of gastritis and 

H.Pylori eradication correlate in patients given combination therapy, and that there is no 

significant difference on these aspects, between the two proton pump inhibitors available in our 

country. }" "DO PROTON PUMP INHIBITORS ENHANCE THE EFFECTS OF 

ANTIBIOTICS ON HELICOBACTER PYLORI?"  
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{ Background.} Helicobacter pylori (HP) has been suggested to be an independent risk factor for 

ischaemic heart disease through the activation of clotting system following chronic 

inflammation. Among proinflammatory citokines, tumor necrosis factor-alpha (TNF-a) has been 

previously demonstrated to activate the clotting system in humans.  

{ Aims} To investigate (i) if there is a difference between the circulating levels of prothrombin 

fragment 1+2 (F1+2), a marker of thrombin generation, in pts with chronic gastritis according to 

HP status; (ii) the relationship between TNF-a circulating levels and F1+2; (iii) if HP eradication 

modifies the clotting system activation.  

{ Pts&Methods.} Thirty-one patients, 22 HP-positive and 9 HP-negative, were enrolled in the 

study. Gastritis and HP status were assessed on 2 antral and 2 fundic biopsies (H/E and Giemsa 

staining) in all patients. HP-positive pts were treated with a standard triple therapy and HP 

eradication was evaluated after 2 months. A 15 ml of resting venous blood sample was taken to 

analyse F1+2 (ELISA assay, Enzygnost F1+2, Behringwerke, Marburg, Germany) and TNF-a 

levels (EIA assay, Biokine TNF-a kit, T Cell Diagnostic Inc., Cambridge USA) at entry, and 

after 2 and 6 months from HP eradication.  

{ Results.} Pts with HP-positive gastritis showed F1+2 values and TNF-a plasma levels 

significantly (p<0.05) higher than pts with HP-negative gastritis. A statistically significant 

relationship was found between F1+2 values and TNF-a plasma levels in pts with HP-positive 

gastritis (rho=0.88, p<0.001) but not in patients with HP-negative gastritis. In 16 HP-eradicated 

pts a significant decrease of F1+2 values and TNF-a plasma levels was observed, while no 

significant change was found in 6 pts with persistent HP infection. At 6 months control, 10 out of 

16 HP eradicated pts showed a further decrease of F1+2 values and TNF-a plasma levels, which 

were similar to those observed in pts with HP-negative gastritis at entry.  

{ Conclusions.} The present study shows a close relationship between F1 + 2 values and TNF-a 

and HP infection. This finding suggests that HP may represent a trigger for clotting system 

activation through a persistent inflammatory stimulation. The significant reduction of F1 + 2 

values and TNF-a plasma levels after HP eradication suggests that the cure of HP in infected pts 

may reduce the risk of cardiovascular events. }" "INCREASED THROMBIN GENERATION 

IN PATIENTS WITH CHRONIC GASTRITIS AND HELICOBACTER PYLORI 

INFECTION"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.423#" " Abstract: P.423 0 Citation: Gut 2000; 47(Suppl III): 

A133 FAMILY TREATMENT OF GASTROINTESTINAL DISORDERS ASSOCIATED 

WITH H.PYLORI INFECTION  

Peter Shcherbakov
1
, Natalia Petrova

1
, Vyacheslav Filin

1
, Yury Belousov

1
, Peter Tatrinov

1
, 

Larissa Koudriavtseva{\up6 2}  

\i 
1
 Russian State Medical University, Moscow, Russia; {\up6 2} Central Clinical Hospital of the 

General Management Department of the President of the Russian Feder., Moscow, Russia  

Purpose is to define the effect of roxithromycine in the treatment of ulcer disease and upper 

gastrointestinal disorders in children and adults living in one family.  

{ Methods:} The study included 19 families: 19 sick children with complaints of abdominal pain, 

24 sibs - 43 children (28 boys and 15 girls aged from 8 to 15) and 24 adults (13 men and 11 

women, the mean age - 38,4 years). They all were investigated by endoscopy, histology and 

microbiology. 24 siblings of the sick children as well as their parents were offered a serology 

test.  

{ Results:} 12 children were found to have duodenal ulcer, 7 had acute gastritis. Serology, 

histology or microbiology showed that all of the children and all family members were H.pylori 

positive. Either endoscopy showed that 5 siblings and 14 adults had duodenal ulcer. Other family 

members had symptoms of gastritis. In vitro sensibility to roxithromycine was 100%. 30,6% of 

the patients were resistant to metronidazole. All patients were randomized divided in two groups. 

The 7 days-therapy of patients and family members included: metronidazole 500mg b.d., 

omeprazole 10mg (for children under 8) and 20mg (for adults and older children) - b.d. if the 

patient had ulcer and o.d. if the patient had gastritis and roxithromycine 100mg b.d.(for children 

under 10) and 150mg b.d. (for adults and older children) - I group or amoxycilline (500 mg b.d.) 

- II group. After 7 days all ulcers were cicatrized. The control examination after 6 weeks of 

therapy showed eradication H.pylori in 83% adults and 87% children of I group, and in 53,1% 

adults and 68,3% children of II group.  

{ Conclusions:} Gastrointestinal disorders associated with H.pylori have familial character. For 

successful eradication of H.pylori all family members of the patient should undergo treatment. 

Therapy with roxithromycine showed high efficiency in treatment of duodenal ulcers and 

gastritis associated with H.pylori infection both in children and in adults. }" "FAMILY 

TREATMENT OF GASTROINTESTINAL DISORDERS ASSOCIATED WITH H.PYLORI 

INFECTION"  
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{ Objective:} The ideal second-line therapy after multiple {\i Helicobacter pylori (H. pylori)} 

eradication failed attempts, remains elusive. Rifabutin (Micobutin [Pharmacia. Columbus, OH]), 

a derivate of rifamicin S, is a commonly used drug for treatment of mycobacterial diseases. Its 

antibacterial activity against organisms other than mycobacteria has been demonstrated. In 

particular, Rifabutin seems to be very effective when tested {\i in vitro} against {\i H. pylori,} 

ranging its MIC from 0.04 to 0.03 mg/L. Very recent works showed that Rifabutin, in 

combination with proton pump inhibitors and amoxycillin is a very effective and well tolerated 

regimen in patients who failed standard eradication treatments. Aim was to verify Rifabutin 

efficacy and tolerability in eradicating {\i H. pylori} infection in patients who remained positive 

after three or more courses of 7-days triple or quadruple therapies.  

{ Methods:} Ten patients were submitted for ten days to the following regimen: omeprazole (20 

mg/bid), amoxycillin (1 gr bid), Rifabutin (300 mg/die). Each patient was given a daily 

questionnaire, in order to record side effects arising during eradication regimen. Eradication was 

assessed by C{\up6 13}-urea breath test four weeks after the end of therapy.  

{ Results:} Nine out of ten patients completed the therapy. Eradication was successful in 77% of 

patients (7/9) by Per Protocol analysis and 70% by Intention To Treat analysis (7/10). 

Gastrointestinal adverse symptoms occurred in 70% of patient, all mild or moderate. One patient 

withdrew for the arising of fever with a severe leukopenia and trombocytopenia that continued 

for 15 days after discontinuation of Rifabutin. His absolute WBC count fell below 

1500/mm{\up6 3}, and his platelet count fell below 100000/mm{\up6 3} at day 7.  

{ Conclusions:} Rifabutin seems to be very effective to eradicate multiple resistant patients, 

nevertheless physicians should be aware of the risk of major side effects arising during a 

rifabutin-based eradication regimen. Important drug interactions with commonly used antibiotics 

can also be speculated. Moreover, since the Italian Ministry of Health and the FDA indications 

for the use of Rifabutin, are restricted to prevention or cure of {\i Mycobacterium avium} 

complex disease in HIV infected patients, a usage of this drug out of this indications remains 

questionable. }" "SEVERE NEUTROPENIA AND TROMBOCYTOPENIA DURING A 

RIFABUTIN-BASED RESCUE THERAPY FOR H.PYLORI INFECTION"  
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\i Baku, Azerbaijan  

At present Helicobacter Pylori (Hp) infection seems to be the major cause of peptic ulcer disease. 

Therefore, antibacterial preparations make up the main cure of the Hp-positive patients (pts) who 

suffer from peptic ulcer. However, little information is available in literature on the incidence of 

recurrences of peptic ulcer disease after successful eradication cure. The objective of the present 

study was the evaluation of the effect of eradication of Hp on the incidence of recurrences of 

duodenal ulcer (DU). 53 Hp-positive pts with DU were observed. All the pts were subjected to 

complex therapy (proton pump inhibitor, clarithromycin, amoxicillin). After successful 

eradication and healing of DU the pts were under study during 3 years. Every 6-8 months the pts 

were subjected to endoscopic analyses and Hp tests. During this period NSAIDs were not taken 

by the pts.  

{ Results:} The recurrences of DU were observed in 3.8%, 7.5% and 13.2% of the pts during the 

first, the second year and after 3 year term, respectively. Recurring Hp infection was observed in 

1.9% of the pts after one-year term, in 1.9% of the pts after two-year term and in 5.7% of the pts 

after three-year term. The recurrence of DU was not associated with recurring infection. It was 

observed that most recurrences of the disease are due to the stress (38.5%), while 15.4% of the 

pts with the recurrence of the DU were smokers. 

{ Conclusion:}  Regardless of the successful Hp eradication therapy the recurrences of DU were 

observed in 24.5% of the pts during 3 years. These facts suggest that Hp infection may not be 

always causative for the peptic ulcer disease. }" "THE TREATMENT OF HELICOBACTER 

PYLORI INFECTION AND RECURRENCES OF DUODENAL ULCER: 3-YEAR-LONG 

STUDIES"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.427#" " Abstract: P.427 0 Citation: Gut 2000; 47(Suppl III): 

A134 STRUCTURAL ASSESSMENT OF THE GASTRIC MUCOSA AND HELICOBACTER 

PYLORI ERADICATION BY A NEW STAINING METHOD  

Ovidiu Fratila, Constantin Craciun, Simona Fratila, Augustin Lenghel, Amelita Tirnaveanu  

\i University of Oradea, Oradea, Romania  

{ Aim:} To evidence by histological examination the efficacy of a drug triple therapy on the 

Helicobacter pylori (HP) infected gastric mucosa.  

{ Methods:} Two antral biopsies were taken from 56 HP infected patients (36-peptic ulcer, 20-

gastritis) during endoscopy. After fixing in Schaffers solution and embedding in paraffin wax, 

thin sections (6 mm) were cut and stained with a personal variant of the Romanowsky stain, 

which allows the simultaneous visualization of HP and the gastric morphology (according to the 

Sydney System). All patients received triple therapy for ten days, as follows: 

Losec\'e1(omeprazole) 2x20 mg/day, amoxycillin 3x500 mg/day and metronidazole 3x 250 

mg/day. New specimens were taken 4 weeks after treatment, while performing gastroscopy 

control for assessment of therapeutic success. All slides were examined by light microscopy (X 

1650). Statistical significance (p<0.05) was assessed by Students test and Wilcoxon Matched 

Pairs test.  

{ Results:} Our triple therapy ameliorated significantly: the grade of HP infection (p < 

0.000001), the activity of gastritis - revealed by the neutrophilic infiltrate reduction (p < 0.0001), 

the inflammation due the mononuclear cells and the glandular atrophy (p < 0.05). In contrary, the 

intestinal metaplasia was not influenced by the treatment (p > 0.05). The global histological 

improvement was high significant (p < 0.000000001). Confirmation of HP eradication is very 

well done by our histopathologic exam of posttreatment biopsy specimens.  

{ Conclusions:} The HP eradication achieves the rehabilitation of the histological changes 

typical for chronic gastritis, indicating a critical role of HP in inducing and maintaining of the 

gastric inflammation. Our staining method is very cheap and rapid and, in order to affirm 

bacterial removal, this histological examination should be always considered. }" 
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{ Background:} There are many drug regimens of H.p. eradication. Several studies try to 

compare the efficacy and safety of these regimens.  

{ Aim:} To show the effectiveness and safety of the three ten-days triple drug regimens in 

H.pylori eradication.  

{ Methods:} 134 outpatients, 63 men and 71 women, aged 18-75 years, were subjected to 

endoscopy for upper gastrointestinal symptoms. The presence of H.p. infection was estimated by 

CLO test and histological examination (modified Giemsa stain, H-E). All patients were assigned 

to three different triple-drug regimens of H.p. eradication by simple blind haphazard 

randomization; amoxycillin 1gr bid, clarithromycin 500 mg bid and omeprazole 20 mg bid(group 

A: 40 patients) or lansoprazole 30 mg bid(group B:34 patients) or salt ranitidine-bismouth 400 

mg bid(group C:29 patients)were given for ten days. The 1st follow up was done after 60-70 

days.  

{ Results:} 103 patients were checked again up to now matched to age, sex, alcohol reception 

and smoking. H.p. eradication was achieved in group A in 31 pts (77,5%), in group B in 23 pts 

(67,6%) and in group C in 22 pts (75,8%). Side effects (epigastric pain, diarrhea, vomiting etc) 

were observed in 3 pts of group A, in 2 pts of group B and in 6 pts of group C. In group A, 1 of 

the pt stopped therapy on the 9th day but H.p. was eradicated while the other 2 pts continued 

therapy. In group B, 1 of the pt stopped therapy on the 7th day but H.p. was eradicated while the 

other pt continued therapy. In group C, 2 of them continued therapy, 2 were given another 

regimen of H.p. eradication, 1 stopped therapy on the 7th day but H.p. was eradicated and 1 pt 

withdrew due to side effects.  

{ Conclusions:} From the forerunning results of our study, the giving of the three triple regimens 

of H.pylori eradication is satisfactory in confronting the infection of H.p.. Perhaps, the side 

effects of group C in comparison with the other two groups constitute a cautions factor in 

providing the drug regimen. }" "EFFICACY AND SAFETY OF THREE TRIPLE-DRUG 

REGIMENS IN H.PYLORI ERADICATION - FORERUNNING ANNOUNCEMENT"  
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{ Aim:} To determine whether eradication of {\i Helicobacter pylori (Hp)} is enough or is the 

following proton pump inhibitor (PPI) needed in patients with {\i Hp} infection and peptic ulcer. 

115 patients with {\i Hp} positive peptic ulcer were randomly allocated to one of four treatment 

groups. Endoscopic assessment including biopsies and rapid urease test were done at 0, 8 and 52 

weeks (wk). Serum samples were studied for {\i Hp} IgG and IgA antibodies at 0 and 52 wk. 

The endpoints were initial ulcer healing and ulcer relapse during 52 wk. 

\tx4035\tx5070\tx5490\tx8150  

Table 1. Treatment groups 1 (n = 28), 2 (n = 30), 3 (n = 27) and 4 (n = 30) \tab \tab \tab Group 

Treatment 0-2 3-4 wk ER \tab \tab \tab 1. La 60 od + CBS 120 qd + Te 500 qd + Me 400 td pl od 

93% 2. La 60 od + Am 1000 bd + pl td + pl qd pl od 83% 3. La 60 od + Am 1000 bd + Cl 500 td 

+ pl qd pl od 100% 4. La 60 od + pl td + pl qd + pl qd La 30 od 0%
*
 \tab \tab \tab La = 

lanzopratzole, CBS = colloid bismuth subcitrate, Te = tetracycline, Am = amoxicillin, Me = 

metronidatzole, Cl = claritromycin, pl = placebo. ER = eradication rate. 
*
 p < 0.001 comp \i 

Hp\i0 neg. \tx855\tx2220\tx3570\tx4620\tx8150 Table 2. Results after 8 (n = 112) wk and during 

52 (n = 106) wk. \tab \tab \tab \tab \ul Peptic ulcer \ulnone \i Hp\i0 positive n \i Hp\i0 negative n 

\tab \tab \tab \tab 8 wk Ulcer healed 30/36 (83%) 76/76 (100%)
*
 52 wk Ulcer relapse 8/34 (24%) 

3{\up6 f} /72 (4%)
*
 \tab \tab \tab \tab 

*
 p < 0.001 compared to \i Hp\i0 positive. {\up6 f} All used 

NSAID. Independent risk factors for the ulcer healing were {\i Hp} (p < 0.001), size of the 

primary ulcer (p < 0.05) and the use of NSAID (p < 0.05) and for the ulcer relapse were {\i Hp} 

(p < 0.01) and the use of ASA (p < 0.05). 

{ Conclusion:}  {\i Hp} eradication treatment is sufficient and the following PPI medication is 

not needed in peptic ulcer patients, who have {\i Hp} infection and are not using ASA or 

NSAID. }" "SAFETY OF PEPTIC ULCER TREATMENT WITH ONLY HELICOBACTER 

PYLORI ERADICATION WITHOUT THE FOLLOWING PROTON PUMP INHIBITOR 

TREATMENT"  
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{ Objective:} To compare prevalence of Gallstone Disease (GSD) in women with disorders of 

carbohydrate metabolism (DCM) and among all women urban Siberian population.  

{ Methods:} The representative sample of 870 women aged 25-64 (Novosibirsk residents) have 

been surveyed in 1994-1995 in the frame of WHO MONICA Program. The response made 73% 

of those invited. In the 30% subgroup (266 women, equally in each of the four age decades) was 

made standard oral glucose tolerance test for exposing of DCM, test results was estimated by 

WHO criteria (1985).  

{ Results:} with all-round sonographic examination of 870 women GSD prevalence was 10,5%. 

In 266 women GSD was detected in 32 persons (12%) and in the same subgroup DCM was 

found in 59 persons (DCM prevalence was 22%): no persons with insulin-dependent Diabetes 

Mellitus (IDDM), 11 persons with NIDDM (4,1%) and 48 persons with Impaired Glucose 

Tolerance (18,1%). In 12 women GSD was accompanied with DCM, which was 4,5% from all 

subgroup, and 20,3% from all women with DCM, OR=2,39 (95% CI 1,1-5,2). For women with 

DCM risk of detecting GSD was 1,9 (95% CI 1,1-3,1). The relationship of DCM with GSD 

remained highly significant after adjustment for body mass index (OR=2,32, 95% CI 1,02-5,2) 

and for accompanied Coronary Heart Disease (OR=2,31, 95% CI 1,05-5,1), but insignificant for 

age (OR=2,0, 95% CI 0,9-4,5) and for blood serum triglyceride level (OR-1,92, 95% CI 0,8-4,4). 

{ Conclusion:}  in women urban Siberian population aged 25-64 with DCM, GSD occurs in 2 

times oftener comparing with women the same age without DCM. We support, that DCM is one 

of the possible risk factors of GSD in urban Siberian women. }" "DISORDERS OF 

CARBOHYDRATE METABOLISM AS RISK FACTOR FOR GALLSTONE DISEASE IN 

WOMEN"  
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{ Background:} The aim of this study was to assess diabetes mellitus involvement (a 

controversial risk factor) in gallstone pathogenesis.  

{ Methods:} 178 diabetic patients (87 women and 91 men), admitted last year (1 jan. 1999 - 1 

jan. 2000) in I Internal Medicine Department, were enrolled in this study. The diagnosis of 

cholelithiasis was made by ultrasonography and in the cases operated (cholecystectomy) by 

histological examination. We enrolled in the study only the patients with a delay in gallstone 

diagnosis of at list 2 years than the onset of diabetes. We followed-up the treatment (with insulin 

or oral hypoglycemic drugs) and over risk factors involved in gallstone pathogenesis.  

{ Results:} Gallstones were diagnosed in 50 diabetic patients (28,08 %) with a sex ratio 

(male/female) 1:2 and with mean age of 52.3 years. 21 patients with gallstones (42 %) receive 

insulin treatment. Obesity (Body Mass Index > 25) and hyperlipoproteinemia (cholesterol > 

200mg/dl with HDL-cholesterol<35mg/dl and triglycerides>150mg/dl) were founded like 

associated risk factors in gallstone pathogenesis in 24 diabetics (48 %). Only in 2 cases the 

ecography describe abnormal gallbladder shape which favorise biliary stasis. In 14 diabetic 

patients - 28 % of cases (7 male and 7 women) we did not identify other risk factors than 

diabetes.  

{ Conclusions:} Diabetes mellitus is a predisposed factor of cholelithiasis and in 28 % of cases is 

the only risk factor founded but in the majority of cases is associated with other factors such as: 

obesity, insulin treatment, hyperlipoproteinemia, therapy with hypolipemiant drugs, oral 

contraceptive drugs. No relationship can be assess by our study, between biliary stone 

pathogenesis and special eating habits of muslim ethnic group from our county. }" "DIABETES 

MELLITUS INVOLVEMENT IN GALLSTONE PATHOGENESIS - A PROSPECTIVE 

STUDY IN CONSTANTA COUNTY -"  
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A135 ELEVATED BLOOD SERUM LIPOPROTEIN (a) LEVEL: ANOTHER RISK FACTOR 

FOR GALLSTONE DISEASE?  

I.N. Grigorieva, A.V. Tikhonov, Y.P. Nikitin  

\i Institute of Internal Medicine, SB of RAMS, Novosibirsk, Russian Federation  

{ Objective:} To study possible relation between disorders in blood serum Lipoprotein (a) (Lp 

(a)) (an independent genetically determined Coronary Heart Disease marker) level and Gallstone 

Disease (GSD).  

{ Methods:} The representative sample of 870 women and 831 men aged 25-64 (Novosibirsk 

residents) has been surveyed in 1994-1995 in the frame WHO MONICA Program. In GSD 

patients (the diagnosis was made on the basis of a positive ultrasonographic finding) and in 

GSD-free persons serum Lp(a) levels were examined by Mancinis method.  

{ Results:} Significant differences were found in the mean of Lp(a) levels in GSD women (13.4 

± 1.8 mg/dl) in comparing with GSD-free women (8.7 ± 0.5 mg/dl, p < 0.01), but non-significant 

differences - between men: 15.6 ± 4.8 vs. 8.9 ± 0.8 mg/dl, in GSD and GSD-free, respectively. In 

persons with non-zero Lp(a) allele (blood serum concentration of Lp(a) > 0), in opposite, 

significant difference was detected in men (32.6 ± 5.2 vs. 20.2 ± 0.9 mg/dl, p < 0.05) and non-

significant - in women (24.8 ± 2.6 vs. 20.6 ± 0.8 mg/dl, p > 0.05, respectively, GSD and GSD-

free persons). The Lp(a) concentration higher than the established conditional standard (30 

mg/dl) was detected in 42% of GSD women and 26% of healthy women (p < 0.05), and in 50% 

of GSD men and in 27% GSD-free men (p < 0.05). For women Lp(a) concentration above 24 

mg/dl was level of risk of GSD: OR = 2.04 (95% CI 1.1-3.7, p = 0.02), for men such level was 

19 mg/dl: OR = 3.66 (95% CI 1.4-9.8, p = 0.006).  

{ Summary:} In urban population of Western Siberia in men and women with GSD elevated 

Lp(a) levels were found more frequently than in persons without GSD, that allows to suppose 

certain connection of blood serum Lp(a) level with GSD pathogenesis, as possible risk factor. }" 

"ELEVATED BLOOD SERUM LIPOPROTEIN (a) LEVEL: ANOTHER RISK FACTOR FOR 

GALLSTONE DISEASE?"  
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A135 DETECTION OF HELICOBACTER SPECIES IN GALLBLADDER TISSUE, 

GALLSTONE, AND BILE FROM PATIENTS WITH GALLBLADDER STONE  

Don Haeng Lee, Jin Woo Lee, In Han Kim, Mi Sook Choi, Won Choi, Pum Soo Kim, Hyung Gil 

Kim, Young Soo Kim, Keon Young Lee, Seok Whan Shin  

\i Inha University Hospital, Inchon, Korea  

{ Backgrounds/Aims:} Several Helicobacter species (sp.) were detected in human liver, 

gallbladder tissue, or bile, although its pathological role is not clear. Also there is regional 

discrepancy in the detection of Helicobacter sp in gallbladder tissue or bile. The pathogenesis of 

gallstone is still unclear and several reports postulate the association between stone formation 

and Helicobacter sp. infection. Hence we have attempted to detect the Helicobacter sp. in the 

stone, bile and gallbladder tissue in patients with gallstones.  

{ Methods:} Gallbladder stones, bile and gallbladder tissue were obtained using strict aseptic 

technique from 56 patients with symptomatic gallbladder stones. The DNA was extracted from 

crushed gallstones. gallbladder epithelium, and bile. Helicobacter genus-specific oligonucleotide 

primer pairs C97 and C98 or C97 and C05 were used to generate 16SrRNA amplicons of 

approximately 400 or 1200 bases, respectively. These primers were used to amplify a DNA 

fragment using the polymerase chain reaction (PCR).  

{ Results:} PCR with Helicobacter genus specific primers produced amplicons in 8.9% (5/56) of 

the gallstones, 13.5% (7/52) of the bile and 7.1% (4/56) of the gallbadder epithelium samples. In 

66.1% (37/56) of the patients, no Helicobacter genus PCR amplicon was produced from the 

samples of gallstone, bile or gallbladder epithelium. 

{ Conclusion:}  Helicobacter sp. was detected in human crushed gallstone, gallbladder 

epithelium, or bile in a small number of patients. However the route of Helicobacter sp. infectoin 

is not clear and the role of Helicobacter sp. in the pathogenesis of gallstone formation or chronic 

cholecystitis will be elucidated. }" "DETECTION OF HELICOBACTER SPECIES IN 

GALLBLADDER TISSUE, GALLSTONE, AND BILE FROM PATIENTS WITH 

GALLBLADDER STONE"  
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A136 RELATIONSHIP BETWEEN LIVER CIRRHOSIS AND GALLSTONES - A 

PROSPECTIVE STUDY  

Irinel Parepa, Eugen Dumitru, Alina Sburlan, Claudia Lischievici, Florea Voinea  

\i Ist Medical Clinic, Constantza Faculty of Medicine, Constantza, Romania  

{ Background:} Liver cirrhosis may represent a favorable condition for gallstones, mainly 

because cirrhotic patients have an increased level of insoluble non-conjugated bilirubin (liver 

failure, secondary chronic hemolysis).  

{ Aim:} To observe and quantify the relationship between liver cirrhosis and biliary lithiasis. { 

Material and method:} All the new cases of liver cirrhosis between 1st of January and 31st of 

December 1999 were checked for biliary lithiasis by abdominal ultrasound.  

{ Results:} There were 163 new cases of liver cirrhosis during 1999, from which 42 had biliary 

lithiasis (25.77%) and 2 had biliary sludge (1.22%). Among the 42 patients with liver cirrhosis 

and biliary lithiasis: - 25 were women (59.52%) - 26 cases (61.9%) had an important cholestatic 

syndrome (increased serum alkaline phosphatase, {\f1 g}GT and {\f1 D}-bilirubin). - 20 cases 

(47.62%) had haematological hypersplenism. As about the etiology of liver cirrhosis, 19 cases 

were alcoholic (45.24%), 12 cases were HBV (28.57%), 6 cases were HBV + alcohol (14.28%), 

3 cases were HCV (7.15%), 1 case was related to drug toxicity - INH (2.38%) and 1 case was 

HBV + HCV (2.38%). 

{ Conclusion:}  In our study, liver cirrhosis was associated with biliary lithiasis in 25.77% of 

cases, a result which can be superposed on literature data - where the association rate is stated 

between 22% and 38%. }" "RELATIONSHIP BETWEEN LIVER CIRRHOSIS AND 

GALLSTONES - A PROSPECTIVE STUDY"  
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A136 BILE ACID DISSOLUTION OR LAPAROSCOPIC CHOLECYSTECTOMY - WHAT IS 

BEST FOR PATIENTS QUALITY OF LIFE?  

Mircea Diculescu  

\i ``Carol Davila University of Medicine, Dept. of Gastroenterology and Hepatology Fundeni, 

Bucharest, Romania  

{ Aim:} To study benefits and adverse effects regarding treatment with ursodeoxycholic acid 

(UDCA) and laparoscopic cholecystectomy and to observe the way in which the quality of 

patients life is altered by one or the other of these methods.  

{ Methods:} A methanalysis was performed by searching references and information on Medline 

for the interval 1996 to 2000. Reference was made only to patients with cholesterol gallstones, 

with 5-10 mm diameter, floating and radiolucent at sonography, with a functional gallbladder at 

cholecystography and with symptoms such as biliary pain without complications.  

{ Results:} Regarding treatment with UDCA following data were obtained: best dose which has 

to be administred - 600 mg/day; rate of reducing biliary pain - 62%; rate of gallstone dissolution 

- 60%; rate of gallstone reccurence - 10-15% in the first year; rate of lowering the risk for acute 

cholecystitis - 74%; early and late side effects. Regarding cholecystectomy, there were taken into 

account the following: pain (7%) and infection (1.5%) in the early postoperative period; major 

complications of laparoscopic cholecystectomy - duct injury, bile leak, bowel injury, bleeding 

(1,54%); rate of disappearing of biliary pain (74%) and dyspepsia (62%) one year after the 

operation; occurrence of the postcholecystectomy syndrome (20-30% - owing to the 

duodenogastric reflux and to some functional dysfunctions which persisted after the operation); 

postcholecystectomy diarrhea (12%); risk of cancer (colonic, biliary tract, pancreatic, 

periampullary cancer) linked to gallbladder lithiasis per se or to cholecystectomy. 

{ Conclusion:}  There are many kinds of possible complications of the cholecystectomy and 

some of them may be life threatening. UDCA therapy is not 100% successful. Physicians have to 

choose the treatment with minimal negative impact on patients quality of life. }" "BILE ACID 

DISSOLUTION OR LAPAROSCOPIC CHOLECYSTECTOMY - WHAT IS BEST FOR 

PATIENTS QUALITY OF LIFE?"  
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A136 MINIMAL INVASIVE TREATMENT OF BILIARY STONES DISEASES  

Fausto Fiocca, Alessandro Domenicucci, Alessio Santagati, Enrico Grasso, Giuseppina 

Scopelliti, Antonio Basoli, Giuseppe Mennini, Vincenzo Speranza  

\i Ii Surgical Clinic, University ``La Sapienza, Rome, Italy  

Laparoscopic cholecystectomy (LC) is the gold standard technique for cholelithiasis, while CBD 

stone treatment is still controversial. Our experience in pre-, intra- and post-operative ERCP in 

pts undergoing LC will be evaluated. The patients were referred to us from different Institutions. 

Pre-operative ERCP: was performed in case of previous or present jaundice or pancreatitis; 

abnormal hepatic and/or pancreatic blood tests; dilated CBD (>6 mm.); US or radiologic suspect 

of CBD stones. ERCP was indicated in 106 pts, performed in 105 (99.9%), positive in 74 pts 

(69.8%). CBD clearance was obtained in 70/74 pts (94.5%) after Endoscopic Sphincterotomy 

(ES), following the standard technique. Four cases of associated intrahepatic lithiasis were 

treated radiologically via PTC, 2 cholecisto-choledochal fistulas surgically. LC was generally 

carried out 48 hours after ERCP. Mortality was none, minor complications 6.8%, mean hospital 

stay 4.5% days. Intra-operative ERCP: 64 patients in wich an intra-operative cholangiography 

(IOC) showed a CBDs stone were treated with intra-operative ES. A cholangiography catheter 

was passed through the papilla to identify CBD and after ES, CBD clearance was successfull in 

55 (85.9%), 9 pts were treated successfully the day after with repeated ERCP. One major 

complication was seen (acute pancreatitis), no mortality, mean hospital stay 3.9 days. Post-

operative ERCP: 59 pts in wich IOC was positive were successfully treated 48-72 hours after LC 

with ES and CBD stones clearance. Only in one case a catheter had been left through the papilla 

by surgeon to help the endoscopist. No mortality or major complications were seen, mean 

hospital stay was 6.8 days.  

{ Conclusions:} our data confirm the high rate of negative pre-operative ERCP. Selective IOC 

offers a further selection and, even if intra-operative therapy of biliary lithiasis may be preferred 

by the patient, post-operative approach offers optimal results. The risk of failures of endoscopic 

post-operative procedures, which may impose further treatments, is related to complex CBD 

pathologies that must be ruled out preoperativelly. }" "MINIMAL INVASIVE TREATMENT 

OF BILIARY STONES DISEASES"  
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A136 LAPAROSCOPIC CHOLECYSTECTOMY WITH MINI-INSTRUMENTS  

Leopoldo Sarli  

\i Department of Surgery, Institute of General Surgery and Surgeical Therapy, Parma University, 

Parma, Italy  

The advantages of laparoscopic cholecystectomy (LC) are based on its low invasiveness thanks 

to the small surgical wounds. The use of fine-calibre instruments producing incrasingly smaller 

surgical wounds should improve both postoperative course and cosmetic outcome. In January 

1999, our institution began using mini-laparoscopic instruments (one 3-mm rod lens telescope 

and two 3-mm ports) for performing cholecystectomy in selected cases, in which an 

uncomplicated cholecystectomy was expected. The safety and efficacy of this mini-LC were 

assessed. The prospective data of the first 50 selected patients who underwent mini-LC were 

collected. Parameters reviewed included total operating time, rate of conversion, degree of 

postoperative pain, length of postoperative hospital stay, complications and cosmetic results. 

Results were compared with those of 50 controls (30 matched controls and 20 randomized 

controls) treated by traditional LC. No patients in either group required conversion to open 

cholecystectomy. There were no complications. No significant differences were observed 

between the mini-LC and standard group regarding operating time and length of hospital stay. 

The level of postoperative pain was lower in the MLC group (p<0.001). More patients in the 

MLC group expressed satisfaction with the cosmetic result (p<0.05). In uncomplicated situations 

MLC is feasible, is associated with less pain and produces better cosmetic results than 

conventional LC. Randomized studies are needed for this hypothesis to be tested further. }" 

"LAPAROSCOPIC CHOLECYSTECTOMY WITH MINI-INSTRUMENTS"  
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A137 JUXTAPAPILLARY DUODENAL DIVERTICULUM AS A PREDISPOSING FACTOR 

OF CHOLECYSTOLITHIASIS IN THE ELDERLY  

N. Egawa, T. Kamisawa, Y. Tu  

\i Tokyo Metropolitan Komagome General Hospital, Tokyo, Japan  

{ Objective:} In our previous study, we showed a large juxtapapillary duodenal diverticulum 

(JPD), especially 20 mm or more in diameter, plays a role in the formation of gallbladder (GB) 

stones. Given this and the fact that both cholecystolithiasis and JPD increase with age, we 

investigate the effect of JPD on the increase of GB stones in the elderly.  

{ Method:} Among 5641 consecutive ERCPs, 1527 patients with ERCPs showing fine 

cholangiograms were enrolled and divided into two groups:one of 348 patients of 70 years of age 

or older (Group A), and another of the rest 1179 (Group B). Of 1527 patients, we recruited 158 

patients with size-measurable JPD by ERCP films to study the role of a large JPD.  

{ Results:} The incidences of GB stones and JPD in Group A were statistically higher than those 

in group B (56.6% vs. 47.8%: p < 0.01 and 37.9% vs. 17.4%: p < 0.0001, respectively). Besides, 

the incidence of GB stones of the patients with JPD was significantly higher in group A than in 

group B (60.6% vs. 47.3%: p < 0.05), while among the patients without JPD, there was no 

difference. This means that JPD can work as a factor in GB stones in the elderly. Of measurable 

JPDs, the frequency of JPD 20 mm or more in size in group A was significantly higher than that 

of group B (52.1% vs. 24.7%: p < 0.001) and 73.7% of these in group A had GB stones. This 

rate was significantly higher than that of patients without JPD in the same group A (54.2%) (p < 

0.05). 

{ Conclusion:}  A large JPD can play as a predisposing factor of cholecystolithiasis in the 

elderly. }" "JUXTAPAPILLARY DUODENAL DIVERTICULUM AS A PREDISPOSING 

FACTOR OF CHOLECYSTOLITHIASIS IN THE ELDERLY"  
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A137 BILIARY INTERLEUKEN-6 AND -10 IN PATIENTS WITH BILIARY TRACT 

OBSTRUCTION  

Wai-Wah Ng, Cho-Yu Chan  

\i Division of Gastroenterology, Department of Medicine, China Medical College Hospital, 

Taichung, Taiwan  

{ Background:} Cytokines have been shown to be invovled in the pathogenesis of a variety of 

hepatic diseases. However, the role of cytokines in biliary tract disease has not been fully 

defined.  

{ Aim:} To investigate the diagnostic value of interleukin-6 (IL-6) and interleukin 10 (IL-10) in 

patients with biliary tract obstruction due to benign and malignant causes.  

{ Methods:} Twenty-one patients with biliary tract obstruction, 11 patients with biliary tract 

stones and 10 with malignant diseases, were included in the study. All patients had undergone 

endoscopic retrograde cholangiopancreatography or percutaneous biliary drainage. IL-6 and IL-

10 were measured in aspirated bile using ELISA method (Biosource Europe, S.A., Belgium).  

{ Results:} The biliary levels of IL-6 was significantly elevated in patients with biliary tract 

stones than those with malignant biliary obstruction (60.63±26.34 pg/ml vs. 25.75±9.01 pg/ml, 

p<0.05). In both groups of patients, none of patients had detectable biliary levels of IL-10.  

{ Conclusions:} Our results suggested than an elevated biliary IL-6 concentration is useful for 

the diagnosis of biliary tract stones with cholangitis, and it may differentiate it from the 

malignant biliary tract disease. In addition, a study of biliary IL-10 plays no role in the detection 

of biliary tract obstruction due to benign or malignant causes. }" "BILIARY INTERLEUKEN-6 

AND -10 IN PATIENTS WITH BILIARY TRACT OBSTRUCTION"  
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A137 ALLELOTYPE ANALYSIS OF THE PTEN, SMAD4 AND DCC GENES IN BILIARY 

TRACT CANCER  

Takayuki Suto
1
, Wataru Habano{\up6 2}, Tamotsu Sugai{\up6 2}, Senji Kanno

1
, Kazuyoshi 

Saito{\up6 3}, Shin-ichi Nakamura{\up6 2}  

\i 
1
 Department of Surgery, Iwate Prefectural Senmaya Hospital, Senmaya-cho, Japan; {\up6 2} 

Division of Pathology, Central Clinical Laboratory, {\up6 3} Department of Surgery I, Iwate 

Medical University, Morioka, Japan  

{ Background:} Aberrations of the PTEN, Smad4 and DCC genes were detected in several 

malignancies. It has not been clarified whether these genetic alterations are related to the 

pathogenesis or malignant phenotype in biliary tract cancer. Allelotype analysis was performed 

as screening for these gene alterations.  

{ Materials and methods:} We examined allelic imbalance (AI) at the PTEN locus using 4 

polymorphic microsatellite markers, at the Smad4 locus using 3 markers in 38 extrahepatic bile 

duct (EHBD) cancers and 16 ampullary cancers. AI at the DCC locus was ascertained by 

performing polymerase chain reaction on the variable number of tandem repeats within the gene.  

{ Results:} AI at the PTEN, Smad4 and DCC gene loci were observed in 5.3% (2/38 informarive 

cases), 8.3% (3/36) and 16.7% (4/24) of EHBD cancer, respectively. AI at the PTEN, Smad4 and 

DCC gene loci were detected in 13.3% (2/15), 50% (8/16) and 8.3% (1/12) of ampullary cancer, 

respectively. No stastistically significant correlation was observed between clinicopathological 

factors and AI at these genes.  

{ Conclusions:} Our results suggest that (a) alteration of the Smad4 gene is a major factor in the 

development of ampullary cancer and (b) PTEN, Smad4 and DCC genes were altered 

infrequently in EHBD cancers, these genes are not a main target of inactivation in the 

tumorigenesis of EHBD cancers. }" "ALLELOTYPE ANALYSIS OF THE PTEN, SMAD4 

AND DCC GENES IN BILIARY TRACT CANCER"  
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A137 DETECTION OF TELOMERASE REVERSE TRANSCRIPTASE MRNA IN BIOPSY 

SPECIMENS AND BILE FOR DIAGNOSIS OF BILIARY TRACT CANCERS  
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1
, Yasushi Shinohara{\up6 2}  

\i 
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 Fourth Department of Internal Medicine, Tokyo Medical University, Tokyo, Japan; {\up6 2} 

First Department of Internal Medicine, Tokyo Medical University, Tokyo, Japan  

{ Background:} Human telomerase reverse transcriptase (hTERT), which codes for the catalytic 

subunit of telomerase, is an essential factor to associate telomerase activity. Recent studies 

revealed that levels of hTERT mRNA as well as telomerase activity are high in neoplastic 

specimens.  

{ Aims:} The purpose of this study was to examine the expression of hTERT mRNA and its 

correlation with telomerase activity in biopsy specimens and bile from biliary tract cancers to 

evaluate the possibility of clinical applications of detection of hTERT mRNA in combination 

with routine histologic and cytologic examinations for diagnosis of malignancy.  

{ Methods:} We analyzed hTERT mRNA and telomerase activity in biopsy specimens and 

exfoliated bile cells from patients with cholangiocarcinoma, gallbladder carcinoma, and bile duct 

stones. hTERT was detected by either highly sensitive nested reverse transcriptase-polymerase 

chain reaction (PCR) or real-time PCR. Telomerase activity was examined by a fluroscence-

based telomeric repeat amplification protocol assay.  

{ Results:} Six of 10 specimens of malignant tissues had detectable hTERT and 7 of 10 had 

telomerase activity. All cases with hTERT expression had telomerase activity. In bile, 7 of 10 

malignant specimens had detectable hTERT. In contrast, 3 of 10 malignant specimens had 

telomerase activity. There were no false positive results either in tissue specimens or bile from 

normal cases. 

{ Conclusion:}  In conclusion, the detection of hTERT mRNA in biopsy specimens and bile 

cells, in combination with routine histologic and cytologic examination may improve the 

diagnosis of biliary tract cancers. }" "DETECTION OF TELOMERASE REVERSE 

TRANSCRIPTASE MRNA IN BIOPSY SPECIMENS AND BILE FOR DIAGNOSIS OF 

BILIARY TRACT CANCERS"  
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A137 K-RAS GENE CODON 12 POINT MUTATION AND MUTATOR FACTORS IN THE 

BILIARY TRACT MALIGNANCIES WITH PANCREATICOBILIARY MALJUNCTION  
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\i 
1
 Kitasato University East Hospital, Sagamihara, Japan; {\up6 2} Toshiba Rinkan Hospital, 

Sagamihara, Japan; {\up6 3} Sagamihara Kyodo Hospital, Sagamihara, Japan; {\up6 4} Shonan 

East General Hospital, Chigasaki, Japan  

{ Background:} With increasing age, it is well known that biliary tract malignancies highly occur 

in patient with pancreaticobiliary maljunction. A return flow of pancreas secretion containing 

digestive enzymes into the biliaty tract has been recognized as a presumptive cause of 

carcinogenesis. However, it is uncertain the relationship between genetic alterations and 

pancreas enzymes as mutator factors qualitatively and quantitatively.  

{ Aim:} To investigate the association between genetic alteration and pancreas enzymes as 

mutator factors, K-ras gene codon 12 point mutation and quantity of five pancreas enzymes in 

pure bile juice were studied.  

{ Material and methods:} Eleven of 56 cases diagnosed as pancreaticobiliary maljunction were 

selected for analyzing pure bile juice collected during endoscopic retrograde 

cholangiopancreatography (ERCP). And 19 samples of pure bile juice from gallbladder cancer 

cases without pancreaticobiliary maljunction were submitted for contrasts. K-ras gene codon 12 

point mutation was investigated using polymerase chain reaction - preferential homoduplex 

formation assay (PCR-PHFA) which could recognize the types of base substitution for these 

cases. Quantification analyses for 5 pancreas enzymes (Amylase, Lipase, Elastase I, Tripsin and 

Phospholipase A2) that return flowing to the common bile duct (CBD) were studied as well.  

{ Results:} One of 11 cases with pancreaticobiliary maljunction which has Von Reckling Hausen 

disease was positive for K-ras gene codon 12 point mutation (GGT to GAT), but not in others. 

No case was positive in 19 samples of pure bile juice from gallbladder cancer cases without 

pancreaticobiliary maljunction. Each 5 pancreas enzymes in pancreaticobiliary maljunction cases 

with bile duct malignancy was not significantly higher than that of cases without bile duct 

malignancy. Interestingly, some of pancreas enzymes were high in 30% of gallbladder cancer 

cases without pancreaticobiliary maljunction. 

{ Conclusion:}  No significant difference was seen between pancreaticobiliary maljunction cases 

with malignancy and without malignancy both in genetic alteration and pancreas enzyme level in 

bile juice. This results indicated that other genetic alterations might be responsible to 

carcinogenesis in pancreaticobiliary maljunction. }" "K-RAS GENE CODON 12 POINT 

MUTATION AND MUTATOR FACTORS IN THE BILIARY TRACT MALIGNANCIES 

WITH PANCREATICOBILIARY MALJUNCTION"  
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A138 THE CLINICAL VALUE OF BILIARY TUMOR MARKERS IN DIAGNOSING 

PANCREATO-BILIARY CANCERS - THE IMPACT OF SAMPLING TIME AND 

HEPATOLITHIASIS  

C.Y. Chen, S.C. Shiesh, H.C. Tsao, X.Z. Lin  

\i Division of Gastroenterology, Medical College, National Cheng Kung University, Tainan, 

Taiwan  

{ Background:} To assess the value of biliary CA 19-9, CA 125 and CEA in the differential 

diagnosis of benign biliary disease and pancreatobiliary cancer.  

{ Methods:} Bile was obtained from patients with bile duct obstruction on the day of and three 

days after the biliary drainage. The study included choledocholithiasis (N = 51), hepatolithiasis 

(N = 19), cholangiocarcinoma (N = 27) and pancreatic head cancer (N = 20). Biliary tumor 

markers were measured by enzyme linked immunoassay.  

{ Results:} By using the cutoff value 7 U/ml for CA 125, 20 ng/ml for CEA and 200,000 U/ml 

for CA 19-9 the following results were obtained: 

\tx1185\tx2325\tx3885\tx5025\tx6180\tx8150\fs4 \ul \tab \i Cholangio\i0 Sensitivity Specificity 

Sensitivity Specificity \i carcinoma\i0 (D0) (D0) (D3) (D3) CA 125 59.3% 75.7% (64.7%)
*
 

36.8% 80.8% (84.6%)
*
 CEA 66.7% 33.3% (44.2%)

*
 60% 80.4% (89.5%)

*
 CA 19-9 51.9% 60% 

(62.8%)
*
 15% 80.4% (81.6%)

*
 
*
 After the hepatolithiasis cases were excluded 

\tx1200\tx2340\tx3945\tx5085\tx6240\tx8150\fs4 \ul \tab \i Pancreatic\i0 Sensitivity Specificity 

Sensitivity Specificity \i cancer\i0 (D0) (D0) (D3) (D3) CA 125 75% 75.7% (64.7%)
*
 52.9% 

80.8% (84.6%)
*
 CEA 52.9% 33.3% (44.2.%)

*
 52.6% 80.4% (89.5%)

*
 CA 19-9 82.3% 60% 

(62.8%)
*
 57.9% 80.4% (81.6%)

*
 
*
 After the hepatolithiasis cases were excluded  

{ Discussion:} The biliary levels of CEA and CA 19-9 were influenced by cholangitits that made 

their specificity lower on the day of biliary drainage. The biliary levels of all tumor markers 

varied greatly due i to the different biliary output after the biliary drainage. The biliary level of 

CEA was also increased in cases of hepatolithiasis. The biliary CA 125 is, therefore more useful 

than CA 19-9 and CEA in diagnosing pancreato-biliary cancers. }" "THE CLINICAL VALUE 

OF BILIARY TUMOR MARKERS IN DIAGNOSING PANCREATO-BILIARY CANCERS - 

THE IMPACT OF SAMPLING TIME AND HEPATOLITHIASIS"  
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Leopoldo Sarli  

\i Department of Surgery, Institute of General Surgery and Surgical Therapy, Parma University, 

Parma, Italy  

There have been several reports claiming that laparoscopic cholecystectomy (LC) might worsen 

the prognosis of unexpected gallbladder cancer (UGC). These reports maintain that peritoneal 

tumour seeding after LC presents earlier than after open procedures. Moreover, they affirm that 

scar metastases are very frequent after LC. With the aim of investigating the factors that 

influence the prognosis of UGC diagnosed during or after surgery, and above all of evaluating 

whether the prognosis is worse after LC than after open cholecystectomy (OC), a 

clinicopathologic study was performed on 25 patients with postoperatively diagnosed UGC. Ten 

patients underwent LC and 15 underwent OC. The correlation was evaluated between cumulative 

survival rates and seven prognostic factors: age, sex, histopathological grade, pathological stage, 

occurrence of bile spillage, type of cholecystectomy (LC or OC) and additional treatment. Seven 

patients after LC (64%) and 9 patients after OC (70%) had cancer recurrence during a median 

follow-up period of 18 months: the difference was not statistically significant. There were no 

recurrences of cancer in the abdominal wall after either LC or OC. Survival rate was statistically 

correlated to tumor stage (p<0.01) and to the occurrence of bile spillage during surgery (p<0.05). 

Survival did not change according to whether cholecystectomy was carried out using 

laparoscopic or traditional techniques. Laparoscopy appears not to worsen the prognosis for 

UGC. It is possible that in some reports recurrence after LC is reported earlier and more 

frequently only because it is more frequently and more carefully investigated. }" 

"UNEXPECTED GALLBLADDER CANCER AND LAPAROSCOPY"  
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 Shonan East Genaral Hospital, Chigasaki, Japan; {\up6 2} Kitasato University East Hospital, 

Sagamihara, Japan  

{ Background:} Recently magnetic resonance cholangiopancreatography (MRCP) is widely used 

in clinical field. However usefulness of this novel technology is still uncertain.  

{ Aim:} In order to make clear clinical place of MRCP in pancreaticobilliary disease, we 

investigated an effective combination of examination, US, EUS, CT, ERCP, MRCP.  

{ Material and method:} Four hundreds and nine cases that admitted suspect pancreaticobilliary 

disease in Kitasato east universal hospital from 1996 April to 1999 August. We investigated the 

diagnosis rate of US, EUS, CT, ERCP, MRCP in pancreaticobilliary disease. We used Signa 

Horizon 1.0 T in this study with fast spin echo scanning.  

{ Results:} If US and MRCP were a screening examination, the diagnosis rate of gallbladder 

stone was 100%, common bile duct stone was89.2%, adenomyomatosis was83.3%, carcinoma of 

gallbladder was100%, carcinoma of bile duct was 93.8%. On the other hand, the diagnosis rate 

of carcinoma of pancreas was 64.3%, cystic tumor of pancreas was 62.5%, chronic pancreatitis 

was 45.8%, and anomalous arrangement of pncreaticobilliary ductal system was 14.9%. 

Diagnostic accuracy of pancreas cancer was 89.1%, when CT was added to MRCP and US. The 

cystic tumor was 75.0% in addition to EUS; the chronic pancreatitis was 79.2% in addition to 

ERCP, and the anomalous arrangement of pncreaticobilliary ductal system was 100% in addition 

to ERCP. 

{ Conclusion:}  Currently MRCP has still limitation. However, combination of MRCP and other 

examination could resolve this limitation. }" "THE CLINICAL SIGNICANCE OF MAGNETIC 

RESONANCE CHOLANGIOPANCREATOGRAPHY (MRCP) IN 

PANCREATICOBILLIARY DISEASES"  
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Inoperable cholangiocarcinoma responds poorly to chemotherapy and radiotherapy. DNA 

damage with the induction of apoptosis following chemotherapy and radiotherapy plays a major 

part in the mode of action of these forms of cancer treatment. The mitochondria have emerged as 

key players in apoptosis. Members of the Bcl-2 family of apoptosis regulating proteins that 

localize to the mitochondria play an important role in apoptosis through regulating the release of 

cytochrome c from the intermembrane space. High levels of Bcl-xL and Mcl-1 proteins are 

localized to mitochondria in cholangiocarcinoma, but their role in the control of apoptosis in this 

disease remains unknown. Using Pk11195 a mitochondrial benzodiazepine receptor antagonist 

that is known to block the cytoprotective effects of Bcl-2 like proteins. We investigated the role 

the highly expressed mitochondrial Bcl-xL and Mcl-1 proteins in Egi-1 and Tfk-1 (two human 

cholangiocarcinoma cell lines) played in radioresistance of cholangiocarcinoma, by studying the 

effects blocking mitochondrial Bcl-xL and Mcl-1 with Pk11195 had on the response of Tfk-1 

and Egi-1 to UV Irradiation and 50-1000cGy of radiotherapy over 72 hrs. Apoptosis was 

monitored through measuring the collapse in the inner mitochondrial membrane potential (delta 

psiem) detected at single cell resolution by flow cytometry using the delta psiem sensitive 

lipophilic flourochrome DiOC6 (3) and by the caspase dependent annexin V assay. We found 

that inhibiting mitochondrial Bcl-xL and Mcl-1 in cholangiocarcinoma cells sensitizes (three-

fold, p < 0.05) cholangiocarcinoma cells to UV light and radiotherapy induced apoptosis an 

effect that was both dose and time dependent. Pk11195 alone had no intrinsic apoptosis inducing 

effects over 96 hours on either cell line. Antagonizing the function of the anti-apoptotic Bcl-2 

proteins at the mitochondria sensitizes cholangiocarcinoma cells to radiotherapy. Expression of 

these proteins in this disease may explain the low efficacy of radiotherapy in this disease, the use 

of drug modifying agents that specifically block the mitochondrial effects of these proteins in 

vivo may provide a novel way at increasing responses following radiotherapy. }" "PK11195, A 

MITOCHONDRIAL BENZODIAZEPINE RECEPTOR ANATGONIST RADIOSENSITIZES 

BCL-XL AND MCL-1 EXPRESSING HUMAN CHOLANGIOCARCINOMA TO 

APOPTOSIS"  
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{ Backgrounds/Aims:} Most cases of hilar choangiocarcinoma are unresectable at diagnosis, 

therefore reliving the cholestasis is the main goal. Bile duct obstruction is best palliated by 

insertion of plastic or metallic stent followed by radiation therapy. External radiation therapy has 

been used as a palliative aim, but only low doses of 40 to 50 Gray (Gy) in 4 to 6 weeks can be 

delivered due to the general and local tolerance, which is too long and heavy a treatment for 

palliative purpose. In order to give high dose in a short time to the central part of the tumor, 

internal radiotherapy has been proposed for a palliative goal. The aim of this study is to 

investigate the effect of intraluminal radiotherapy (ILRT) to the stent patency and patients 

survival time after expandable metallic stent placement in patients with hilar choangiocarcinoma.  

{ Methods:} Between August 1996 and March 2000, 24 patients (8 females, 16 males) with 

inoperable hilar choangiocarcinoma were treated with expandable metallic stent placement. The 

18 patients received ILRT with iridium-192 (mean dose 23.4 Gy) after stent placement (ILRT(+) 

group), and the other 8 patients were not received ILRT after stent placement (ILRT(-) group). 

The stent patency and patients survival time after expandable metallic stent placement were 

calculated by Kaplan-Meier method and statistical comparison was done by Log-rank test and 

independent T-test.  

{ Results:} The median age was 69 years(44-85 yearse). There were no significant differences in 

the two groups concerning patients characteristics, degree of jaundice or performance status. The 

duration of mean stent patency is 190 days in patients with ILRT, and 95 days in patients without 

ILRT (p<0.05). The duration of median survival is 259 days in patients with ILRT, and 107 days 

in patients without ILRT (p<0.05). There was no significant immediate or delayed complications 

by ILRT.  

{ Conclusions:} The ILRT after expandable metallic stent was effective in stent patency and 

patients survival time in unresectable hilar choangiocarcinoma. }" "THE EFFECT OF 

INTRALUMINAL RADIOTHERAPHY AFTER METALLIC STENT INSERTION IN HILAR 

CHOLANGIOCARCINOMA"  
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Shinichi Miyagawa, Seiji Kawasaki  

\i First Department of Surgery, Shinshu University, School of Medicine, Matsumoto, Japan  

{ Background and aims:} A preferable therapeutic method which could contribute to long-term 

survival in patients with diffuse bile duct carcinoma or advanced gallbladder carcinoma has not 

been clearly addressed. A potential cure may be obtained only by complete removal of such 

tumors, for which hepatectomy with pancreatoduodenectomy (PD) may be required.  

{ Patients and methods:} Hepatectomy with PD was performed in 14 patients with diffuse bile 

duct carcinoma and in 7 patients with advanced gallbladder carcinoma between April 1991 and 

March 2000 in our institute.  

{ Results:} There were no operative and hospital deaths in these 21 patients. Extended right 

hemihepatectomy (ERH) with PD was performed in 15 patients and other types of hepatectomy 

with PD were carried out in 6. In the 14 patients with diffuse bile duct carcinoma, the cumulative 

1-, 3-, and 5-year survival rates were 84.6%, 47.0%, and 47.0%, respectively. Particularly, in 10 

patients who underwent ERH with PD due to diffuse bile duct carcinoma, 4 patients survived 

more than 5 years, and the cumulative 1-, 3-, and 5-year survival rates were 90.0%, 64.3% and 

64.3%, respectively. In the 7 patients with advanced gallbladder carcinoma, only one patient who 

had squamous cell carcinoma survived more than 5 years, and the cumulative 1-, 3-, and 5-year 

survival rates were 57.1%, 28.6% and 28.6%, respectively.  

{ Conclusions:} ERH with PD could provide a long-term survival for patients with diffuse bile 

duct carcinoma, although this procedure is controversial in patients with advanced gallbladder 

carcinoma. }" "LONG-TERM SURVIVAL AFTER EXTENDED RIGHT 

HEMIHEPATECTOMY WITH PANCREATODUODENECTOMY IN PATRIENTS WITH 

DIFFUSE BILE DUCT CARCINOMA"  
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{ Background and aim:} Acute pancreatitis is a common complication after endoscopic 

retrograte cholangiopancreatography (ERCP). It is important to plan a prolonged follow up 

period after ERCP. The aim of this study was to determine duration for the peak of serum 

amylase values to evaluate whether it is predictive for post ERCP pancreatitis.  

{ Material and methods:} Eightyfour in-hospital patients undergoing ERCP were studied. Serum 

amylase activity was measured before the procedure and 2, 4, 8, and 24 h after ERCP. The 

values of 2, 4, and 8 hours were compared with 24 h. For all sampling times, serum amylase 

activity was defined as normal (< 220 U/L), 1 to 5 fold increases above upper normal limit, and 5 

fold greater than the upper normal limit (severe hyperamylasemia). The severity of pancreatitis 

was classified on the basis of the length of hospital stay (2-3 days = mild, 4-10 days = moderate, 

and > 10 days or complication = severe).  

{ Results:} At 24 h after ERCP, severe hyperamylasemia was seen in 18 patients, 8 of whom had 

acute pancreatitis (6 mild, 2 moderate). Acute pancreatitis did not develope in any of the patients 

whose amylase values were normal and 1-5 times increase above normal limit. The sensitivity of 

hyperamylasemia in detecting pancreatitis at 2, 4, and 8 h was respectively 60 %, 83 % and 100 

% (p>0.05 between 2h and 4h, <0.05 between 4h and 8h, and p<0.001 between 2h and 8h). The 

sensitivity of amylase measurement in detecting post-ERCP pancreatitis or long-lasting severe 

hyperamylasemia was highest at 8h.  

{ Conclusions:} In cases of post-ERCP pancreatitis, the maximal serum amylase levels occur at 

8 h after the ERCP. It is therefore especially in outpatients, at least 8h follow-up should be 

advised after ERCP. }" "WHEN THE TIME TO PEAK OF SERUM AMYLASE IS 

PREDICTIVE FOR POST ERCP PANCREATITIS"  
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{ Background:} Magnetic resonance cholangiopancreatography (MRCP) is a noninvasive 

technique to examine the biliopancreatic tract. In our region in Turkey, endoscopic retrograde 

cholangiopancreatography (ERCP) can be performed in only a few centers with limited numbers 

of patients, however MRCP is more easily available. There is another advantage of MRCP that it 

needs less experience than ERCP does. The aim of this study was to elucidate MRCP diagnostic 

usefulness compared to ERCP for common bile duct stones.  

{ Methods:} We studied 27 patients (16 male, 11 female) median age 59.2±8.1 years (range 24 

to 76 years) in which MRCP and later ERCP were performed, results of both techniques were 

compared. The time interval between both techniques were not more than 12 hours.  

{ Results:} False negative results with MRCP occurred in 2 cases with stones less than 5 mm in 

diameter. No false positivity was seen. MRCP was unsuccessful to visualize common bile duct in 

a case with massive ascite. MRCP showed 90% sensitivity and 100% specificity in 

choledocholithiasis. 

{ Conclusion:}  MRCP has very high sensitivity and specificity in the evaluation of the common 

bile duct and can avoid to perform purely diagnostic ERCP which is not available in most of the 

medical centers in our area. }" "MARVELOUS RESULTS CAN BE PRODUCED IN TURKEY 

BY MRCP IN THE EVALUATION OF COMMON BILE DUCT"  
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The aim of the study is assessing clinical value of virtual cholangioscopy using the technique of 

magnetic resonance (MRVCh). A group of 40 patients with pathologies confirmed by ERCP or 

verified intraoperatively was selected out of 230, and subjected to MR cholangiography (MRCh). 

All MRCP examinations were performed using MR 1,5T Sigma Horizon (GEMS) unit, surface 

coil torso in the technique of ultrafast spin sequences SSFSE T2 (TR:16547, TE:694/Ef, sl:20,0 

thk/0,0sp, TA:2 sec.)In all 40 patients data were analysed using Navigator (GEMS) software and 

virtual images of bile ducts lumen were obtained. Obtained images of bile ducts in the patients 

under study revealed the following three groups of pathologies: lumen stenosis - 70% correlation 

of diagnoses with either ERCP or intraoperative findings, lumen occlusion - 100% correlation, 

and the presence of foreign body - 80% correlation. At the present stage of development MRVCh 

is still an auxiliary method,however combined with the analysis of MRCh provides more reliable 

images of bile ducts pathologies which is helpful in planning the type and extent of surgical 

procedures. }" "MAGNETIC RESONANCE VIRTUAL CHOLANGIOSCOPY IN IMAGING 

OF BILE DUCTS"  
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Ductal adenocarcinoma of pancreas (DAP) is a very aggressive exocrine panceratic carcinoma 

characterized by short median survival and high mortality rate. There is high frequency of ras 

overexpression in pancreatic cancer. Farnesylation of Ras is required for its transforming activity 

in human cancer and it is catalysed by farnesyl-transferase (FTase). We aim to downregulate Ras 

by inhibiting expression of farnesyl transferase with antisense oligodeoxynucleotides. This 

should lead to inhibition of Ras mediated VEGF angiogenesis. We obtain human tumour tissue 

by fine meedle biopsy of the pancreas and we isolate cells by the collogenase method. 

Immunocytochemistry exhibited upregulation of farnesyl-transferase, Ras and VEGF. We 

encapsulate FTase antisense oligodeoxynucleotides in DRV liposomes, which we incubate with 

tumour cells for 8 hours at 37\'b0C. After incubation, immunocytochemical analysis exhibits 

downregulation of FTase, Ras and VEGF. This result implies that the FTase antisense nucleic 

acid sequence by base pairing, has prevented the translation of target mRNA, blocking synthesis 

of FTase. Furthermore, we observe by transmission electron microscopy massive induction of 

PCD, forming apoptotic bodies compared to controls. Thus, we have achieved to inhibit Ras 

mediated VEGF angiogenesis by downregulating farnesyl transferase with antisense therapy. 

This strategy could find a potential future application in the fight against ductal adenocarcinoma 

of the pancreas (DAP), which is rarely curable, due to great resistance to chemotherapy. }" 

"COMBINED CHEMOGENE ADMINISTRATION OF COLLOIDAL FTase ANTISENSE 

OLIGODEOXY-NUCLEOTIDES INHIBIT RAS-FARNESYLATION & DOWNREGULATE 

VEGF IN DUCTAL ADENOCARCINOMA OF THE PANCREAS"  
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{ Background:} The overactivation of leukocytes and endothelial cells could be an early event in 

AP, leading to the release of cytokines, reactive oxygen species and expression of adhesion 

molecules.  

{ Aim:} In human AP, we compared serum sE-selectin (ES), interleukin-10 (IL-10), interleukin-

6 (IL-6) concentrations, along with phospholipase A{\dn6 2} activity (PLA{\dn6 2}) and plasma 

polymorphonuclear elastase (PMN-E) concentration, to the level of oxidative stress parameters, 

expressed by malondialdehyde (MDA), 4-hydroxyalkenals (4-HNE) and sulfhydryl groups (SH). 

The study was performed in 47 patients with mild AP (MAP, n = 22) and severe AP (SAP, n = 

25) as assessed according to the Ransons and Balthazars criteria, as well as in 13 patients with 

nonpancreatic acute abdomen pain (NPAP) and 13 healthy subjects.  

{ Results:} In the course of SAP, we found serum levels of ES significantly higher than in MAP, 

respectively by 44% at admission (day 0) (p < 0.05), by 80% at day 1 (p < 0.01), by 62% at day 

2 (p < 0.01), by 52% at day 5 (p < 0.01) and by 53% at day 10 (p < 0.01). Since the day 0 until 

the day 2, serum IL-10 was significantly elevated in SAP and NPAP. Marked elevations of ES 

were paralleled by significant increases of IL-6, PMN-E and PLA{\dn6 2}. Serum MDA and 4-

HNE levels were the highest in SAP and exceeded the values found in MAP respectively, by 

96% and 58% (p < 0.01) at the day 0, and by 69% and 52% (p < 0.005) at the day 10. In SAP, it 

was accompanied by significant decrease in serum SH groups concentration in comparison to 

MAP. At the day 0, we observed a strong, positive correlation between serum ES and IL-6 (Rs = 

0.445, p < 0.005), as well as between serum ES and PMN-E (Rs = 0.461, p < 0.005). Significant 

correlations between ES and markers of oxidative stress, as well as PLA{\dn6 2}, were also 

found.  

{ Conslusion:} In conclusion, marked elevation of ES in the early SAP may result from 

endothelial cell damage caused by cytokines and oxidative stress. Serum ES seems to be useful 

as an early marker of severe AP. }" "RELATION OF SERUM E-SELECTIN, CYTOKINES 

AND OXIDATIVE STRESS PARAMETERS TO THE SEVERITY OF ACUTE 

PANCREATITIS (AP)"  
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{ Background:} Acute pancreatitis (AP) is a disease with an unexpected course, ranging from 

mild cases to those with the fatal outcome due to the multiorgan failure (MOF). The 

development and the course of AP largely depend on proinflammatory mediators such as: 

reactive oxygen species, proteases and cytokines released in the early phases of the disease. Post-

ERCP AP is considered to be a good model to study the early inflammatory response in AP.  

{ Aim:} The evaluation of the early phases of inflammatory response of AP in patients with 

post-ERCP AP.  

{ Methods:} The study was conducted on 10 patients with mild post-ERCP AP (according to 

Ransons Scale) out of 80 patients who underwent ERCP due to various reasons. The 

inflammatory response was evaluated by measuring plasma concentration of the following 

parameters: Il-6, CRP, hydrogen peroxide, malonylodialdehyde (MDA) and conjugated diens 

(CD). The plasma samples were taken prior ERCP and 2, 24 and 48 h after the examination. At 

the same points of time amylase plasma concentration was determined.  

{ Results:} In patients with post-ERCP AP the increase of Il-6 concentration was already 

observed 2 h after the examination (17,02 + 6,72 vs 3,43 + 2,57 pg/ml) with the highest value 

observed 48 h after ERCP (43,2 + 8,49 pg/ml). CRP plasma concentration rose significantly 24 h 

after ERCP (39,29 + 12,66 vs 6,88 + 2,4 mg/l) and 48 h after the procedure the elevated CRP 

level was still observed (58,73 + 20,72 mg/l). There was an increase of lipid peroxidation 

products (MDA and CD) and H2O2 concentration observed 2 h post-ERCP but the values did 

not reach statistical significance. In the consequent points of time the drop of reactive oxygen 

species concentration in plasma was noted.  

{ Conclusions:} The results of our study suggest that in the early phases of AP, even with a mild 

course, the cytokine release is observed followed by an acute phase response. The inflammatory 

response is already prominent in the first hours after the initiation of AP. In patients with mild 

course of the disease the balance between oxydative and antyoxidative mechanisms can be 

retained. }" "THE INFLAMMATORY RESPONSE IN THE EARLY PHASES OF ACUTE 

PANCREATITIS"  
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{ Background:} Identifying the underlying cause of acute pancreatitis (AP) is essential for 

predicting the risk of recurrence and to guide the decision to a diagnostic and therapeutic ERCP. 

Several criteria for the etiological assessment have been proposed, but no definitive model, able 

to identify in the early phase the biliary forms, is nowadays available. Aim of this study was to 

evaluate which clinical and biochemical data, obtained within the first 24 hours from admission, 

characterise the biliary aetiology in a large series of AP patients.  

{ Methods:} We evaluated 439 AP patients (228 males, 211 females) with mean age of 54.7 yrs; 

146 patients (33.2%) had a necrotising form. Age, sex, biochemical data, Ranson score and 

aetiology were considered. According to the aetiology, as defined at discharge, the patients were 

divided into two groups: 333 (75.8%) biliary AP cases and 106 non-biliary AP cases. Biliary 

aetiology was defined as: a) stones in the common bile duct; b) papillary features of recent stones 

passage with gallstones. The different variables were evaluated by logistic regression analysis.  

{ Results:} Age > 50 years (OR 4.4, 95%CI 2.6-7.6; p<0.001), ALT > 100 IU (OR 4.4; CI 2.4-

7.4; p<0.001), ALP >200 IU (OR 3.1, CI 1.8-5.4; p<0.001), and female sex (OR 2.8, CI 1.6-4.9; 

p<0.001) were significantly associated with the biliary aetiology. On this respect, neither the 

severity (morphology or Ranson score) nor bilirubin serum levels can add more significant 

information.  

{ Conclusions:} Biliary aetiology of an AP episode can be rightly suspected in the early hours 

from admission by simple clinical and biochemical data. }" "ACUTE PANCREATITIS: EARLY 

IDENTIFICATION OF BILIARY ETIOLOGY BY CLINICAL AND BIOCHEMICAL 

FINDINGS"  
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{ Objectives:} Although contemporary guidelines provide a framework for the initial 

management of severe acute pancreatitis, there remains no consensus opinion regarding the 

optimal surgical strategies for local complications. The objective of this study was to survey 

surgeons in hepatobiliary units across Europe to establish an overview of the current surgical 

management of severe acute pancreatitis.  

{ Methods:} A mailshot questionnaire survey was sent to 866 members of the European Chapter 

of the International Hepatobiliary Association (IHPBA). A total of 331 questionnaires were 

returned, but only 327 (38%) were suitable for analysis (4 clinicians retired).  

{ Results:} The most common (127 [38.8%]) number of patients with severe acute pancreatitis 

treated per year was 11 to 20. The commonest severity stratification system used was Ransons 

criteria (168 [51.4%]). CRP was used as a serum marker of disease severity by 149 (45%) 

respondents, however 180 (55%) respondents used clinical assessment also. Prophylactic 

antibiotic therapy in severe acute pancreatitis was used by 229 (70% respondents, the commonest 

antibiotics used being third generation cephalosporins and imipenem. The majority of 

respondents (210 [64.2%]) used an early (within 72 hours of admission) CT with 284 (86.9%) 

using intravenous contrast. 168 (51.4%) respondents use FNA of pancreatic necrosis for the 

diagnosis of local infection, with 99 (30.3%) of these stating they would always operate on a 

positive FNA. There was no general consensus as to the optimal timing of surgical intervention. 

The commonest procedure carried out for pancreatic abscess was percutaneous drainage (154 

[47.1%]). The commonest procedure performed for pancreatic necrosis was surgical drainage, 

followed by closed irrigation(142 [43.4%])then staged surgical resection (necrosectomy with 

skin closure and planned re-operation) in 94 (28.7%) respondents.  

{ Conclusions:} This study highlights the widely disparate protocols currently employed in the 

management of severe acute pancreatitis, advocating the implementation of standardised 

guidelines to encourage more consistency in the management of severe acute pancreatitis. }" 

"EUROPEAN QUESTIONNAIRE SURVEY OF SURGICAL STRATEGIES FOR THE 
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Acute pancreatitis has been associated with salmonellosis as well as a wide variety of other 

infections. However, the real frequency of pancreatic abnormalities as well as its significance 

during gastroenteritis have not been previously studied. This study was aimed at evaluating the 

incidence and the clinical significance of hyperamylasemia in 507 consecutive patients (M= 224 

F=283, mean age 41.6 ±19.5, range 18-92) with acute gastroenteritis. Amylasemia was tested 

with a specific pancreatic amylase serum test (Iso-amylase pancreatic test, ALIFAX, Padua 

Italy). Hyperamylasemia (mean levels 195 UI/ L, range 130-860 UI) was detected in 50 (10.2 %) 

cases among patients with acute gastroenteritis but in none of patients of the control group 

(P<0.05). Patients with hyperamylasemia had more frequently fever >38 C\'b0 (80 % vs 50.6 %, 

O.R. 3.0; P<0.01), dehydration (18% vs 8.5%; O.R. 2.5; P<0.05), higher mean number of 

evacuation per day (9.2 vs 7.5; P<0.05) and longer hospitalsation (7.9 vs 5.5 days; P<0.01) than 

those with amylasemia in the normal range. Moreover, hyperamylasemia was significantly 

associated with cholelithiasis, (30.0 % vs 10.7%, O.R. 3.5; P <0.001) and chronic gastritis or 

duodenal ulcer (22.0 % vs 10.2%, O.R. 2.4, P<0.05). Microorganisms were identified in stool 

samples from 56% of patients with hyperamylasemia and from 30.4% of patients with 

amylasemia within the normal range (O.R. 7.2; P<0.001). Among patients with positive stool 

cultures, Salmonella spp., and in particular Salmonella enteritidis was the microorganism most 

frequently associated with hyperamyasemia. In conclusion, our data demonstrate that 

hyperamylasemia during acute gastroenteritis is relatively frequent, usually mild and mainly 

associated with severe salmonellosis. }" "HYPERAMYLASEMIA DURING ACUTE 

GASTROENTERITIS: FREQUENCY AND CLINICAL RELEVANCE"  
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{ Background/Aims:} The generation of oxygen-derived free radicals has been implicated in the 

pathogenesis of experimental pancreatitis. However, in most studies mentioned previously the 

experimental animals were pretreated before acute pancreatitis with antioxidants before acute 

pancreatitis was induced, which does not mirror the clinical situation. The aim of this study was 

to determine the role of oxygen-derived free radicals and evaluate the therapeutic effects of 

endogenous antioxidants such as vitamin C and vitamin E on reactive oxygen species in patients 

with acute pancreatitis.  

{ Methods:} The serum levels of CRP, lipid peroxide (LPO), myeloperoxidase (MPO) and 

superoxide dismutase (SOD) were measured in 13 patients with acute pancreatitis and 14 healthy 

volunteers. In another set, eighteen patients with mild acute pancreatitis were divided into four 

groups: control, treatment with vitamin C (1000 mg, intravenous per day), treatement with 

vitamin E (1000 IU oral administration per day), treatment with vitamin C and vitamin E using 

the same dosage.  

{ Results:} 1) The serum levels of LPO and MPO were higher and the activity of SOD was 

lower in patients with acute pancreatitis than control group. 2) The serum levels of LPO and 

MPO showed higher tendency in severe group than patients with mild pancreatitis. However, 

there was no significant difference in the serum marker of oxidative stress according to the 

etiology. 3) The LPO level, especially, correlated with serum CRP and CT severity index. 4) 

MPO concentrations were increased, but no changes during the course of acute pancreatitis and 

there was no effect of antioxidant supplement on MPO concentration. 5) Increased LPO 

concentration decreased during the course of acute pancreatitis, but persists longer than the 

clinical course. Vitamin C or vitamin C and E supplement had a trend to reduce LPO 

concentration more rapidly than control or vitamin E treatment. 6) There was no discernible 

correlations between scavenger treatment and SOD levels. 

{ Conclusion:}  The oxygen-derived free radicals were closely associated with inflammatory 

process in acute pancreatitis and may have correlation with the severity of disease, especially 

LPO. In addition, heightend oxidative stress appears early in the course of acute pancreatitis and 

lasts longer than the clinical manifestations. Treatment with vitamin C attenuated the increased 

lipid peroxidation although the clinical course between vitamin C treated and untreated guoups 

did not differ significantly. }" "SERUM LEVELS OF OXYGEN-DERIVED FREE RADICALS 



AND THE EFFECT OF SCAVENGER TREATMENT IN PATIENTS WITH ACUTE 
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{ Introduction:} Hyperlipidemia is a rare cause of acute pancreatitis with an incidence of 3-5% 

and carries a high morbidity and mortality rate. In the last years plasmapheresis has been used, 

with encouraging results, for the treatment of hyperlipidemic acute pancreatitis. The aim of our 

study was to present our experience with three analogous cases.  

{ Methods:} The patients were three males aged 46, 55, and 60 years. All the patients presented 

with severe pancreatitis and had more than 3 Ransons criteria, and more than 7 criteria according 

to APACHE II scoring system. Laboratory data showed in all patients CRP 14-17 ng/dL (normal 

value <0.8 ng/dL), and triglycerides 19-25 mmol/L (normal value <1.7 mmol/L). CT-scanning 

demonstrated in all patients a mass of inflamed peripancreatic tissue and pancreas, bilateral 

perinephric fluid collection, right paracolic fluid collection and bilateral pleural effusion.  

{ Results:} All the patients were under conservative treatment and simultaneously 

plasmapheresis was applied to them in the renal unit. One patient received two courses of 

plasmapheresis and the other 2 three courses. Symptoms and clinical findings were significantly 

improved in the three patients after the first course. Following all courses of plasmapheresis, 

triglycerides serum levels became normal. All the patients were discharged after 12-15 days of 

hospitalization. 

{ Conclusion:}  These preliminary results suggest that plasmapheresis is the best treatment 

option, along with the traditional conservative management, of patients with acute pancreatits 

caused by hyperlipidemia and proved to be mandatory. The relief of symptoms is obtained 

through the mechanism of the removal of the elevated lipoprotein serum levels and other toxic 

agents. }" "PLASMAPHERESIS IN THE TREATMENT OF ACUTE PANCREATITIS 

CAUSED BY HYPERLIPIDEMIA"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.496#" " Abstract: P.496 0 Citation: Gut 2000; 47(Suppl III): 
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\i Institute for Clinical and Experimental Medicine, Prague, Czech Republic Prevention of 

infectious complications in severe acute pancreatitis (SAP) remains a debatable issue.  

{ Aims:} To compare mean length of hospital or intensive care unit (ICU) stay, rate of infectious 

complications, need for new antibio-tics (ATB), operation on the pancreas and mortality in two 

groups of patients with SAP (CRP >150 mg/L).  

{ Methods:} A controlled, prospective, randomized study. Group P: ATB administered 

prophylactically from the first 48 hours of the disease. Group C: ATB administered in the case of 

infectious complication and/or large pancreatic/peripancreatic necrosis as assessed on CT and/or 

fluid collections in two compartments on CT. Antibiotic prophylaxis: metronidazole 500 mg 

three times a day i.v., ciprofloxa-cine 200 mg twice a day i.v.  

{ Results:} \tx2310\tx3525\tx4740\tx5415\tx8150\fs4 \ul Group P C (n 30) (n 26) \tab \tab \tab 

\tab Mean hospital stay 17.4 ± 15.0 26.7 ± 15.0 p < 0.029 Mean ICU stay 9.0 ± 6.4 11.8 ± 13.2 

NS Pancreatic necrosis >30% 8 7 NS Infectious complications 7 10 NS Changed/new antibiotics 

13% 69% p < 0.001 Operation on pancreas 1 3 NS Mortality 5 (7.) 3 (21.) NS \tab \tab \tab \tab 

(day after admission, median value)  

{ Conclusions:} There was a statistically significant difference between prophylactic and control 

groups in mean length of hospital stay only. Our results could be influenced by the selection of 

patients and the relatively early ATB administration in 70% of patients in the control group. The 

endpoints of further studies should be considered carefully in an attempt to avoid a positive or a 

negative bias of the results. }" "THE ROLE OF ANTIBIOTIC TREATMENT IN SEVERE 

FORM OF ACUTE PANCREATITIS: A RANDOMIZED PROSPECTIVE STUDY"  
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AP is a common complication of ERCP and it is usually of mild to moderate severity. 

Somatostatin and its long-acting analog octreotide, potent, inhibitors of pancreatic secretion, 

have been investigated in several clinical studies for their protective effect on post-ERCP AP. 

However, the results so far have been controversial.  

The { aim} of this prospective study was to compare the effect, of somatostatin and octreotide in 

preventing post-ERCP AP.  

{ Patients-methods:} One hundred twenty eight (128) consecutive patients undergoing ERCP (61 

M, 67 F, mean age 68.9 years, range 17-92 years) were randomized in 3 groups: Somatostatin 

(S), Octreotide (O) and Placebo (P). The S group received somatostatin 3 mg, infused IV, 30 min 

before to 12 h after ERCP, the O group somatostatin 3 mg, infused IV, 30 min before to 12 h 

after ERCP, the O group received octreotide, injected subcutaneously, 500 \'b5g 30 min before 

and 500 \'b5g 8 h after ERCP and the P group normal saline, infused IV 30 min before to 12 h 

after ERCP. Patients with previous sphincterotomy or a recent AP were excluded from the study. 

A prophylactic anti-biotic regimen was given in all patients. Technical details of the endoscopic 

procedures and patients clinical parameters were recorded. Serum amylase and lipase levels were 

measured before ERCP and 1 and 12 h afterwards. Hyperamylasemia (HAM) or hyperlipasemia 

(HLP) was defined as an elevation of the serum enzyme levels more than twice the upper normal 

limit (amylase: 100 IU/L, lipase: 200 IU/L). Post-ERCP AP was defined as epigastrial pain and 

tenderness persisting for at least 18 h after ERCP with a raised serum amylase and/or lipase level 

more then 3 times the upper normal limit.  

{ Results:} Mean serum amylase and lipase level elevation, after ERCP, was not statistically 

different in all 3 groups. Results concerning the frequency of AP, HAM and HLP are indicated in 

the following table. \tx750\tx2040\tx3330\tx4620\tx6000\tx6840\tx8150\fs4 \ul \tab \tab Group S 

Group O Group P Total Statistical n n n n analysis (%) (%) (%) (%) \tab AP 9/43 (20.9) 6/44 

(13.6) 12/41 (29.3) 21/128 (21.1) p
*
 = NS HAM 17/43 (39.5) 19/44 (43.2) 14/41 (34.1) 50/128 

(39.1) p = 0.69 NS HLP 17/43 (39.5) 24/44 (54.5) 17/41 (41.5) 58/128 (45.3) p = 0.31 NS \tab 
*
 

p = 0.21 between S and P groups, p = 0.13 between 0 and P groups  

{ Conclusions:} Prophylactic treatment with somatostatin or octreotide does not significantly 

decrease the frequency of post-ERCP AP, although there is a tendency towards this, especially 

with octreotide. }" "A RANDOMIZED CONTROLLED STUDY COMPARING THE 



PROPHYLACTIC EFFECT OF SOMATOSTATIN AND OCTREOTIDE ON POST-ERCP 

ACUTE PANCREATITIS (AP)"  
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Pancreas changes recalling chronic pancreatitis are marked in long-Item space flights and just 

after their completion. The signs of these changes and their mechanism were investigated in 

practically healthy (volunteers (21 persons), during 60-120 day long-term antiorthostatic 

hypokinesia used for simulation ofmicrogravity. The increase of amylase and lipase in blood and 

urine in parallel with reduction of these enzymes in intestine was revealed in antiorthostatic 

hypokinesia, as well as in space flights. Diabetes-like glycemic curves were found at standard 

glucose tolerance test. The increases in size of pancreatic head, body and tail were marked at 

ultrasonic evaluation. Its echogenity was reduced, the structure became inhomogeneous, and its 

duct was extended. The mechanism of similar changes was connected with reorganization of 

abdominal blood circulation. Antiorthostatic position as well as microgravity, induced increase 

of blood inflow in lower vena cava, which was expressed by gradual plethora in it and in portal 

vein. Tissues edema, which was also found, side by side with venous plethora induced increase 

of pancreas size and decrease of its echogenity. Pancreas edema could result depression of its 

exocrine and endocrine functions, and also to hamper secret outflow from pancreatic duct 

resulting to its extension. The same mechanism was cause of enzymes decrease in intestine and 

in origin of phenomenon of ``enzymes evasion into blood. Revealed hemodynamical mechanism 

of changes in pancreas can take place not only in conditions of microgravity, but also in normal 

gravitation. The existence of the similar mechanism can explain high frequency of pancreas 

diseases in cardiovascular pathology and due to aging of organism, which frequently are 

accompanied by chronic insufficiency of blood circulation and reorganization of splanchnic 

hemodynamics. }" "THE FORMATION MECHANISM OF CHANGES IN PANCREAS 

WITHIN SPACE FLIGHTS AND AT SIMULATION OF MICROGRAVITY EFFECTS"  
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{ Background:} Leptin, is circulating protein released from adipocytes, involved in the 

regulation of food intake. Recently leptin received attention as the molecule activating the 

protective mechanisms against the autoagressive effect of the immune system.  

{ Aim:} To determine the effect of central administration of leptin on the plasma level of tumor 

necrosis factor {\f1 a} (TNF {\f1 a}) and interleukin-4 (IL-4) in the rats subjected to caerulein-

induced pancreatitis (CIP). { Method:} CIP was produced by subcutaneous (s.c.) infusion of 

caerulein (5 \'b5g/kg-h \'d7 5 h) to conscious rats. Leptin (1, 5 or 10 \'b5g/kg) was given to the 

rats as a bolus injection into the right cerebral ventricle (i.c.v.) 30 min prior to the caerulein 

infusion. Plasma level of TNF {\f1 a} or IL-4 was determined by ELISA kit.  

{ Results:} CIP was manifested by pancreatic edema, reduction of pancreatic blood flow (PBF) 

by 40% and the increase of serum level of amylase and TNF {\f1 a} (by about 400% and 300% 

respectively). Pretreatment with leptin partially reversed above harmful effects of CIP on the 

pancreas; reduced edema and plasma level of amylase and significantly improved PBF. In the 

rats with CIP plasma level of TNF {\f1 a} was significantly reduced following leptin 

pretreatment, whereas plasma level of IL-4 was significantly and dose-dependently increased in 

these animals. Leptin alone (1, 5 or 10 \'b5g/kg i.c.v.) failed to affect significantly any of 

parameters tested. 

{ Conclusion:}  Central administration of leptin into the rats protects the pancreas from its 

damage produced by caerulein overstimulation and reduced production of proinflammatory 

cytokines such as TNF {\f1 a} accompanied by the increase of anti-inflammatory cytokine IL-4. 

}" "CENTRAL ADMINISTRATION OF LEPTIN INFLUENCES CYTOKINES 
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{ Background:} Leptin, released from adipocytes, has been recently found to protect the 

pancreas from the damage produced by overstimulation with caerulein, however, the mechanism 

of this protection is unclear.  

{ Aim:} To investigate the contribution of sensory nerves to the protection of the pancreas 

afforded by centrally and peripherally administratered leptin in rats with caerulein-induced 

pancreatitis (CIP). { Method:} CIP was produced by s.c. administration of caerulein to the rats (5 

\'b5g/kg-h \'d7 5 h). Leptin (5, 10 or 20 \'b5g/kg) was given to the rats as a bolus injection i.p. or 

into the right cerebral ventricle (i.c.v.) 30 min prior to the caerulein infusion. Deactivation of 

sensory nerves was produced by s.c. administration of capsaicin (100 mg/kg 10 days before the 

test).  

{ Results:} CIP was manifested by an increase of pancreatic weight and the rise of blood 

amylase level (by 200% and 400% respectively) and accompanied by the reduction of pancreatic 

blood flow (by 40%). In the rats with intact sensory nerves the administration of leptin both; i.p. 

or i.c.v. significantly attenuated above harmful effects of CIP and reduced histological 

manifestations of pancreatitis such as edema, neutrophil infiltration and vacuolization of the 

acinar cells. Deactivation of sensory nerves with capsaicin completely abolished the protective 

effects of both centrally and peripherally administratered leptin on the pancreas of rats with CIP.  

{ Conclusions:} 1) Leptin applied to the cerebral ventricle protects the pancreas from its damage 

by caerulein overstimulation. 2). Intact sensory nerves are prerequisite of leptin-induced 

protection of the pancreas against CIP. }" "SENSORY NERVES ARE INVOLVED IN THE 

PROTECTIVE EFFECT OF LEPTIN IN CAERULEIN-INDUCED PANCREATITIS"  
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{ Background:} We reported that acute pancreatitis is accompanied by the enhanced expression 

of epidermal growth factor (EGF) in the pancreas. Therefore, we decided to determine the 

influence of EGF on pancreatitis induced by pancreatic ischemia.  

{ Methods:} Acute pancreatitis was induced in rats by limitation of pancreatic blood flow (PBF) 

in inferior splenic artery for 30 min. EGF was administered three times daily (10 \'b5g/kg per 

dose s.c.). Rats were sacrificed at the time: 24 h, 3, 5, 10, and 21 days following ischemia. PBF, 

plasma amylase, lipase, interleukin concentrations, pancreatic cell proliferation (incorporation of 

[{\up6 3}H]-thymidine to DNA) and morphological signs of pancreatitis were examined.  

{ Results:} After ischemia the decrease in PBF by 78% followed by subsequent increase was 

observed. EGF administration resulted in limitation of pancreatic ischemia. 24 hours after 

reperfusion plasma amylase, as well as, plasma lipase activity were increased. EGF caused 

signifier reduction in plasma amylase and lipase activity. DNA synthesis was maximally reduced 

at the first day after ischemia and it was followed by the significant increase. This effect was 

partially reversed by EGF. Pancreatitis caused the significant increase of interleukin-1{\f1 b} (Il-

1{\f1 b}) and Il-10. EGF caused the faster normalization of interleukins and reduction in 

histological signs of pancreatic damage. 

{ Conclusion:}  (1) EGF reduced severity and accelerates regeneration in ischemia-induced 

pancreatitis; (2) EGF depressed production of Il-1{\f1 b} but also Il-10. (3) The beneficial effects 

of EGF appear to be related to the improvement of PBF and the increase of pancreatic tissue 

growth. }" "EPIDERMAL GROWTH FACTOR REDUCES PANCREATIC DAMAGE AND 

ACCELEARTES PANCREATIC REPAIR IN ISCHEMIA-INDUCED PANCREATITIS"  
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{ Purpose:} Hepatic growth factor (HGF) overexpression was reported in experimental and 

clinical acute pancreatitis. The aim of our studies was to determine the effect of HGF 

administration on the development of caerulein-induced pancreatitis (CIP).  

{ Methods:} Acute pancreatitis was induced by s.c. infusion of caerulein (10 \'b5g/kg/h) for 5 h. 

HGF was administrated 2 \'d7 50 \'b5g/kg s.c. (30 min prior to caerulein infusion and 3 h later, 

during caerulein infusion). Immediately after cessation of caerulein infusion the pancreatic blood 

flow (PBF), plasma amylase and lipase activity, plasma interleukin-1{\f1 b} (Il-1{\f1 b}) 

concentration, cell proliferation and biochemical, and morphological signs of pancreatitis were 

examined.  

{ Results:} CIP caused 41% decrease in DNA synthesis, 53% inhibition of PBF, as well as, a 

significant increase in pancreatic weight, plasma amylase, lipase and Il-1{\f1 b} concentration, 

and development of the histological signs of pancreatic damage (edema, leukocyte infiltration 

and vacuolization). Treatment with HGF attenuated the pancreatic damage in CIP what was 

manifested by histological improvement of pancreatic integrity, the partial reversion of the drop 

in DNA synthesis and PBF (by 24 and 51%, respectively), and the reduction in pancreatitis 

evoked increase in the pancreatic weight, plasma amylase, lipase and Il-1{\f1 b} concentration.  

{ Conclusions:} (1) Administration of HGF attenuates pancreatic damage in CIP; (2) This effect 

seems to be related to the reduction in activation of interleukin cascade, the improvement of PBF 

and the increase of pancreatic tissue growth. }" "HEPATIC GROWTH FACTOR 

ATTENUATES PANCREATIC DAMAGE IN CAERULEIN-INDUCED PANCREATITIS"  
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translocation (BT) plays a critical role in the pathoge-nesis of infectious complications in acute 

pancreatitis (AP). Penetra-tion into pancreatic tissue is supposed to be one of the mandatory 

characteristics of antibiotics (ATB) used in the treatment of severe AP.  

{ Aim:} To determine the route of BT and to assess whether the speci-fic ability of ATB to 

penetrate into pancreatic tissue is necessary for suppressing BT.  

{ Methods:} ATB administration was started 12 h after the induction of experimental acute 

pancreatitis (eAP) in a rat taurocholate model. Three groups, each containing 6 animals, were 

followed: group A & ciprofloxacin + metronidazole, group B & metronidazole + amikacin + 

amoxicillin/clavulanic acid, group C & controls. Organ samples (mesen-teric lymph nodes - 

MLN) were harvested at 24 h. BT was evaluated as the number of colony-forming units per gram 

of tissue (CFU/g).  

{ Results:} \tx1020\tx2640\tx3525\tx8150 BT to MLN at 24 h (CFU/g) vs. group C \tab \tab \tab 

Group A 5.0 ± 9.7 x100 p = 0.06, NS Group B 0.7 ± 0.9 x100 p = 0.005 * Group C 18.4 ± 19.6 

x100 \tab \tab \tab \tab \tab \tab d\fs20 There was no significant difference between groups A and 

B.  

{ Conclusions:} Lymphatics are the dominant route of BT. The two regimens of ATB with a 

different potential to penetrate into pancreatic tissue have a similar capacity to suppress BT. The 

number of CFU/g in MLN seems to be an appropriate measure for evaluating BT in eAP. For 

exact evaluation of the effect of ATB on BT, further experiments with a different time schedule 

are required. }" "THE INFLUENCE OF DIFFERENT ANTIBIOTIC REGIMENS ON 

BACTERIAL TRANSLOCATION IN EXPERIMENTAL ACUTE PANCREATITIS"  
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{ Background:} Translocation of bacteria from the gut into pancreatic necrosis is an important 

factor in the development of septic complications and mortality in acute pancreatitis. S-

methylisothiourea is an inducible nitric oxide synthase inhibitor, has been shown to decrease 

bacterial translocation in sepsis and thermal injury.  

{ Aims:} To investigate whether S-methylisothiourea could effect bacterial translocation in acute 

necrotising pancreatitis.  

{ Methods:} Thirty-six male Sprague-Dawley rats were studied. Acute pancreatitis was induced 

in Group I and Group II by injection of taurocholate and trypsin into the common biliopancreatic 

duct. Group I rats received normal saline as a placebo and Group II rats received S-

methylisothiourea postoperatively for 2 days. At 48 hours, blood was drawn for serum amylase 

determinations. Bacterial translocation to mesenteric lymph nodes, and distant sites were 

examined. A point scoring system of histological features was used to evaluate the severity of 

pancreatitis.  

{ Results:} Both plasma amylase levels and pancreatic histologic score were significantly 

reduced in Group II rats given S-methylisothiourea than in Group I rats given saline (P<0.01, 

P<0.05, respectively). All group I rats had bacterial translocation to mesenteric lymph nodes, 

compared with 7 of 12 rats in Group II (P< 0.05) There was no difference in bacterial 

translocation to distant organs between two groups although they tended to be lower in group II 

compared with the group I (p> 0.05). Bacterial counts in the pancreas were significantly reduced 

in Group II rats compared with Group I rats (P< 0.05). 

{ Conclusion:}  S-methylisothiourea reduces the amylase levels, bacterial translocation to 

mesenteric lymph nodes, the number of bacteria translocated to pancreas, and ameliorates 

pancreatic damage in rats with acute pancreatitis. }" "INHIBITION OF INDUCIBLE NITRIC 

OXIDE SYNTHASE REDUCES BACTERIAL TRANSLOCATION IN A RAT MODEL OF 

ACUTE PANCREATITIS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.506#" " Abstract: P.506 0 Citation: Gut 2000; 47(Suppl III): 

A144 PENETRATION OF MEROPENEM AND CEFEPIM INTO PANCREATIC TISSUE 

DURING THE COURSE OF EXPERIMENTAL ACUTE PANCREATITIS  

Refik Mas, Ugur Saglamkaya, Ismail Simsek, Mehmet Yasar, Salih Deveci, Fikri Kocabalkan  

\i Department of Internal Medicine, G\'fclhane School of Medicine, Ankara, Turkey  

{ Background:} Recent data from the experimental and clinical studies suggest that the 

antibiotics showing good penetration to pancreas may reduce mortality by preventing pancreatic 

infection which is the most important prognostic factor in acute pancreatitis. The aims of this 

study were to determine and compare pancreatic tissue concentrations of meropenem and 

cefepime at different stages of acute necrotising pancreatitis in an animal model that has been 

shown to mimic closely to severe human pancreatitis.  

{ Method:} Acute necrotising pancreatitis was induced in rats by a standardised intraductal 

infusion of glycodeoxycholic acid and intravenous cerulein. Six hours (n=30) and 48 hours 

(n=30) after induction of pancreatitis, the rats were randomised for intravenous 20 mg/kg 

injection with either meropenem or cefepime. Blood and the head of the pancreas were collected 

for determining antibiotic concentrations by HPLC.  

{ Results:} Meropenem concentrations in the pancreas at 6 hours of acute pancreatitis increased 

significantly and decreased at 48 hours of the disease, but still too higher than controls. 

Concentrations of cefepime in necrotic pancreatic tissue are significantly low either during the 

initial or later phase, but lower in the latter in which the necrosis was more evident. Tissue/serum 

concentration ratios of meropenem were significantly higher than those of cefepime. However, 

tissue concentrations of both antibiotics are too much higher than the MIC values for the 

common microorganisms involved in pancreatic infections. 

{ Conclusion:}  Although both antibiotics penetrate into the necrotic tissue in sufficient 

therapeutic concentrations, penetration of meropenem is much better than cefepime. However, 

good tissue penetration may not solely indicate efficacy of that antibiotic. So, further 

experimental and clinical studies aiming to determine therapeutic and prognostic efficacy of 

these agents are needed. }" "PENETRATION OF MEROPENEM AND CEFEPIM INTO 

PANCREATIC TISSUE DURING THE COURSE OF EXPERIMENTAL ACUTE 

PANCREATITIS"  
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{ Introduction:} High concetration of chromatographically identified linoleic acid hydroperoxide 

(LOOH) in bile obtained from patients with recurrent pancreatitis has been found {\f1 -}25 mM, 

compared with 4 mM in control. The purpose of this study was to evaluate the possibility of 

inducing experimentally acute pancreatitis (AP) giving prooxidant agent - kumyl hydroperoxide 

(CumOOH) - into common bile-pancreatic duct (CBPD).  

{ Methods:} Male Wistar rats were given intraperitoneal anaesthesia with Thiopental. 

Laparotomy was performed and duodenal loop was identified. A small catheter was inserted 

through a microduodenotomy into the CBPD immidiately proximally to the pancreatic papilla 

and temporary fixed in place with silk tie. Accesory tie was fixed on CBPD close to hepatic 

hilium for time of operation. Using automatic infusing pump 0.9% saline suspension of 

CumOOH (0.04 ml/min, total dose 0.4 ml/10 min) in respective solutions was retrogradely 

injected. Concentrations of CumOOH were 20, 40, 80, 160 mM. After catheter removal the 

duodenal wall was closed with simple suture. The observation time was 1, 3 and 6 hours. The 

blood samples were collected from the heart for amylase and lipase assay. The animals were 

killed and each pancreas were removed and weighted. Small pieces were excised for light and 

electron microscopy examination and also for biochemical analysis. The levels of 

malondialdehyde (MDA), sulfhydryle (SH) and carbonyl group were estimated as the sign of 

peroxidation of different cellular structures.  

{ Results:} In group of rats injected with CumOOH weight of pancreas increased comparing 

with animals treated with physiological saline. Histology of pancreata removed 3 and 6 h after 

injection of CumOOH showed acinar cell vacuolisation, interstitial oedema, focal necrosis of 

pancreatic acini as well as fat tissue. Infiltration of leukocytes was also visible. Control rats 

presented well preserved pancreatic tissue structure. The activation of amylase and lipase was 

increased according to high concentration of injected suspension and dependent on time of 

observation. The biochemical investigation showed the increased acumulation of both MDA and 

carbonyle groups as the result of lipid and protein structures peroxidation. The total amount of 

SH groups was downcreased. 

{ Conclusion:}  Using CumOOH we succesfully induced AP in rats. It could confirm the crucial 

role of linoleic acid hydroperoxide and its synthetic analogue - kumyl hydroperoxide in recurrent 

acute pancreatitis. }" "NEW MODEL OF EXPERIMENTAL RECURRENT ACUTE 

PANCREATITIS USING SYNTHETIC HYDROPHOBIC HYDROPEROXIDE"  
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{ Background:} At the previous study it was founded that leu-enkephalin analog (EA) Tyr-D-

Ala-Gly-Phe-Leu-Arg (pharmacologic drug ``Dalargin) was a strong inhibitor of pancreatic 

exosecretion (PS). It is known that this peptide has cytoprotector properties and stimulates 

recovery processes. Thats why we attempted to use it for treatment of pancreatic fistulas (PF).  

{ Methods:} External PS occured as a result of surgical interventions of pancreatic cyst 

extirpation in patients we observed. Transductal drainage of PS to duodenum was preserved. EA 

was infused i.v. 1 time a day in dose 40 mkg/kg/h in 600 ml of saline during 180-210 min. PS 

was collected through the catheter placed in fistula channel during the infusion by 30 min 

portions. Protein, amylase, lipase, protease contents were determined in these portions.  

{ Results:} The circardian output was 292-386 mll in the first patient (P1) and 235-304 ml in the 

second patient (P2) before treatment. The volume of PS reduced in 1.5-2.1 times during infusion. 

Amylase content decreased on 35-43%, protease one - on 52-59%, lipase one - on 30-36%. 

Protein release reliably decreased (p < 0.05). The apparent formation of granulation tissue in PF 

was marked on the 5-th day. The circardian output of PS was 136-210 ml in P1 and 115-163 ml 

in P2. The release PS output was 17.1% (P1) and 21.8% (P2) from secretory volume before 

treatment on the 12-th day of treatment. To push catheter in fistula orifice was impossible 

because of the growth of granulation tissue in PF area on the 14-th day of treatment. In following 

days PS release from Pfs became intermittent. The fistulas closure was on the 18-th day (P1) and 

the 23-d day (P2) of treatment.  

{ Summary:} EA Dalargin reduces effectively fistula PS drainage, stimulates recovery processes 

in PF part and is a perspective drug for specific PF treatment. }" "THE FIRST EXPERIENCE 

FOR USING OF ENKEPHALIN ANALOG FOR SPECIFIC TREATMENT OF PANCREATIC 

FISTULAS"  
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{ Background:} Recent data from the experimental and clinical studies suggest that the 

antibiotics showing good penetration to pancreas may reduce mortality by preventing pancreatic 

infection which is the most important prognostic factor in acute pancreatitis. Desferrioxamine 

(DFX) is an effective free oxygen radical scavenger (FOR) which has been shown to have a 

protective role in the development of acute pancreatitis.  

{ Aim:} The study was undertaken to determine the effects of DFX and meropenem (MRP) in 

acute necrotising pancreatitis (ANP) in rats.  

{ Methods:} Forty male Sprague-Dawley rats were studied. ANP was induced in Group I, Group 

II, Group III, and Group IV rats by pressure injection of 3% taurocholate into the biliopancreatic 

duct (1 ml/kg of body weight). Group II rats received MRP 120 mg/kg/day i.p post-operatively 

for 2 days. Group III received DFX i.p 80 mg/kg/day post-operatively for 2 days. Group IV 

received DFX+MRP with the same doses and duration as for Group II and Group III. Group I 

rats received a similar volume of saline. At 48 hr postoperatively blood was drawn for amylase 

determinations. Specimens from pancreas were harvested for pathology and culture of Gram 

positive and Gram negative bacteria.  

{ Results:} There was no difference in serum amylase levels between the groups (p>0.05). There 

was no difference in pancreatic histology scores between the Groups I, II, and III. Pancreatic 

histology score were significantly reduced in rats treated with combined treatment (Group IV) as 

compared with the rats in Groups I, II, III, (p<0.05). The incidence of bacterial translocation to 

pancreas was significantly reduced in rats treated with MRP (Group II, and IV) (p<0.001). 

{ Conclusion:}  MRP treatment reduces the bacterial translocation to the pancreas in acute 

pancreatitis. Combined treatment with DFX and MRP is better than single therapies in reducing 

the severity of pancreatitis and represents a promising therapeutic concept for patients with 

severe necrotising pancreatitis. }" "THE EFFECTS OF COMBINED TREATMENT WITH 

DESFERRIOXAMINE AND MEROPENEM IN EXPERIMENTAL ACUTE PANCREATITIS"  
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{ Background:} Although alcoholism is recognised as an important risk factor for the 

development of pancreatitis, the basis of alcohol mediated pancreatic injury remains obscure. 

Progress in this area would be helped if an animal model of the disease were available. The 

miniature pig, in contrast to other laboratory animals, consumes alcohol voluntarily and a model 

of alcoholic liver disease has already been described in this species.  

{ Aims:} The aim of this study was to determine whether chronic consumption of alcohol by the 

miniature pig results in significant changes in pancreatic histology.  

{ Methods:} For a period of 1 year 9 miniature pigs were fed a diet providing a total energy 

intake of 105kcal/kg/day. 9.5% of metabolizable energy was supplied as protein, 32% as fat and 

18.5 % as carbohydrate. 5 pigs in the study group received ethanol at 6 g/kg body weight/day, 

providing 40% metabolizable energy. An isocaloric amount of corn flour was substituted for 

alcohol in 4 animals acting as the control group. At the end of the study period animals were 

sacrificed and the pancreas quickly removed and fixed in formalin. Interpretation of pancreatic 

histopathology was undertaken by a pathologist blinded to the source of the tissue.  

{ Results:} In animals receiving alcohol postprandial the whole blood ethanol concentrations 

were at levels that would cause intoxication in humans. Two main histological changes were 

observed in the pancreata: fat deposition (table 1) and parenchymal necrosis (table 2) 

\tx1650\tx2700\tx3375\tx4050\tx8150 Table 1 \tab \tab \tab \tab \ul Degree of fat deposition 

\ulnone very little mild moderate \tab \tab \tab \tab Control diet (n=4) 1 2 1 Alcohol (n=5) 3 2 0 

\tab \tab \tab \tab d\fs20 \tx1650\tx2415\tx3465\tx4140\tx4815\tx8150 Table 2 \ul Extent of 

parenchymal necrosis \ulnone none very little mild moderate Control diet (n=4) 3 0 1 0 Alcohol 

(n=5) 3 1 0 1 d\fs20 Histological changes were observed in both pigs receiving alcohol and 

control diets. There were no significant differences in the changes between the 2 groups. The 

necrotic changes may have been artefactual and have arisen as a result of autolysis following 

death.  

{ Conclusions:} One year of heavy alcohol consumption does not cause observable pancreatic 

disease in the pig. Nevertheless important changes may still be occurring at the biochemical level 

and warrant further investigation. }" "THE EFFECT ON THE PORCINE PANCREAS OF 

CHRONIC EXPOSURE TO ALCOHOL"  
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Disruption of the MMC leads to small bowel bacterial overgrowth (SBBO) and translocation 

(BT). Infection of enterobacteriacae in acute necrotizing pancreatitis is common, but the 

pathogenesis is poorly understood. The objective of this study is to determine whether the MMC 

during acute pancreatitis is disrupted, BT is present, relates to SBBO, and pancreatic infection. 

Fifty rats were divided in 4 groups:1.control (saline i.v.); 2.mild 

pancreatitis(caerulein,i.v.);3.control(i.v.and intraductal saline);4.severe pancreatitis (caerulein 

i.v.,intraductal glycodeoxycholic acid). Myoelectrodes were implanted in the jejunum to measure 

MMCs. Three days after induction of pancreatitis samples from peripheral blood, peritoneal 

fluid, abdominal organs, and small bowel were harvested for quantitative microbial culturing. 

The difference in translocation incidence between group 1 (0/8) and 2 (6/14) was sign.(p<0.05). 

Furthermore, there existed a difference in translocation incidence between group 3 (2/10) and 4 

(11/14) (P<0.05). There was no sign. difference in duodenal bacterial counts between group 1 

and 2. Duodenal gram negative rods and anaerobic bacteria counts (>log 3) were present in 

group 4 (7/14), and not in 3 (p<0.05). There is a sign.(p<0.05) higher incidence of pancreatic 

infection in the group 4. In group 3 the MMC cycle length was completely normal. In contrast, 

during severe pancreatitis the MMC cycle length was sign. increased from 14.2±0.2 to 22.5±1.1 

minutes on day three after the induction of the severe pancreatitis.(p<0.05). In severe pancreatitis 

MMC cycle length is increased and accompanied by duodenal SBBO of mainly 

enterobacteriacae and BT. There is a positive correlation between the bacterial counts in the 

lymphnodes and the incidence of infected necrotizing pancreatitis. }" "GUTMOTILITY AND 

MICROFLORA IN EXPERIMENTAL ACUTE PANCREATITIS"  
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Chronic pancreatitis (CP) is common disease in humans. However little is known about the 

etiopathogenesis due mainly to the fact that few simple animal models have been described. 

Trinitrobenzene sulfonic acid (TNBS) induces chronic colitis and cholangitis in rats. There are 

some papers that have been described that TNBS infused into pancreatic duct can induced CP. 

Smale Wistar rats (weight 200-220 g) were given intraperitoneal anaesthesia with Ketamine and 

Xylazyne followed by one shot chemoprophylaxis (Amoxicillin with clawulanic acid). Access to 

the pancreas was gained through a ventral midline incision. The duodenal loop was identified 

and a cathether was inserted through a microduodenotomy into the Common Bile_Pancreatic 

Duct (CBPD) immidiately proximal to the Vater papilla and temporary fixed in place with silk 

tie. To prevent liver damage, the duct was tied close to the liver. Using automatic infusion pump 

solution TNBS in PBS and ethanol (total dose 0.4 mg/1 h) was retrogradely injected. After 

catheter removal the duodenal wall was closed with simple suture. The animals were transfered 

to individual cages. Thereafter they received standard chow. The animals were killed after 5 

weeks by exsanguination under the eter anaesthesia. Each pancreas was removed and weighted. 

Small pieces were excised for light and electron microscopy. Macroscopically we observed 

pancreatic fibrosis, its increased compactness and some fluid in peritoneum. The assessment of 

morfology was done due to light microscopy and electron microscopy. We observed periductal 

fibrosis, ductal strictures, patchy cell infiltration and gland atrophy. We conclude that one time 

infusion of TNBS into pancreatic ducts effects chronic fibrogenetic pancreatitis. This model will 

be use to assess the role of oxygen free radicals in the pathogenesis of chronic pancreatitis in 

rats. }" "THE EXPERIMENTAL MODEL OF CHRONIC PANCREATITIS IN RATS BY 

INFUSION TRINITROBENZENE SULFONIC ACID INTO PANCREATIC DUCT - OWN 

EXPERIENCE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.513#" " Abstract: P.513 0 Citation: Gut 2000; 47(Suppl III): 

A146 P53 GENE, BAX GENE EXON 3 FRAME SHIFT MUTATION AND C-KI-RAS GENE 

CODON 12 MUTATION IN PANCREATIC SECRATION COLLECTING FROM VERIOUS 

PANCREAS DISEASES  

Yoshiki Kida
1
, Miyoko Takezawa

1
, Nobuaki Shikama{\up6 2}, Masao Araki{\up6 3}, Yoshiki 

Yamazaki{\up6 4}, Kyoko Shirasu{\up6 4}, Junko Ichikawa
1
, Maya Watanabe

1
, Mitsuhiro 

Kida
1
, Katsunori Saigenji

1
  

\i 
1
 Kitasato University East Hospital, Sagamihara, Japan; {\up6 2} Toshiba Rinkan Hospital, 

Sagamihara, Japan; {\up6 3} Sagamihara Kyodo Hospital, Sagamihara, Japan; {\up6 4} Shonan 

East Genaral Hospital, Chigasaki, Japan  

{ Background:} Pancreas cancer has one of the poorest prognoses and is the fourth to fifth 

leading cause of cancer death in Japan. Recent reports have demonstrated c-Ki-ras gene codon 

12 point mutation is 70 to 90% positive in pancreas cancer, however it is also positive in some 

chronic pancreatitis cases.  

{ Aim:} To detect pancreas cancer in early stage and distinguish from benign diseases, p53 gene, 

BAX gene exon 3 frame shift mutation in pancreas juice collecting from various diseases during 

the ERCP was analyzed together with c-Ki-ras gene point mutation at codon 12 in this study.  

{ Material and methods:} Sixty-six pancreas secretions in various pancreas diseases (cancer; 20, 

intraductal papillary adenoma; 1, mucinous cyst adenoma; 1, Solid and cystic tumor; 1, chronic 

pancreatitis; 21, Anomaly of CP union; 1, Focal fatty degeneration; 1, Normal volunteer; 13, 

other malignancies; 6) were analyzed. DNA was extracted from each material, then enriched 

PCR RFLP (restriction fragment polymorphism) for c-Ki-ras gene codon 12 point mutation was 

performed. BAX gene exon 3 frame shift mutation was analyzed by PCR based sequencing gel 

electrophoresis. p53 gene exons 5 to 9 were analyzed by SSCP (single strand conformation 

polymorphism). Cases with mutation in these genes were confirmed by direct sequencing. The 

counterpart of each case was analyzed in same way, if surgical or autopsy material was obtained.  

{ Results:} c-Ki-ras gene mutation at codon 12 was positive in 75.0% of cancer and 25.0% of 

chronic pancreatitis. On the other hand, BAX gene exon 3 frame shift mutation was positive in 

25.0% of cancer and 4.7% of chronic pancreatitis. P53 gene mutation was positive in 30.0% of 

cancer and 8.6% of chronic pancreatitis. Interestingly, cancer cases which have BAX gene exon 

3 frame shift mutation always showed c-Ki-ras gene codon 12 mutation, and these case did not 

show p53 gene mutation except one case. 

{ Conclusion:}  These results suggested that each BAX gene exon 3 frame shift mutation and 

p53 gene mutation might be associated with different pathway for pancreas carcinogenesis. 

However these genes had limited value for detecting definite pancreas cancer. }" "P53 GENE, 

BAX GENE EXON 3 FRAME SHIFT MUTATION AND C-KI-RAS GENE CODON 12 

MUTATION IN PANCREATIC SECRATION COLLECTING FROM VERIOUS PANCREAS 

DISEASES"  
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{ Background} In patients with chronic pancreatitis (CP pts) the endo-exocrine axis in the 

pancreas is disturbed. The role of insulin as a stimulator of RNA, DNA and protein synthesis 

have been described (Diabetes, 1987), nevertheless the influence of insulin deficiency on 

exocrine pancreatic function in CP pts is still controversial.  

{ Purpose} The aim of this study was to determine the relationship between fasting C-peptide 

(C-p) level and exocrine pancreatic function.  

{ Material and methods} 93 CP pts with diagnosis confirmed by ERP (Endoscopic Retrograde 

Pancreatography) were studied. The pancreatic exocrine function was determined by the 

secretin-caerulein test; volume, ``output HCO3-, protein, alfa amylase activity were measured. In 

31 CP pts serum C-p concentration was determined by ELISA (DAKO) (normal range 174-960 

pmol/l). The linear correlation was used for statistical analysis.  

{ Results} 1/ Among studied CP pts 27 had overt diabetes.2/ All exocrine pancreatic function 

parameters were diminished in CP pts correlated with morphological changes observed in ERP. 

3/ The C-p concentrations in non-diabetic CP pts were significantly higher than in diabetic group 

(676.1 vs 72.1 pmol/l). 4/ A positive correlation between C-p concentrations and stimulated 

HCO3- (r=0.584, p<0.002), protein (r=0.586, p<0.005) and amylase activity (r=0.586, p<0.001) 

``outputs were demonstrated.  

{ Conclusion} 1/ The incidence of diabetes in CP pts intensifies the exocrine pancreatic 

insufficiency. 2/ The endo-exocrine axis disturbances in the chronic pancreatitis patients are 

probably related to impaired insulin secretion. The positive correlation between serum C-p 

concentrations and parameters of the exocrine pancreatic function confirms this hypothesis. }" 

"SERUM C-PEPTIDE CONCENTRATION AND PANCREATIC EXOCRINE FUNCTION IN 

PATIENTS WITH CHRONIC PANCREATITIS WITH REFERENCE TO CONCOMITANT 
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{ Background:} We have found that peracetic acid induced in rats acute necrotizing pancreatitis 

(ANP) with profound changes even after 1 h after infusion into bile-pancreatic duct. In this study 

we aimed to investigate long-term course of this model of acute pancreatitis expecting 

development of chronic pancreatitis.  

{ Experimental design:} We divided 18 Wistar rats into two groups. Group 1 (n=12) obtained 0.5 

ml of 40 mM peracetate solution in physiological saline given retrogradely into bile-pancreatic 

duct. Group 2 (n=6) were treated with the solvent alone. Before operation Carbenicillin (90 

mg/kg) was injected intraperitoneally as an antibiotic prophylaxy. Animals were left for 4 weeks. 

During this period urine glucose level was measured. After 4 weeks rats were sacrificed and we 

examined samples of pancreata in light microscope.  

{ Results:} Unexpectedly, in group 1, 5 rats died with signs of fulminans acute pancreatitis 

(ascites, large Balser type necrosis) during first 48 hours, and 4 rats died after 2 weeks, showing 

late complications of ANP - infected necrosis of pancreas and intraabdominal abscess. In 

pancreata of survived animals we found histological changes typical for chronic pancreatitis - 

pancreatic duct dilation and parenchymal fibrosis. We also found presence of glucose in urine of 

rats treated with peracetate - after 3 weeks of observation. Animals from control group (all of 

them survived 4 weeks) did not revealed structural changes of pancreata, and urine glucose test 

was negative.  

{ Conclusions:} Intraductal injection of peracetate resulted in acute necrotizing pancreatitis 

mimicking natural course of the disease in human. It also caused changes similar to chronic 

pancreatitis. }" "NATURAL COURSE-MIMIC EXPERIMENTAL CHRONIC 

PANCREATITIS"  
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{ Introduction.} Direct pancreatic function test such as secretin-CCK test with duodenal 

intubation show high specificity and sensitivity, therefore is accepted as gold standard for the 

diagnosis and functional assessment of chronic pancreatitis (CP). However, Secretin-CCK test 

with duodenal intubation are labor intensive and take at least 1 hour to perform. The 

development and popularity of endoscopic retrograde cannulation of pancreatic duct allows 

collection of pure pancreatic juice (PPJ) uncontaminated with bile and duodenal secretions. 

Recently intraductal secretin-CCK test (IDSCT) in which PPJ was obtained, has been reported, 

but controversies are remained about optimal test time and normal value for differential 

diagnosis of CP.  

{ Aims:} To determine when is optimal test time and which biochemical parameters is required 

for better discrimination of normal and CP.  

{ Methods:} PPJ was obtained by endoscopic cannulation of the main pancreatic duct in 15 

healthy subjects and 30 patients with CP. Pancreatogram findings of patients with CP were based 

on the Cambridge (Camb.) classification, and Camb. I, Camb. II, and Camb. III were found in 5, 

13, and 12 patients, respectively. Samples of PPJ were collected in six fractions for 30 min at 5-

min intervals after an intravenous bolus injection of secretin (0.25CU/kg) and CCK (40ng/kg). 

Volume, bicarbonate, amylase and protein outputs were measured. Lower limit value were 

calculated by equation (mean value-1.5x S.D).  

{ Results:} Volume, bicarbonate, amylase and protein outputs were increased at first 5 min and 

reach peak levels at 10-15min, after then sustained plateaus in control group. But, protein and 

amylase output showed wide individual variations. Volume and bicarbonate output were 

significantly decreased in CP comparing with normal control and magnitudes of impairment in 

exocrine functions were well correlated with morphologic classification in CP. The low limit 

values of volume and bicarbonate output at 15min PPJ sample were 5.6ml and 6.3mEq, 

respectively. The sensitivity and specificity of volume at 15min sample were 61.9% and 100%, 

and that of bicarbonate at 15min sample were 76.2% and 100%, respectively.  

{ Conclusions:} IDSCT is useful for assessing exocrine pancreatic function in patients with CP, 

which has high specificity. These data suggested that a 15-min collections of PPJ with IDSCT 

provide a quick and reliable method for differential diagnosis of CP and that the best 

discriminatory parameter is bicarbonate output. }" "INTRADUCTAL SECRETIN CCK 
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{ Background:} Chronic Pancreatitis (CP) is a chronic condition that shares many clinical 

features with pancreatic cancer. Some treatment options are also similar. Quality of life (QoL) is 

an important outcome measure, but no validated scoring system exists to measure QoL in 

patients with CP. We have tested the usefulness in CP of a system designed to assess QoL in 

pancreatic cancer. The EORTC QLQ C30 and QLQ PAN26 were completed by 54 patients with 

CP, treated medically (n=28) or by surgery (n=26). Patients came from various cultures, with 

median duration of illness 8 (1-17) years, and had a medium Karnofsky performance status of 

80(40-100). Content validity was tested by the EORTC criteria for item selection, reliability 

within scales by Cronbachs alpha >0.7, discriminant validity by comparing responses of known 

groups. A semistructured interview assessed subjective response to the instrument. All items met 

the criteria for content validity. Only a few items were not completed by all patients (self care, 

sexuality). All scales showed good reliability except for jaundice. Opiate use was associated with 

impaired QoL in a number of areas, performance status correlated with almost all aspects of 

QoL, treatment type or gender had no influence on QoL. No significant omissions were 

identified by the interview. The QLQ C30 and PAN26 appears to be a reliable and valid 

instrument for assessment of QoL in CP. Differences in QoL are seen in clinically different 

groups. This assessment tool can be used to assess QoL in patients with CP. }" "ASSESSMENT 

OF QUALITY OF LIFE IN PATIENTS WITH CHRONIC PANCREATITIS"  
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The aim of our prospective study was to evaluate a long-term results of surgical and 

endoscopical therapy in patients with chronic painfull pancreatitis.  

{ Methods:} 140 pts were treated, 76 pts surgicaly, 64 pts endoscopicaly. The effect of the 

therapy was evaluated 1.3 and 5 y. after therapy, according to the protocol. Criterias of the 

effectiveness of the therapy were changes of abdominal pain and changes of body weight.  

{ Results:} The results ly. after the therapy were similar for both methods, pain intensity 

decreased in 85% and 90% resp. 5 year after surgical therapy pain disappeared in 36.9% still, in 

endoscopical group only in 14.3%. Body weight increased /minimaly 2 kg/ after 5y. of surgical 

therapy in 50.0%, in endoscopical therapy in 26.9%. Onset diabetes mellitus ly after surgical 

procedure was 15.6% /in endoscopical group 6.2%/, but after 5 years period the incidence of 

diabetes mellitus was similar - 43.3% versus 35.8% resp. Complications were similar - 7.0% in 

endoscopic group a 10.5% in surgical group, but surgical complications were more severe 

/reoperation/. Nobody died in period 30 days after therapy. 

{ Conclusion:}  Endoscopical and surgical therapy are effective methods in the treatment 

patients with chronic painfull pancreatitis. Long-term effect of therapy, according to our results, 

is better after the surgical procedures, but surgical procedures are connected with more severe 

complications. Endoscopical methods are first choice methods in older patients with chronic 

pancreatitis. In young patients with chronic pancreatitis, decision about the therapy, mus be 

individualised depend on expectation of the quality of the life. }" "LONG TERM RESULTS OF 

PROSPECTIVE STUDY: ENDOSCOPICAL VERSUS SURGICAL THERAPY OF CHRONIC 

PANCREATITIS"  
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{ Introduction:} Chronic pancreatitis is an inflammatory disease rather difficult to diagnose in its 

early phases. The aim of our study is to verify the usefulness and the efficiency of MRCP after 

secretin stimulation in revealing the initial lesions of chronic pancreatitis.  

{ Methods:} 73 patients with suspect of chronic pancreatitis (hyperamylasaemia and/or 

hyperlipasaemia and/or abdominal pain) were studied. The routine examinations, the glucose 

curve (75g), an abdominal ECO-scan and an EGDS were carried out in all cases. 22 patients that 

showed no alterations, except abdominal pain and/or hyperamylasaemia and/or hyperlipasaemia, 

underwent MRCP after secretin stimulation, and a new score based on the duodenal filling was 

assigned with the following grading: G0 (absence of secretion); G1 (fluid only in the bulb); G2 

(inferior duodenal curve) G3 (beyond the inferior duodenal curve).  

{ Results:} The images given by MRCP after secretin stimulation were confident for chronic 

pancreatitis in 21/22 (95%) patients. The overall radiological aspect was of an early pancreatic 

compromission: infact, 5 (24%) patients had only minimal changes, 7 (33%) were in stage Ia, 5 

(24%) were in stage Ib, 3 (14%) in stage II, 1 (5%) in stage III and none in stages IV-V, 

according to Cremer classification of chronic pancreatitis. Furthermore, 20 (91%) were in G3, 2 

(9%) in G2 and none were in G1/ G0.  

{ Conclusions:} In our 22 case study the MRCP after secretin stimulation was usefull to point 

out 21 cases of illness of which 17 in the initial phase. So, MRCP can be a usefull, non invasive 

diagnostic tool in the study of the initial phases of chronic pancreatitis. }" "MORPHO-

FUNCTIONAL EVALUATION OF CHRONIC PANCREATITIS IN EARLY PHASES WITH 

MR-CHOLANGIOPACREATOGRAPHY AFTER SECRETIN STIMULATION"  
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{ Background:} Little is known about the role of chronic, low-grade inflammation in the 

inflammation-necrosis-fibrosis sequence reported to underlie chronic pancreatitis.  

{ Aims:} 1) To estimate the degree of chronic inflammation in Recurrent Pancreatitis (RP), by 

measurement of fasting serum C-reactive protein (CRP) levels using a high sensitivity Enzyme 

ImmunoAssay (EIA); and 2) to document the response to 20 weeks of oral antioxidant therapy 

(AOT) [Digestion 1998; 59 (Suppl 4): 36].  

{ Methods:} 18 patients with RP (CP n=12, RAP n=6) were studied. Follow-up samples were 

available in a subset of 8 patients (CP 5, RAP 3). Fasting blood collected for measurement of 

serum CRP (EIA; lower detection limit 0.2 mg/l) and blood antioxidant profiles by published 

methods [Int J Pancreatol. 1995; 17: 69]. Three of 8 patients in the serial study received the 

standard AOT formulation (Antox, Pharma Nord, Morpeth, UK) 1 qds delivering daily doses of: 

selenium 300microg; vitamin C 600mg; beta carotene 12mg; d-alpha-tocopheryl acetate 188mg 

and L-methionine 1.6g. The remainder took Antox 1 qds together with up to 2g/d additional L-

methionine (Pharma Nord) as clinically indicated. Statistics by 2-tailed Mann Whitney U Test 

(InStat v3.02, GraphPad Software Inc.). Significance accepted when 2P<0.05.  

{ Results:} No patient reported exacerbation of pain at baseline, and there were no documented 

attacks of pancreatitis during the study. Basal CRP was >10 mg/l in 2/18 patients (10.2 and 11.9 

mg/l), and between 5 and 10 mg/l in a further 3, with group CRP values significantly higher than 

in 198 controls (median, range RP 3.64, 0.462-11.9 vs control 1.21, <0.200-31.7 mg/l; 2P<0.01). 

CRP levels fell significantly after 20-23 weeks of AOT (baseline 4.18, 1.39-10.19 vs post AOT 

2.25, 0.891-3.43 mg/l; 2P=0.038) alongside significant increases in blood antioxidant levels: 

plasma vitamin C 78.9, 13.6-118.1 vs 106.2, 48.3-114.1 micromol/l (2P=0.038); serum selenium 

1.05, 0.66-1.62 vs 2.24, 1.95-2.65 micromol/ (2P=0.002); and serum b carotene 214, 11-251 vs 

909, 438-2010 nmol/l (2P=0.008).  

{ Conclusions:} The fall in CRP may be due to coincidence, conventional therapy, or AOT itself. 

We conclude that the latter is the most likely, by quenching oxidant-induced, low-level 

proinflammatory reactions that may contribute to the genesis of pancreatic fibrosis and pain. }" 

"EVIDENCE OF LOW-GRADE INFLAMMATION IN RECURRENT PANCREATITIS: 

POSSIBLE MODULATION BY ANTIOXIDANT THERAPY"  
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A148 CAUDAL PANCREATIC NECROSIS PREDOMINANCE ON CT SCAN IS A 

SPECIFIC SIGN OF ACUTE ALCOHOLIC PANCREATITIS  

David Karsenti  

\i University Hospital, Tours, France  

During acute pancreatitis (AP), diagnosis of alcoholic origin is based on subjective clinical 

interview and the absence of any sign suggesting an other aetiology. Cephalic pancreatic 

involvement has been associated with AP of biliary origin. Therefore the aim of this prospective 

study was to assess the possible relationship between predominant caudal pancreatic 

involvement and alcoholic acute pancreatitis (AAP).  

{ Patients and methods:} Eighty-eight consecutive AP were included between February and 

September 1999. Abdominal CT scan was performed in 78 patients within a median of 3 days 

from the onset of pain. The aetiology of AP, determined by clinical, biological, morphological 

and late outcome criteria was alcoholic in 31 patients, biliary in 31, and from other cause in 16. 

CT scans, performed with an Elscint CT TWIN RTS (Picker) were examined blind to the 

etiological diagnosis in order to determine whether the pancreatic involvement was 

predominantly caudal (more than one Balthazar stage between caudal and cephalic lesions), 

cephalic, or unclear.  

{ Results:} Caudal pancreatic involvement predominance on CT scan was seen in 15.4% and 

associated with AAP with a sensitivity (Se) of 35.5% (95%CI: 19.3-54.6), a specificity (Sp) of 

97.9% (88.7-99.9), with a positive (PPV) and a negative predictive value (NPV) in this study of 

91.7% (61.5-99.8) and 69.7% (57.1-80.4). Caudal pancreatic involvement predominance and/or 

presence of pancreatic calcifications increased Se of this sign to 58.1% (95%CI: 39.1 - 75.5) and 

NPV to 77.6% (64.7 - 87.5). The probability of gallstones being responsible for caudal 

involvement predominance was 0% (0/12, 95%CI: 0-22.1). The only one non alcoholic AP 

showing caudal involvement predominance was secondary to endoscopic retrograde cholangio 

pancreatography. 

{ Conclusion:}  During AP, early caudal predominant pancreatic involvement on CT scan is 

highly specific of non-biliary mostly alcoholic origin. Therefore cholecystectomy should be 

questioned in these patients even in the absence of pancreatic calcification. }" "CAUDAL 

PANCREATIC NECROSIS PREDOMINANCE ON CT SCAN IS A SPECIFIC SIGN OF 

ACUTE ALCOHOLIC PANCREATITIS"  
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Ajit Abraham, Sudeep Shah, Brian Davidson  

\i Department of Surgery, Royal Free & University College School of Medicine, London, UK  

{ Introduction:} The Syrian hamster pancreatic cancer model bears useful morphological, 

clinical, biological and immunological resemblance to the human neoplasm.  

{ Aim:} To study sex related differences in the development of pancreatic tumours in the HaP-

T1 pancreatic cancer Syrian hamster model, as a basis for investigating the role of androgen 

blocking agents.  

{ Methods:} 32 Syrian hamsters divided into 8 groups (n=4, 2 males & 2 females) had pancreatic 

cancers induced by the injection of 2 x 106 HaP-T1 cells into the gastric lobe of the hamster 

pancreas via a midline laparotomy. Groups were sacrificed at weekly intervals. Extent and 

pattern of local progression and distant spread was assessed at necropsy. Differences between 

male and female hamster groups were compared.  

{ Results:} All 3 hamsters with failure of tumour to implant were female. The median tumour 

weight was 0.8 gm in females and 1.6 gm in males, suggesting a trend. 

\tx3045\tx3960\tx4845\tx5250\tx8150\fs4 \ul Female Male P* (n=13) (n=16) \tab \tab \tab \tab 

Sacrifice for distress / early death 0/13 5/16 0.048 Lymph node metastasis 3/13 5/16 0.697 

Invasion of adjacent organs 6/13 12/16 0.143 Widespread peritoneal dissemination 1/13 7/16 

0.044 Liver metastasis 2/13 5/16 0.410 Other metastasis 1/13 1/16 1.000 Malignant ascites 1/13 

3/16 0.606 \tab \tab \tab \tab *Fishers exact test 

{ Conclusion:}  The HaP-T1 Syrian hamster pancreatic cancer model shows more aggressive 

tumour progression and dissemination in male hamsters, suggesting androgen sensitivity. This 

model can be used for investigating the role of androgen blockade in pancreatic cancer. }" "THE 

HAP-T1 SYRIAN HAMSTER PANCREATIC CANCER MODEL: A SEX RELATED STUDY 

OF TUMOUR PROGRESSION"  
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OF PANCREATIC DISEASES  
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\i Cancer Institute Hospital, Tokyo, Japan  

{ Objective:} To clarify the role of magnetic resonance pancreatography (MRP) in the diagnosis 

of pancreatic diseases.  

{ Methods and materials:} MRP was performed in 353 patients since February 1998. 36 

patients(14 pancreatic cancer,14 pancreatic cyst and 8 chronic pancreatitis) were studied and 

MRP was compared with ERP.  

{ Results:}(1)MRP and ERP detected main pancreatic duct in all the patients. Accessory duct 

and branches of the uncinate process were demonstrated at 25% and 33% on MRP and 86% and 

92% on ERP respectively. (2)In pancreatic cancer, MRP delineated main duct obstruction and 

dilated distal main duct at 100% and ERP at 100/44%, respectively. (3)In pancreatic cysts, all 

cysts were visualized on MRP. ERP failed to demonstrate the cyst in 6 cases. In 3 cases a part of 

the cyst was filled with contrast. Mural nodules were recognized in 3 cases. MRP demonstrated 

2(2/3) nodules and ERP only one(1/3). (4)In chronic pancreatitis ERP could show irregularity of 

main duct and/or side branches in all cases. On the other hand, MRP demonstrated irregular main 

duct in 5 cases and irregular side branches in 2. (5)Sensitivity of MRP/ERP was 86/93% in 

pancreatic cancer(n=14),100/71% in pancreatic cysts(n=14) and 63/100% in chronic 

pancreatitis(n=8).  

{ Conclusion:}MRP was comparable to ERP for diagnosis of pancreatic cancer and pancreatic 

cyst, though demonstration of pancreatic branch duct was better on ERP than MRP. }" "VALUE 

OF MAGNETIC RESONANCE PANCREATOGRAPHY IN THE DIAGNOSIS OF 

PANCREATIC DISEASES"  
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Tsutomu Chiba, Junji Konishi  

\i Kyoto University, Kyoto, Japan  

{ Background:} Pancreatic cancer has a high malignant potential with a poor prognosis. Early 

detection is necessary if surgery is to be curative. Positron emission tomography (PET) with F-

18-fluorodeoxyglucose (FDG) has been used for various cancers, but its usefulness in diagnosis 

of small pancreatic tumors has not been fully established.  

{ Methods:} Of 191 patients who received FDG-PET suspected of pancreatic tumors, 28 lesions 

in 23 patients were surgically proved be 20mm in diameter or smaller (ductal adenocarcinoma 

(n=10), islet cell tumor (n=6), ampullary carcinoma (n=2), metastatic renal cell carcinoma (n=1), 

serous cystadenoma (n=1), and mass-forming pancreatitis (n=3)). They were suspected of having 

tumor by symptom or conventional imaging techniques (CI) including US, CT, ERCP and 

endoscopic US. PET results were compared with those of CI and correlated with histopathologic 

findings, and were also compared with PET diagnosis in larger pancreatic cancers.  

{ Results:} Of 23 patients, PET clarified 14 in 19 malignant cases and showed true negative in 

all 4 benign lesion, with sensitivity 74% and specificity 100%, while CT, US, EUS and ERCP 

showed 58, 58, 82, 89% in sensitivity and 75, 75, 50, 25% in specificity, respectively. Of 128 

total ductal adenocarcinoma cases, PET showed 100% sensitivity in 118 cancers more than 

20mm in diameter, while 70% in 10 cancers 20mm or smaller. In 4 of 23 patients, PET detected 

5 lesions that were not apparent on CI. Especially in islet cell tumors, PET showed higher 

detectability than CI. PET showed 5 false negative in diabetic patients or in cases having a 

10mm or smaller tumor. 

{ Conclusion:}  Our results suggest that FDG-PET would be a valuable modality with high 

specificity for evaluating pancreatic cancers 20mm in diameter or smaller. }" "CLINICAL 

CONTRIBUTION OF FDG-PET IN EVALUATING SMALL PANCREATIC TUMORS 

20MM IN DIAMETER OR SMALLER"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.528#" " Abstract: P.528 0 Citation: Gut 2000; 47(Suppl III): 

A148 ANDROGEN SENSITIVITY OF THE HAP-T1 HAMSTER AND HUMAN 

PANCREATIC CANCER CELL LINES  

Ajit Abraham, Sudeep Shah, Brian Davidson  

\i Department of Surgery, Royal Free and University College School of Medicine, London, UK  

{ Introduction:} Some studies have suggested that human pancreatic cancer may be androgen 

sensitive. The Syrian hamster pancreatic cancer model is chosen for its morphological, clinical, 

biological and immunological resemblance to human pancreatic cancer. The model may be 

useful for studying the therapeutic role of androgen blockade. The sensitivity of the HaP-T1 

hamster cell line to anti-androgens has not been established.  

{ Aim:} To study the sensitivity of the HaP-T1 hamster pancreatic cancer cell line to the anti-

androgen flutamide and to compare dose response with human pancreatic cancer cell lines 

known to be androgen sensitive.  

{ Methods:} Sensitivity of hamster HaP-T1 and Panc1 and MIA PaCa-2 human pancreatic 

cancer cell lines to the anti-androgen flutamide was tested using the dimethylthiazol-

diphenyltetrazolium-bromide (MTT) assay.  

{ Results:} { Conclusion:}  The HaP-T1 hamster pancreatic cancer cell line shows in vitro 

sensitivity to flutamide, similar to that of the human Panc1 and MIA PaCa-2 pancreatic cancer 

cell lines. The HaP-T1 hamster model may be useful for in vivo studies of the role of androgen 

blockade }" "ANDROGEN SENSITIVITY OF THE HAP-T1 HAMSTER AND HUMAN 

PANCREATIC CANCER CELL LINES"  
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{ Introduction:} p16 gene is a potent tumor suppressor gene in various kind of human cancer and 

also known as a cyclin dependent kinase 4 inhibitor. Some kinds of abnormalities in p16 are 

found in pancreatic cancer such as mutation, deletion, methylation and the inactivation of the 

gene is supposed to be playing an important role in the carcinogenesis and/or cancer progression. 

Fluorescence in situ hybridization (FISH) method can detect gene abnormality in the single cell 

level, especially large deletion or abnormal number of the gene. We applied this method to detect 

p16 gene abnormality in human pancreatic cancer.  

{ Materials and methods:} Pancreatic cancer tissues (cells) were obtained at surgical resection 

(n=6), autopsy (n=1), from ascites of peritonitis carcinomatosa (n=3) and from pancreatic juice 

(n=1). Normal pancreas tissue was also obtained at surgical resection (n=2). Tissue was 

immediately stored in the cold medium and processed for FISH. FISH was performed basically 

according to the manufacturers instruction (oncor, Maryland, U.S.A.).  

{ Results:} By using pancreatic cancer cells from ascites, we set up the condition for FISH. 

Deletion of p16 was detected in pancreatic cancer cells in 1 of 3 ascites, 3 of 7 tissue, 1 

pancreatic juice. The deletion of p16 was often detected with the chromosome 9 abnormality in 

number. No abnormal signal was seen in the normal pancreas tissue.  

{ Conclusions:} We detected p16 abnormality in human pancreatic cancer using FISH. Although 

this method proves limited gene abnormalities, this might be used as a clinical marker for 

diagnosis or prognosis. }" "DETECTION OF P16 ABNORMALITY USING FLUORESCENCE 

IN SITU HYBRIDIZATION IN THE HUMAN PANCREATIC CANCER"  
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Despite significant refinements in the various imaging techniques in recent years, the assessment 

of both inflammatory and neoplastic disorders of the pancreas remains controversial. It is often 

the intraoperative ultrasound (IOUS) evaluation of the pancreas that determines the surgical 

decision-making. The combination of IOUS with fine-needle aspiration biopsy (FNAB) can 

improve its accuracy. We analyzed retrospectively 14 patients (12 male) with histologically 

proven pancreatic cancer that underwent IOUS FNAB. The patients were of mean age 45 (range 

28-62) with localization of the tumor in the head of the pancreas - 8 pts, body - 4 pts and tail - 2 

pts. In all patients preoperative US-guided percutaneous FNAB was either contraindicated 

(severe obstructive jaundice with highly dilated bile ducts and gallbladder) - 7 pts, unsuccessful 

(poor or no specimen) - 5 pts or negative for malignancy - 2 pts. At IOUS the mass lesions were 

accurately localized and their relationship with the surrounding structures delineated. The tumors 

appeared as heterogeneous and predominantly hypoechoic lesions, which could be hardly 

distinguished from inflammatory masses. The IOUS FNAB detected pancreatic cancer in 11 pts 

(78,6%) - 6 head, 3 body and 2 tail. Cytological criteria for chronic pancreatitis were found in 2 

pts (14,3%) - 1 head, 1 body. Only in one patient (7,1%) with pancreatic head cancer the IOUS 

FNAB was unsuccessful (the material was only blood). Both IOUS and cytological findings 

determined the kind of operation - radical resection (8 pts) or palliative procedures (6 pts). 

{ Conclusion:}  IOUS FNAB can play a definitive part in the operative assessment of pancreatic 

malignancies, influencing the surgical decision-making in attempts of radical pancreatic 

resection. }" "INTRAOPERATIVE ULTRASONICALLY GUIDED FINE-NEEDLE 

ASPIRATION BIOPSY IN PANCREATIC CANCER"  
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To clarify the origin of giant cells in osteoclast-like giant cell tumors (OGCTs) of the pancreas, 

we performed microscopical, immunohistochemical and K-ras gene mutation analyses with a 

microdissection approach in three cases, featuring four cellular components \{osteoclast-like 

giant cells (OGCs), pleomorphic large cells (PLCs), mononuclear cells and ductal carcinoma 

cells\}. Two cases had abundant OGCs and one case contained large number of both OGCs and 

PLCs. In each, none of the microdissected OGCs contained any K-ras gene mutation while they 

were positive for a histiocytic marker (CD-68). In contrast, PLCs, when present, frequently 

harbored K-ras gene mutations and were negative for CD-68. In all cases, mononuclear cells, a 

mixture of histiocyte-like and atypical, from microscopic and immunohistochemical view points, 

also frequently demonstrated K-ras alteration. Histiocyte-like mononuclear cell was equipped 

with a regular and oval nucleus similar to those in OGCs and was positive for CD-68. Atypical 

mononuclear cell exhibited an irregular, pleomorphic or sometimes bizarre nucleus similar to 

those in PLCs and was negative for CD-68. All the K-ras gene mutations found in PLCs and 

mononuclear cells were the same as in the ductal carcinoma cells within the same tumor. Thus, 

OGCs differ in origin from ductal cells and are strongly suggested to be non-neoplastic and of 

mesenchymal origin, whereas PLCs, which harbor K-ras gene mutations, are neoplastic and 

presumably derived from ductal carcinoma cells. Moreover, mononuclear cells may be classified 

into two types, histiocyte-like and atypical. }"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“ORIGIN OF GIANT CELLS IN OSTEOCLAST-LIKE GIANT CELL TUMORS OF THE 

PANCREAS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.532#" " Abstract: P.532 0 Citation: Gut 2000; 47(Suppl III): 

A149 EVALUATION OF TU M2-PK: A NEW TUMOUR MARKER FOR PANCREATIC 

CANCER  

Maurizio Ventrucci
1
, Antonio Cipolla

1
, Chiara Racchini

1
, Michele Middonno

1
, R Casadei{\up6 

2}, M La Donna{\up6 2}, Patrizia Simoni
1
, Khaled Afhandi

1
, L Plate{\up6 3}, Domenico 

Marrano{\up6 2}, Lucio Gullo
1
  

\i 
1
 Dept. of Internal Medicine and Gastroenterology, University of Bologna; {\up6 2} Dept. of 

Surgery; {\up6 3} Central Laboratory, Saint Orsola Hospital, Bologna, Italy  

An isoenzyme of pyruvate kinase (Tu M2-PK) is over-expressed by tumour cells and can be 

measured in blood by a specific ELISA. We assessed the diagnostic value of Tu M2-PK in 

comparison with CA 19-9 in pancreatic cancer. We studied 167 subjects: 43 patients with 

preoperative pancreatic cancer (PC), 29 with benign pancreatic diseases (BPD: acute and chronic 

pancreatitis, pseudocysts, and cystadenomas), 42 with other gastro-intestinal malignancies 

(OGM), 29 with benign digestive diseases (BDG), and 24 healthy controls (HC). Levels of 

EDTA-plasma Tu M2-PK (ScheBo Tech) and serum CA 19-9 (Boehringer Mannheim) were 

determined by specific immunoassays. The results of the Tu M2-PK assay are shown in the 

table: \tx855\tx1455\tx2370\tx3555\tx4905\tx8150\fs4 \ul \tab Group No Median Range 

Significance vs PC (U/ml) (U/ml) PC 43 22.2 1.7 - 217.5 - BPD 29 8.1 2.0 - 329.5 P <0.02 OGM 

42 24.2 1.0 - 582.8 NS BDG 29 4.7 0.5 - 87.8 P<0.001 HC 24 4.4 1.5 - 13.5 P<0.001 d\fs20 

According to the best cut-off point, the diagnostic sensitivity and specificity of Tu M2-PK for 

pancreatic cancer were 79.1 and 77.4%, respectively, while those of CA 19-9 were 67.4 and 

92.5%. The combination of the two tests significantly increased sensitivity (93.0%), with a 

specificity of 73.6%. Analysis of the ROC curves did not show any significant difference 

between Tu M2-PK and CA 19-9. Cholestasis did not affect the values of Tu M2-PK, while CA 

19-9 was influenced by high bilirubin levels. In conclusion, the Tu M2-PK is a promising marker 

for the diagnosis of pancreatic cancer and is complementary to CA 19-9 in patients with 

jaundice. }" "EVALUATION OF TU M2-PK: A NEW TUMOUR MARKER FOR 

PANCREATIC CANCER"  
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{ The purposes} of this study were to appreciate feasibility, morbidity and the efficacy of a 

protocol of preoperative radiochemotherapy in patients with pancreatic adenocarcinomas 

(PADK).  

{ Patients and methods:} From September 1996 to October 1998, 91 patients were treated in our 

institution for a PADK. During this period, 11 were included in this protocol of preoperative 

radiochemotherapy. Three men and 8 women of average age 58 years were enrolled. The 

diagnosis of PADK was carried by EUS guided biopsy. The protocol of radiochemotherapy 

contained a radiotherapy of 30 grays associated to 2 cycles of chemotherapy associating a 

continuous infusion of 5FU (650 mg/m2 J1 to J5) + Cisplatyl (80 mg/m2). 2 cycles were realised 

in 21 days by interval. An evaluation was performed 15 days after the end of the radiotherapy by 

Ct-Scan and Endoscopic Ultrasound.  

{ Results:} The tolerance of the treatment was excellent. We did not note any grade 3 toxicity. A 

patient developed liver metastases during the preoperative treatment. 10/11 patients were 

operated and 9 had a curative resection (7 Wipple resections and 2 left splenopancreatectomy). 

Pathological study showed a sterilised specimen, the margins were healthy 8 times on 9 and 1 

only ill presented invaded ganglions. Postoperative morbidity was 25% and mortality 0%. The 

mean time of hospitalisation was 25 days. Among the 9 operated patients, 5 died from malignant 

evolution at 4, 12, 14, 20 and 29 months respectively. Four patients were alive without 

recurrence at 24, 30, 31 and 42 months respectively. The average survival was of 19 months. 

{ Conclusion:}  Preoperative radiochemotherapy for PADK is feasible without increase of the 

postoperative mortality and could allow to increase the prognosis of this terrible disease. }" 

"PHASE II STUDY OF PREOPERATIVE RADIO-CHEMOTHERAPHY IN PATIENTS 

WITH PANCREATIC ADENOCARCINOMA"  
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Overexpression of bcl-2 protein is frequently found in pancreatic cancer and acts as a negative 

regulator of apoptosis. A 20 mer antisense oligonucleotide designed to hybridize sequence in bcl-

2 mRNA has been encapsulated in DRV liposomes with vinorelbine tartrate. We used two base 

mismatch antisense oligonucleotides as controls. Pancreatic carcinoma cells overexpressing bcl-2 

obtained by collagenase method after biopsy were incubated with tumour cells for 8 hours at 

37\'b0 C. After 72 hours, the levels of bcl-2 mRNA were shown to be greatly reduced by RT-

PCR and Western blot analysis. The hybrid DNA - RNA heterodublex has resulted in mRNA 

inactivation blocking the ribosome formation and inhibiting protein synthesis. Furthermore, 

flow-cytometry has shown that vinorelbine has blocked tumour cells at metaphase by 

depolymerizing microtubules. Transmission electron microscopy has exhibited irreversible 

apoptotic signs and cytotoxicity assays such as MTT and BrdU have exhibited reduced metabolic 

activity and DNA synthesis compared to controls. These results indicate that bcl-2 is an 

important target for anticancer therapy, and that bcl-2 antisense therapy should be investigated 

clinically in combination with vinorelbine-tartrate for treatment of pancreatic cancer. }" 

"ERADICATION BY PCD OF PANCREATIC CARCINOMA OVEREXPRESSING BCL-2 

AFTER CHEMOGENE THERAPY"  
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Pancreatic adenocarcinoma is characteristically resistant to many different anticancer drugs. 

Mechanisms of resistance of potential importance may be the overexpression of membrane drug 

transporter proteins that have not been well characterised in this type of cancer. The presence of 

the membrane bound P-glycoprotein (P-gp), multidrug resistance protein (MRP) and lung 

resistance-related protein (LRP) was analysed in a panel of 21 human pancreatic cancer cell lines 

using specific antibodies MRK16, MRP6 and LRP56 respectively, compared to a C3a 

hepatocellular cancer cell line which is known to overexpress these proteins. Mean cell 

fluorescence (MCF) intensity was recorded for each cell line to provide an estimate of relative 

binding and results are expressed as a ratio of MCF in the presence of the antibody to that of 

control serum. Moreover, the functional expression of P-gp activity was assessed by examining 

the cellular accumulation of selective substrates in the presence and absence of P-gp inhibitors 

verapamil and PSC833. Four cell lines (CfPac-1, HuPac-1, Paca3 and PT45) overexpressed P-gp 

(mean ratio 3.08, range 1.93-3.59) compared to the other 17 cell lines (mean 0.97, range 0.85-

1.06). However, the P-gp functional activity was demonstrated only in CfPac-1 and HuPac-1 

cells. All 21 pancreatic cell lines expressed MRP (mean ratio 3.34, range 2.11-4.61). All cell 

lines, except HuPac-1 (ratio 0.88), showed elevated expression of LRP (mean ratio 11.56, range 

2.39-27.90). In three of these cell lines, AsPC-1, Capan2 and Hs766T, LRP levels were highly 

expressed (ratios of 24.15, 27.90 and 25.73 respectively). The wide overexpression of multiple 

drug resistance proteins especially LRP and possibly MRP appear to have an important role in 

drug resistance in pancreatic carcinoma. The correlation of chemosensitivity of these cell lines to 

conventional cytotoxic drugs used in the treatment of this cancer to the expression of the 

membrane drug transporter proteins is in progress. }" "EXPRESSION OF MULTIPLE DRUG 

RESISTANCE IN HUMAN PANCREATIC CANCER CELLS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.536#" " Abstract: P.536 0 Citation: Gut 2000; 47(Suppl III): 

A150 TWO CASES OF ARTERIOVENOUS MALFORMATION OF THE PANCREAS  

Tetsuo Abe, Toshiro Konishi, Keita Morikane, Yuichi Otsuka  

\i The Kanto Medical Center, NTT EC, Tokyo, Japan  

Arteriovenous malformation (AVM) of the pancreas is very rare, with only 43 cases having been 

reported since 1968. The definitive diagnosis of AVM has usually been made by angiography, 

but recently Doppler ultrasonography and magnetic resonance imaging have proved useful in 

demonstrating AVM of the pancreas. In case 1, a 48-year-old man complaining of left-sided 

abdominal pain was found to have an AVM in the body to tail of the pancreas with stenosis of 

the main pancreatic duct (MPD). Distal pancreatectomy was performed, and pathology studies 

suggested that the MPD had become stenotic as a result of secondary ischemic pancreatitis 

caused by the AVM of the pancreas. In case 2, a 54-year-old man with loss of appetite and body 

weight was discovered to have an AVM in the head of the pancreas, but his symptoms 

completely resolved in response to conservative therapy for more than ten years. In conclusion, 

AVM of the pancreas can be treated conservatively, if symptoms are not very severe. }" "TWO 

CASES OF ARTERIOVENOUS MALFORMATION OF THE PANCREAS"  
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{ Background:} Tubeless pancreatic function tests measuring the content of elastase-1 and 

activity of chymotrypsin in stool are used with different cut off levels and varying success in 

diagnosing functional impairment of the pancreas. The aim of our study was to reevaluate the 

sensitivity and specifity of elastase-1 and chymotrypsin in stool in the assessment of exocrine 

pancreatic insufficiency (EPI).  

{ Methods:} In 127 patients displaying clinical signs of malassimilation the secretin-caerulein 

test (``gold standard), fecal fat analysis, fecal chymotrypsin acticity and fecal elastase-1 

concentration were performed. EPI was graded according to the results of the secretin-caerulein 

test in mild, moderate and severe. Chymotrypsin and elastase-1 in stool were estimated using two 

commercially available test kits. Fecal elastase-1 concentration of 200 and 100 \'b5g/g stool and 

chymotrypsin activity of 6 and 3 U/g stool were seperately used as cut off levels for calculation.  

{ Results;} 1). In 65 patients a regular pancreatic function was found using the secretin-caerulein 

test. In 62 patients EPI was found and classified into severe (n=25), moderate (n=14) and mild 

(n=23). 2). The correlation between fecal elastase-1 and chymotrypsin with duodenal enzyme 

outputs of amylase, lipase, trypsin, chymotrypsin and elastase-1 ranged between 33-55% and 25-

38%, respectively. 3). Using a cut off of 200 \'b5g elastase-1/g stool sensitivity of fecal elastase-

1 and fecal chymotrypsin (cut off; 6 U/g) was 100% and 76%, respectively (p< 0,0001; p< 0,001 

resp.) in severe EPI, 89% and 47% respectively (p< 0,001; p= 0,34 resp.) in moderate and 65% 

for both in mild EPI. Specifity of elastase-1 and chymotrypsin in stool was 55% and 47%, 

respectively. 4). Elastase-1 based diagnostic provided a positive predictive value of 50% using a 

``cut-off 200 \'b5g/g stool in a representive group of patients.  

{ Conclusion;} Determination of fecal elastase-1 is highly sensitive in the diagnosis of severe 

and moderate EPI and is of significantly higher sensitivity than fecal chymotrypsin estimation. 

Specifity for both stool tests is low. Neither test is suitable for screening as they provide a 

pathologic result in roughly half of the ``non-pancreas patients. }" "FECAL ELASTASE-1 

DETERMINATION - GOLDSTANDARD OF INDIRECT PANCREATIC FUNCTION 

TESTS"  
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{ Objective:} primitive Sjogrens syndrome (pSS) is an autoimmune disease that induces 

impairment of salivary and lacrimal glands. Recently pSS has been related to exocrine pancreatic 

insufficiency (EPI). Aims of this study are to confirm EPI in patients with pSS and to evaluate 

the presence of a relation between lacrimal and exocrine pancreatic functions.  

{ Methods:} we enrolled eleven patients (9 female and 2 male, mean age: 47.09 ± 8 years) 

affected by pSS, without gastrointestinal symptoms, and eleven healthy sex and age matched 

controls. Each subject performed a 13C-Mixed Triglyceride Breath Test (MTBT). They received, 

after an overnight fasting, 4 mg/kg of 13C mixed triglyceride dissolved in butter and spread on 

two slices of bread (100 mg). Breath samples were collected before and every 30 minutes for 6 

hours after the labeled meal ingestion. 13C enrichment was evaluated by isotope ratio mass 

spectrometer (BreathMat, FinniganMat, Germany). Results were expressed as cumulative 

percentage dose of 13C recovered at 6 h (CPDR 6). Fecal chymotrypsin, serum amylase and 

lipase were also determined to evaluate exocrine pancreatic function. Moreover, in the same day, 

all patients carried out a Schirmers Test to determine lacrimal function. Results were expressed 

in mm. Statistical analysis was performed using Students t-test.  

{ Results:} fecal chymotrypsin concentration in patients (35.5 ± 24.7 UL/g) was significantly 

lower than in controls (59.8 ± 10.2 UL/g, p<0.01). CPDR 6 was lower in patients than in 

controls, but the difference was not significant. No difference was found in lipase and amylase 

serum levels between patients and controls. Abnormally low value of chymotrypsin in feces was 

found in 1/11 patients and CPDR 6 low value was found in 1/11 patients. Involvement of 

pancreas was found in 2 out 11 patients (18%). Interestingly, patients with impairment of 

pancreatic exocrine function showed a significant lover value of Schirmers tests (1.5 ± 0.7 mm) 

when compared to patients without EPI(4.9 ± 1.3 mm, p<0.01).  

{ Conclusions:} EPI has to be suspected in patients with pSS even if asymptomatic for 

gastroenterological disturbances, in particular in subject with important deficit in lacrimal 

function (Schirmers test <3 mm). }" "EXOCRINE PANCREATIC INVOLVEMENT IN 

PRIMITIVE SJOGREN SYNDROME: IS THERE A RELATION WITH SCHIRMER TEST?"  
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Several studies have indicated that the use of octreotide may be beneficial when pancreatic 

surgery including pancreatico-jejunostomy is performed. However the discussion remains 

controversial. In a single center study the benefit of octreotide was investigated.  

{ Patients and methods:} A total of 50 patients (40 males, 10 females) underwent surgical 

drainage procedures of the pancreas (n=20) or resection procedures (Whipple n=30) with 

consecutive pancreatico-jejunostomy. At the moment of incision the patients were randomized to 

receive either octreotide in a dosis of 0,1 mg s.c. 3x/day for a total of 7 days or nothing. The 

study was approved by the Local Ethical Committee. 16 cases were performed for chronic 

pancreatitis, 6 for benigne tumoral disease and 28 for carcinoma. The mean age in the Whipple 

procedures was 58.2 + 14.2 (16-78) years. In this group 13 patients received octreotide and 17 

did not. The mean hospital stay of these patients was 18.6 + 6.3 days. In the 20 drainage 

procedures the mean age was 52.8 + 13.2 (22-73) years. In this group 12 patients received 

octreotide and 8 did not. The mean hospital stay in this group was 16.4 + 4.8 days. Pancreatic 

fistula was diagnosed on clinical grounds and daily measurements of peritoneal secretions i.e. 

more than 50 ml/day containing high concentrations of amylase and lipase. End points were the 

occurrance of fistula and general complications such as pneumonia, hemorrhage, urinary tract 

infections (UTI), longembolism. For statistics a student-T test and a Fishers exact test was used.  

{ Results:} There were a total of 3 pancreatic fistulas, 2 in the octreotide-group and 1 in the nil-

group (p = 0.617). A total of 4 general complications occurred in the octreotide-group; 1 

pneumonia, 1 hemorrhage, 1 longembolism and 1 UTI. In the nil-group 5 general complications 

occurred i.e. 1 lymphfistula, 3 pneumonias, 1 hemorrhage (p = 0.50).  

{ Conclusions:} These priliminary data are indicating that octreotide in the peri- and 

postoperative course does not reduce general complications nor fistula-formation following 

pancreatico-jejunostomy in resective or draining pancreatic procedures as compared to patients 

not receiving octreotide. The final study has to be awaited. }" "THE USE OF OCREOTIDE IN 

PANCREATIC SURGERY. PRELIMINARY RESULTS OF A SINGLE CENTRE 

PROSPECTIVELY RANDOMISED TRIAL"  
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The mechanisms leading to increased collagen synthesis in PBC are still unclear. In 33 PBC 

patients, serum antioxidants and markers of oxidant stress and fibrogenesis were determined to 

examine the hypothesis that oxidant stress has a role in hepatic fibrosis. The effect of 

ursodeoxycholic acid (URSO) treatment was also examined.  

{ Patients:} Fasting blood/urine were obtained. Most patients had normal bilirubin. None 

smoked, took vitamins or received URSO or colchicine for 3 months. A subset were then treated 

for 3 months with URSO.  

{ Results:} PIIINP (mean = 7.23: Normal Range 1.9-4.2mg/l)significantly raised. Serum 

antioxidants decreased (Se 84.7: NR 86.7-110.3mg/l; Vit A 2.31: NR 2.8-4.7mmol/l.)- strong 

negative correlation with PIIINP. Vit E (13.0: NR 9.8-15.7mg/l)-normal, strong negative 

correlation with PIIINP. Lipid peroxidation markers -significantly raised(MDA 3.23: NR 1.4-

2.4mmol/l; 8-isoprostane 1.24: NR 0.04-0.32 mg/g creatinine) but no correlation with PIIINP. 

Bilirubin, AST, ALP and albumin correlated with PIIINP, albumin negatively. Treatment with 

URSO decreased AST, ALT, ALP and GGT and increased albumin, but had no effect on PIIINP, 

markers of lipid peroxidation or on antioxidant levels.  

{ Discussion:} We have previously shown that oxidant stress is an early feature of PBC. This 

study shows that, in a group of predominantly early stage patients, hepatic fibrogenesis is 

significantly increased, inversely correlating with antioxidants levels. We have also shown that 

any beneficial effect of URSO is unlikely to be mediated by antifibrotic or antioxidant 

mechanisms. Antioxidant supplementation may be beneficial in early PBC. }" "INCREASED 

HEPATIC FIBROGENESIS (PIIINP) IS ASSOCIATED WITH DECREASED 

ANTIOXIDANT LEVELS IN PRIMARY BILIARY CIRRHOSIS (PBC)"  
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HCV causes hepatic inflammation, necrosis and fibrosis by cytopathic and immunologically 

mediated mechanisms. Free radicals, generated by inflammatory or non-inflammatory processes, 

may activate stellate cells leading to fibrosis. Inflammation and fibrosis can be assessed both 

histologically and by using serum markers (ALT and pro-collagen peptide (PIIINP)). We have 

examined their correlation with oxidant stress. Fasting blood and urine samples were obtained 

from 29 patients with HCV. p values calculated by Spearman rank. Liver biopsy sections were 

graded using the Ishak histological activity index.  

{ Results:} PIIINP (mean=6.41:Normal Range 1.9-4.2mg/l) was elevated, selenium (82.7:NR 

86.7-110.3mg/l) and vitamin A (2.49:NR 2.8-4.7mmol/l) were decreased and vitamin E 

(9.88:NR 9.8-15.7 mg/l) within the normal range. Lipid peroxidation markers were significantly 

raised (MDA 2.73:NR 1.4-2.24 mmol/l; 8-IP 0.89:NR 0.04-0.32mg/g creatinine). Markers of 

oxidant stress did not correlate with histological necroinflammatory activity. Histological 

fibrosis correlated significantly with both PIIINP (p<0.005) and 8-IP (p<0.05); negative 

correlations were seen with the antioxidant vitamins A (p<0.001) and E (p<0.05). PIIINP 

correlated negatively with selenium (P<0.01) and vitamin A (P<0.05).  

{ Conclusions:} Our results show that, in HCV, oxidant stress is related to the stage and 

progression of fibrosis but not to necroinflammatory activity. Fibrosis may therefore be linked to 

the generation of free radicals by mechanisms other than necroinflammation such as steatosis 

and iron overload which are known to be features of hepatitis C. }" "OXIDATIVE STRESS IS 

RELATED TO HEPATIC FIBROSIS RATHER THAN NECROINFLAMMATION IN 

CHRONIC HEPATITIS C (HCV)"  
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Reactive oxygen species and NF-{\f1 k}B activation have been implicated in the pathogenesis of 

acute and chronic liver damage in various experimental models. The aim of the present study 

was to examine whether the administration of PDTC, an antioxidant and a specific inhibitor of 

NF-{\f1 k}B activation, would decrease liver injury in a rat model of hepatic fibrosis. Liver 

cirrhosis was induced in Wistar rats by intraperitoneal injections of thioacetamide (TAA, 200 

mg/kg, twice weekly) for 12 weeks. Rats were treated concurrently with PDTC (20 and 50 

mg/kg/day, 3 times/week), initiated 24 h prior to the administration of TAA.  

{ Results:} Liver histology, spleen weight, and hepatic hydroxyproline were determined after 12 

weeks of treatment (see table). \tx1305\tx2505\tx3720\tx5130\tx6150\tx8150\fs4 \ul \tab 

Compound Nodule Spleen Hepatic MDA Formation Weight Hydroyproline (nmole/g liver) (0-3) 

(mg) (mg/g protein) TAA only 2.6 ± 0.7 1443 ± 320 7.4 ± 1.3 14.0 ± 2.1 TAA + PDTC (20 

mg/kg) 
*
 1.2 ± 0.5 {\up6 **} 788 ± 83 {\up6 **} 3.4 ± 0.6 (50 mg/kg) {\up6 **} 0.5 ± 0.5 {\up6 

**} 728 ± 63 {\up6 **} 2.4 ± 1.8 {\up6 **} 9.7 ± 0.9 Mean ± SD, n = 6 in each group, 
*
 p < 0.05 

{\up6 **} p < 0.01 compared to TAA only 24 h following TAA administration, hepatic 

malondialdehyde and protein carbonils, markers of lipid peroxidation and free radical damage to 

proteins, respectively, were elevated and decreased with PDTC (p < 0.05). Western blot analysis 

showed activation of NF-{\f1 k}B 3 h after TAA administration, which was blocked by PDTC. 

In summary, our results suggest that PDTC inhibited TAA-induced hepatic fibrosis. This effect 

may be associated with decreased oxidative stress and lipid peroxidation. }" "INHIBITION OF 

THIOACETAMIDE-INDUCED HEPATIC FIBROSIS BY PYRROLIDINE 

DITHIOCARBAMATE (PDTC)"  
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{ Aim:} The aim of this study is to evaluate the antifibrotic effects of pentoxyfillin (PTX) with 

determination of serum prolidase activity which shows colllagen turnover and increases in 

cirrhosis and hepatic collagen levels on hepatic fibrosis by means of bile duct-ligation model on 

rats.  

{ Methods:} Thirty-one rats with a mean weight of 203±20.4 gr were enrolled into the study and 

divided into 4 groups. The 1st group underwent Sham operation. After Sham operation 2nd 

group was given PTX. In the 3rd group, ligation of common bile duct was performed. In the 4th 

group in addition to common bile duct ligation, PTX was given. Blood samples for prolidase 

activity were drawn at the beginning and at the end of the study (28th day). After the ligation of 

common bile duct, rats were given PTX (50 mg/kg) for 28 days. After 28 days of bile duct 

obstruction rats were sacrificed and, prolidase activity was measured by modified Myara method 

and hepatic collagen by the colorimetric method of Lopez de Leon and Rojkind.  

{ Results:} Rats with biliary obstruction had elevated cholestasis enzymes, elevated hepatic 

tissue collagen content and proliferation of bile ducts, but in the PTX treated group, when 

compared with the control group, there was no difference in the collagen content. When 

prolidase activities were compared, the increase was same as in the control group. There was no 

difference according to the histopathological scoring and grading. 

{ Conclusion:}  PTX has no antifibrotic effects on experimental hepatic fibrosis model induced 

by biliary obstruction. }" "EVALUATION OF ANTIFIBROTIC EFFECTS OF 

PENTOXYIFILLIN ON HEPATIC FIBROSIS MODEL"  
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{ Aim:} The aim of this study is to evaluate the antifibrotic effects of interferon-{\f1 a}2a (IFN-

{\f1 a}2a) with determination of serum prolidase activity and hepatic collagen levels on hepatic 

fibrosis by means of bile duct-ligation model on rats.  

{ Methods:} Twenty-nine rats with a mean weight of 208±20.1 gr were enrolled into the study 

and divided into 4 groups. The 1st group underwent Sham operation. After Sham operation 2nd 

group was given IFN-{\f1 a}2a (100,000 IU/rat/3 times in a week). In the 3rd group, ligation of 

common bile duct was performed. In the 4th group in addition to common bile duct ligation, 

IFN-{\f1 a}2a was given at the same dose. Biliary obstruction was induced by double ligation 

and section of common bile duct. Blood samples for prolidase activity were drawn at the 

beginning and at the end of the study (28th day). After 28 days of bile duct obstruction rats were 

sacrificed and, prolidase activity was measured by modified Myara method and hepatic collagen 

by the colorimetric method of Lopez de Leon and Rojkind. Also, histopathological scoring and 

staging were performed.  

{ Results:} Rats with biliary obstruction had elevated cholestasis enzymes, elevated hepatic 

tissue collagen content and proliferation of bile ducts, but in the IFN-{\f1 a}2a treated group, 

when compared with the control group, there was no difference in the collagen content. When 

prolidase activities were compared, the increase was same as in the control group. There was no 

difference according to the scoring and grading. 

{ Conclusion:}  IFN-{\f1 a}2a has no antifibrotic effects on experimental hepatic fibrosis model 

induced by biliary obstruction. }" "EVALUATION OF ANTIFIBROTIC EFFECTS OF 

INTERFERON-ALPHA2A ON HEPATIC FIBROSIS MODEL"  
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{ Background & Aims:} Fatty liver, a common histological finding in human liver biopsies, is 

most often attributed to the effects of alcohol excess, obesity, hyperlipidemia, diabetes mellitus 

and drugs. The aim of the present study was to determine the response of experimentally-induced 

fatty liver to toxic liver injury and to assess whether the severity of liver damage is altered after 

regression of hepatic steatosis.  

{ Methods:} Fatty liver was induced in rats by the administration of methionine-choline deficient 

diet for one month. Acute liver injury was induced by 3 consecutive intraperitoneal injections of 

thioacetamide (TAA, 300 mg/kg) at 24 h intervals.  

{ Results:} Serum levels of liver enzymes and blood ammonia were not different between 

normal and rats with fatty liver following treatment with TAA. However, those parameters were 

significantly worse in rats with regressed fatty liver (one month of normal diet, p < 0.01). Liver 

histology and survival rate were also less favorable in the rats with fatty liver after regression (p 

< 0.01). Western blot analysis of hepatic extracts revealed an increased cytochrome P450 (CYP) 

2E1 in fatty livers and in fatty livers in regression that received TAA, compared to normal or 

fatty livers.  

{ Conclusions:} This study indicates that nonalcoholic fatty livers in rats are not more vulnerable 

to chemical liver damage induced by TAA than normal livers. However, during the course of 

regression of fatty changes fatty livers were significantly more susceptible to damage induced by 

TAA. This effect may be attributed only in part to increased production of hepatotoxic 

metabolites of TAA due to induction of CYP2E1. }" "INCREASED VULNERABILITY OF 

RAT LIVER AFTER REGRESSION OF STEATOSIS TO THIOACETAMIDE INDUCED 

FULMINANT HEPATIC FAILURE"  
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A152 NITRIC OXIDE (NO): A MARKER OF OXIDATIVE STRESS AND INFLAMMATION 

IN HEPATIC CIRRHOSIS  

A.J. Pedro, M.C. Siqueira, M. Silva, H.C. Pinto, N. Grima, M. Bicho, F. Ramalho, M.C. de 

Moura  

\i Unidade de Hepatologia, Serv. Medicina II, H. St. Maria, Lab. Gen\'e9tica e Centro de 

Gastroenterologia, F.M.L., Lisbon, Portugal  

{ Aim:} To investigate if terminal metabolites of nitric oxide (nitrates. NO3- and nitrites NO2.) 

are correlated with myeloperoxidase (MPO) in hepatic cirrhosis (CH) (MPO is an enzyme found 

in neutrophyls and is considered a marker of oxidative stress and inflammation).  

{ Patients:} 20 healthy controls (CO), age and sex matched were studied and 40 patients with 

CH, 5 women and 35 men, mean age 50,0±11 years, 28 of which with alcoholic CH, 12 with 

viral CH, 14 in class A, 20 class B and 6 class C of Child-Pugh classification. Blood samples 

were taken of peripheral vein (p) and suprahepatic veins (c). NO3- values were determined by 

the oxidation reaction of NADPH. NO2- values were determined spectrophotometrically with 

Griess reagent. The absorvance was monitored at 540 nm. MPO values were determined by RIA. 

T-Student test and Pearson correlation were used for statistically analysis.  

{ Results:} A statistically significant difference was found between NO3- p and c in CH and 

NO3- p in CO [12,12±7,7\'b5M (n=40) vs 6,72±2,9\'b5M (n=20), p<0.005; 18,40±6,16 (n=15) vs 

6,72±2,9\'b5M (n=20), p<0.001]. The levels of NO3- c in CH are significantly superior to levels 

of NO3- p [18,40±6,16 (n=15) vs 12,12±7,7\'b5M (n=40), p<0.05 ]. The levels of NO2- p in CH 

are significantly superior to the levels of NO2- p in CO (4,43±2,38 \'b5M vs 8,38±3,62\'b5M 

(n=40), p<0.001). The same is verified with MPO (249,9±107,1 mg/l vs 348,4±194,1 mg/l 

(n=40), p<0.05). There is a significant correlation in CH between MPO and NO3- levels (r=0.69, 

p<0.001) and between MPO and NO2- levels (r=0.51, p=0.002).  

{ Conclusions:} NO seems to be essentially produced in liver and seems to be a good marker of 

oxidative stress and inflammatory lesion in hepatic CH. }" "NITRIC OXIDE (NO): A MARKER 

OF OXIDATIVE STRESS AND INFLAMMATION IN HEPATIC CIRRHOSIS"  
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A153 PROTECTIVE EFFECTS OF ENDOGENOUS NITRIC OXIDE (NO) AND CGRP 

AGAINST CCL4 INDUCED LIVER INJURY  

W.W. Pawlik, J. Biernat, R. Sendur, M. Pawlik  

\i Dept. of Exp. Physiology Jagiellonian Univ. Med. School, Krakow, Poland  

The aim of our study was to evaluate the role of endogenous nitric oxide (NO) and CGRP in the 

regulation of portal and hepatic blood flow after CCL4 administration in the rat and their 

protective action against CCL4 induced liver damage. Microcirculatory hepatic blood flow 

(HBF) was measured by laser-Doppler flowmeter (Periflux 4001), portal blood flow (PBF) was 

measured using ultrasonic blood flowmeter (Altron T 206) 24 hours after CCL4 (50 ul/kg i.p.). 

Arterial blood pressure (AP) was monitored additionally. Serum levels of liver injury markers: 

AlaT and AspaT were measured 24 hour after i.p. infusion of CCl4 dissolved in the olive oil. 

Experimental animals were divided into 4 experimental groups: first olive oil alone, the second 

CCL4, the third CCL4 after CGRP 8-37 (CGRP receptor blocker), the fourth CCL4 after L-

NAME (NOS blocker). CCL4 alone significantly increased portal blood flow by 71+18%, 

without any changes in AP. Despite hyperemic response in the portal circulation there was a 

decrease of HBF by 17% in the subcapsular region of the liver. AlaT and AspaT serum levels 

were increased 4 nad 7 fold respectively. Both L-NAME and CGRP 8-38 given prior to CCL4 

significantly decreased portal blood flow by 48% (p=0,02) and 36% (p<0,05) respectively, with 

a decrease in HBF in comparison to CCL4 alone. AlaT and AspaT serum levels in both groups 

increased in comparison to CCl4 alone. We conclude that endogenous nitric oxide and CGRP 

have a protective action against CCL4 induced liver injury. }" "PROTECTIVE EFFECTS OF 

ENDOGENOUS NITRIC OXIDE (NO) AND CGRP AGAINST CCL4 INDUCED LIVER 

INJURY"  
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\i Department of Research, University Hospital Basel, Basel, Switzerland  

{ Introduction:} Chronic portal hypertension (CPH) is accompanied by a nitric oxide (NO) 

dependent vasodilation, leading to a hyperdynamic circulation. Three isoforms of nitric oxide 

producing synthases (NOS) are characterized: neuronal, endothelial and inducible NOS. Whereas 

neuronal and endothelial NOS are constitutively expressed, inducible NOS is only detectable 

upon adequate induction. In CPH, eNOS, but not iNOS, has been shown to represent the main 

source of increased NO production. However, the contribution of eNOS and iNOS in the early 

development of portal hypertension remains unsettled.  

{ Aim:} To study eNOS and iNOS expression in the early development of portal hypertension in 

different organs of portal hypertensive and control rats.  

{ Methods:} Sprague-Dawley rats were divided in 3 groups: 1) 24 rats were either partial portal 

vein ligated (PVL, n=12) or sham operated (SH, n=12). Tissue asservation of PVL (n=3) and SH 

(n=3) rats followed after 12h, 24h, 48h and 120h. 2) Control rats (no operation, n=4). 3) Positive 

control rats for iNOS expression (treated with LPS, 20mg/kg i.p., for 6h, n=2). From all organs, 

samples were formalin fixed and paraffin embedded for immunohistochemistry (IHC). Thymus, 

aorta thoracalis, heart, lung, esophagus, liver, spleen, kidney, pancreas, small and large intestine, 

and skin were investigated. IHC was carried out by applying an antibody directed to eNOS 

(rabbit anti-eNOS,) or iNOS (rabbit anti-iNOS).  

{ Results:} IHC revealed an evenly distributed eNOS expression in all 4 investigated groups. In 

group 1, iNOS expression was upregulated in the pancreatic islets of Langerhans (12-48h), 

macrophages of spleen (12-48h) and skin (12-120h). No difference in expression between PVL 

and SH could be observed. Constitutive iNOS expression was restricted to the thymus, nerve 

ganglia and bronchial epithelial cells in group 2. In group 3, iNOS expression was mainly found 

in macrophages and pancreatic islets.  

{ Summary and conclusions:} eNOS expression is found in all organs of rats, whereas iNOS 

upregulation is only found postoperatively in the pancreas, spleen and the skin with no 

preference to disease state. This finding speaks for unspecific iNOS upregulation upon surgery 

and against a contribution of iNOS as a NO source in the early development of portal 

hypertension. We conclude that eNOS is the main source for increased NO production in the 

early development of portal hypertension. }" "DEVELOPMENT OF HYPERDYNAMIC 

CIRCULATION IN PORTAL HYPERTENSIVE RATS IS INDEPENDENT OF INDUCIBLE 

NITRIC OXIDE SYNTHASE"  
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CD95 (Fas/APO-1)-dependent apoptosis is a key mechanism in immune-mediated liver diseases 

and has previously been shown to be regulated via p53 activation in hepatocytes. Recently, the 

inflammatory cytokine interferon-g has been reported to activate p53 in hepatocytes.  

{ Aim:} To assess the effect of interferon-g on the function and expression of the CD95 

(Fas)/CD95L (FasL) system in primary murine hepatocytes.  

{ Methods:} Primary, serum-free cultures of hepatocytes were obtained from wild-type and p53-

deficient mice and treated with anti-CD95 antibodies (200 ng/ml, ED50), interferon-g (100 

U/ml), cyclosporin A (0.015 mg/ml and 15 mg/ml) or a combination of the three agents. 

Induction of apoptosis was assessed by a MTT-test and morphology (acridine orange staining of 

cellular DNA), cell surface expression of CD95 and CD95L on hepatocytes by flow cytometry.  

{ Results:} Although interferon-g alone had only a low cytotoxic effect on hepatocytes within 

the first 48 hours, combined treatment with interferon-g and anti-CD95 antibodies increased the 

CD95-induced apoptosis from 30% to 55% after 48 hours indicating a synergistic effect (p<0.05, 

two-way ANOVA model with fixed effects). In contrast to the constitutive CD95 function, the 

interferon-g-dependent effect was abrogated in p53-deficient hepatocytes. Analysis by flow 

cytometry demonstrated that the amplification of CD95-induced apoptosis by interferon-g was 

not mediated by increased CD95 or CD95L surface expression. In contrast, the p53-dependent 

induction of CD95-mediated cell death was sensitive to the addition of cyclosporin A, an 

inhibitor of the mitochondrial permeability transition. 

{ Conclusion:}  In primary murine hepatocytes, interferon-g amplifies CD95-mediated cell death 

via activation of p53. This p53-inducible amplification loop is independent of CD95 receptor 

surface expression, but dependent on mitochondrial activation. }" "P53-DEPENDENT CD95-

MEDIATED APOPTOSIS IN PRIMARY MURINE HEPATOCYTES IS INDUCIBLE BY 

INTERFERON-G AND SENSITIVE TO CYCLOSPORIN A"  
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A153 INDUCTION OF p53 INDEPT PCD IN CHEMORESISTANT HEPATOMA 
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PATHWAY AFTER CHEMOGENE THERAPY WITH ANTI-EGFR Mab AND PEGYLATED 

LIPOSOMAL VINORELBINE-TARTRATE  

J. Giannios, P. Ginopulos  

\i Department of Clinical Oncology, St. Andreas Hospital, Athens, Greece  

Hepatoma cells were obtained by the collagenase method after percutaneous biopsy. 

Immunocytochemical analysis has exhibited overexpression of EGFR, MRP-2, p53 and PKC. 

Vinorelbine-tartrate was encapsulated in pegylated SUV liposomes composed of hexadecyl-

phosphocholine and cholesterol. Humanized fragments of anti-EGFR mAb were linked on the 

liposomal-surface by the diazotization process. Cell cycle was monitored by flow-cytometry and 

cytotoxicity was assayed by BrdU for DNA synthesis and MTT for metabolic activity. Apoptotic 

signs were examined by transmission and scanning electron microscopy. After treatment of 

hepatoma cells with vinorelbine loaded immunoliposomes in a shaking bath incubator for 6 

hours at 37\'b0 C, we observe immunocytochemically downregulation of EGFR and PKC, while 

there was biochemical activation of CPP32/caspase-3. No change was noticed for p53 

expression. Flow cytometry has exhibited blockage of cell-cycle at stage G2/M due to 

microtubular depolymering action of vinorelbine. Morphological examination by TEM exhibited 

fusion of immunoliposomes with the plasma membrane of tumour cells after binding of anti-

EGF Mab onto their respective receptor inducing PCD via activation of the CPP32/caspase-3 

pathway. Furthermore. the Fc portion of anti-EGFR Mab induced antibody-dependent cellular 

cytotoxicity (ADCC) via accumulation and activation of immune effector cells such as 

macrophages, neutrophils and lympoid cells such as (K) and (NK). Seventy-two (72) hours post-

treatment we observed irreversible apoptotic signs of D2 stages forming apoptotic bodies which 

are phagocytosed by adjacent tumour cells, implying a bystander killing effect. Finally, DNA 

synthesis and metabolic activity of tumour cells exhibited great reduction compared to control 

cells which were incubated with empty liposomes. Concluding, we have induced apoptosis of 

chemoresistant hepatoma cells by ADCC, activation of CPP32/caspase-3 and downregulaton of 

PKC and EGFR, while liposomal vinorelbine blocks cell cycle at metaphase circumventing 

MRP-2. }" "INDUCTION OF p53 INDEPT PCD IN CHEMORESISTANT HEPATOMA 

OVEREXPRESSING PKC, MRP-2 & p53 VIA ACTIVATION OF CPP32/CASPASE-3 

PATHWAY AFTER CHEMOGENE THERAPY WITH ANTI-EGFR Mab AND PEGYLATED 

LIPOSOMAL VINO"  
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Mihail Hinescu
1
, Mariana Jinga{\up6 3}, Rodica Alexandrescu{\up6 2}  

\i 
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Medical Research Centre, Bucharest, Romania; {\up6 3} Central Clinical Military Hospital, 

Bucharest, Romania Among stimuli involved in inducing cell death through apoptosis various 

xenobiotics are included. However, few studies examined the relationship between apoptosis and 

organophosphorous compounds, used as insecticides, chemical warfare agents or as drugs for the 

treatment of diseases such as glaucoma, or parasitic infections. The aim of this study was to 

quantify the extent of cell death provoked by the toxic compound paraoxon, at low doses.  

{ Methods:} Effects of low concentrations of paraoxon (1mg/kg body weight), in the presence or 

absence of atropine, were examined using electron microscopy or TUNEL (Tdt-mediated dUTP 

nick end labeling) assay. Wistar rats, mice, hamsters were exposed for various periods of time to 

paraoxon. At the end of experiments animals were euthanasied. Liver slices were either fixed in 

10% neutral buffered formalin, paraffin embedded, and stained with Apoptag Plus, in situ 

detection kit, peroxidase (Appligene Oncor), or processed and examined on a Leo 912 

transmision electron microscope.  

{ Results:} Paraoxon induced an increase in the rate of apoptosis in liver cells, partially 

prevented by the pre-administration of atropine. The most severe increase in apoptosis was 

observed near the centrolobular region. Results were confirmed by electron microscopy.  

{ Conclusions:} Accurate measurement of apoptotic index may be a valuable tool to monitor 

response in target cells, after exposure to low doses of organophosphorous compounds. 

Modulation of cell death occurring through apoptosis does represent a promising potential 

therapeutic strategy to avoid hepatotoxicity in humans exposed. }" "CELL DEATH IN LIVER 

AFTER LOW DOSE EXPOSURE TO PARAOXON"  
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The aim of our study was to evaluate the role of endogenous nitric oxide (NO) and CGRP in the 

regulation of portal and hepatic blood flow after CCL4 administration in the rat and their 

protective action against CCL4 induced liver damage. Microcirculatory hepatic blood flow 

(HBF) was measured by laser-Doppler flowmeter (Periflux 4001), portal blood flow (PBF) was 

measured using ultrasonic blood flowmeter (Altron T 206) 24 hours after CCL4 (50 ul/kg i.p.). 

Arterial blood pressure (AP) was monitored additionally. Serum levels of liver injury markers: 

AlaT and AspaT were measured 24 hour after i.p. infusion of CCl4 dissolved in the olive oil. 

Experimental animals were divided into 4 experimental groups: first olive oil alone, the second 

CCL4, the third CCL4 after CGRP 8-37 (CGRP receptor blocker), the fourth CCL4 after L-

NAME (NOS blocker). CCL4 alone significantly increased portal blood flow by 71+18%, 

without any changes in AP. Despite hyperemic response in the portal circulation there was a 

decrease of HBF by 17% in the subcapsular region of the liver. AlaT and AspaT serum levels 

were increased 4 nad 7 fold respectively. Both L-NAME and CGRP 8-38 given prior to CCL4 

significantly decreased portal blood flow by 48% (p=0,02) and 36% (p<0,05) respectively, with 

a decrease in HBF in comparison to CCL4 alone. AlaT and AspaT serum levels in both groups 

increased in comparison to CCl4 alone. We conclude that endogenous nitric oxide and CGRP 

have a protective action against CCL4 induced liver injury. }" "IDENTIFICATION OF 

DIFFERENTIALLY OVER-EXPRESSED GENES IN CYCLIN E-OVER-EXPRESSING 

HUMAN HEPATOCYTES SHOWING AUGMENTED HEPATOCYTE-SPECIFIC 

FUNCTIONS UPON BUTYRATE TREATMENT"  
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{ Background:} Ischemic preconditioning induces ischemic tolerance of the liver and elevates 

cellular adenosine and nitric oxide (NO). Since cyclic nucleotides are essential for this 

mechanism, it is hypothesized that similar effects can be achieved by phosphodiesterase 

inhibition. The aim of this study was to determine the effect of Milrinone on ischemia-

reperfusion injury of rat livers.  

{ Methods:} Male Wistar rats were allocated to 3 groups (n = 6 each). A: control without pre-

treatment. B: 5 \'b5g/kg/min of Milrinone was injected i.v. for 20 min. C: Milrinone and NO-

Synthase inhibitor (L-NAME, 2.5 mg) i.v.. Then a 60-min partial liver warm ischemia was 

performed in all. Hepatic microcirculation was quantified by intravital microscopy. 

Hepatocellular damage was assessed by serum LDH. Cyclic nucleotides and nitirte-nitrate in the 

liver were measured by ELISA and colorimetric assay, respectively.  

{ Results:} Milrinone reduced leukocyte-endothelial interaction, improved sinusoidal perfusion 

and alleviated reperfusion injury of rat livers (p < 0.05). L-NAME did not block this effect. In 

group B, cAMP and cGMP were significantly elevated (p < 0.05), but nitrite concentrations were 

equal among the groups. \tx525\tx1740\tx3135\tx4170\tx5025\tx6150\tx7050\tx8150\fs4 \ul \tab 

\tab \tab cAMP cGMP Nitrite S-PF V-Sticker LDH \tab \tab A 1.13 ± 0.22 0.025 ± 0.008 167 ± 

71 13 ± 9 472 ± 199 6350 ± 1910 B 1.63 ± 0.18 0.031 ± 0.003 173 ± 78 6 ± 10 112 ± 78 3428 ± 

664 C 1.60 ± 0.31 0.024 ± 0.003 197 ± 92 6 ± 5 294 ± 150 3557 ± 1200 \tab \tab Cyclic AMP, 

cGMP Nitrite (nmol/g protein) at 30 min, sinusoidal perfusion failure (%), venular leukostasis 

(n/mm{\up6 2} endothelium) at 120 min, LDH (IU/L) at 150 min, of reperfusion. Mean ± s.d. 

{ Conclusion:}  Milrinone pretreatment potentiates ischemic tolerance of rat livers. Augmented 

cAMP levels in the liver seem to be a prime factor for this effect, independent of endothelial NO. 

}" "ISCHEMIC TOLERANCE POTENTIATED BY A MILRINONE PRE-TREATMENT IS 

ATTRIBUTABLE TO CYCLIC AMP UP-REGURATION IN RAT LIVERS"  
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{ Background:} Variegate porphyria (VP) is an acute hepatic porphyria with an autosomal 

dominant inherited trait due to a partial deficiency of the penetrate enzyme of 

protoporphyrinogen oxidase (PPOX) in the heme biosynthetic pathway. Since VP is one of the 

most important forms of hepatic porphyrias because of its frequency and severe clinical 

symptoms, the detection of the specific mutations in VP patients will provide for improved 

diagnosis and prevention of the occurrence of life-threatening attacks in their families, 

particularly for asymptomatic heterozygotes.  

{ Aims:} In this work, we investigated the presence of mutations in four unrelated Japanese 

patients with VP.  

{ Methods:} Mutational analysis was performed using the polymerase chain reaction-single 

strand conformation polymorphism (SSCP) method followed by DNA sequencing. Molecular 

analysis was also applied for the pedigree analyses.  

{ Results:} Sequencing revealed different mutations in each patient: a two base-pair deletion in 

exon 7 (759-760delAG), a one base-pair deletion in exon 13 (1299delT), and a G to A point 

mutation encoding a glycine to arginine substitution at codon 448 (G448R). Each of these 

mutations changed cleavage sites of the specific restriction enzyme and could be screened by an 

amplified fragment from genomic DNA with digestion. In two families, using DNA analysis, 

asymptomatic carriers in the family could be definitively identified.  

{ Conclusions:} This study adds three novel mutations to those that have been previously 

reported, and all have been restricted to single families. These results support that VP is a 

genetically heterogeneous disease, and emphasize that molecular technology would be very 

useful for identification of asymptomatic gene carriers in the family. }" "THREE NOVEL 

MUTATIONS IN THE PROTOPORPHYRINOGEN OXIDASE GENE IN JAPANESE 

PATIENTS WITH VARIEGATE PORPHYRIA"  
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A155 EPITHELIAL AND NEUROENDOCRINE CELL DIFFERENTIATION IN PRIMARY 

BILIARY CIRRHOSIS. COMPARISON TO OTHER CHOLESTATIC DISEASE  

Lyudmila Mateva, Assen Alexiev, Radina Ivanova, Zachariy Krastev  

\i Clinic of Gastroenterology, St. I. Rilski University Hospital, Medical University, Sofia, 
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{ Background:} It is not clear if presence of neuroendocrine features in PBC are specific and 

different than other cholestatic disease.  

{ Aims:} To investigate the epitelial and neuroendocrine differentiation of bile ducts and 

hepatocytes in different cholestatic liver diseases.  

{ Methods:}The expression of cytokeratin 19 and some neuroendocrine markers (NSE, SS, VIP, 

and beta-endorphine) were investigated by immunocytochemictry on liver biopsy sections from 

60 patients: PBC group (n=30),other cholestatic liver diseases, 5 controls.  

{ Results:} Expression of cytokeratin 19 was observed in the epithelial cells of biliary ductules 

and hepatocytes mainly in advanced PBC and PSC. NSE was found in typical and atypical bile 

ducts, Kupfer and endothelial cells and some hepatocytes in periportal and periseptal areas, 

mainly in patients with PBC and chronic active hepatitis. Diffuse hepatocytes immunoreaction 

for somatostatin was found only in patient with benign recurrent familial cholestasis. Expression 

of VIP was most intensive in cases with extrahepatic bile duct obstruction. Increased expression 

of beta-endorphine was found mostly in patients with PBC. The immunoreaction was more 

diffuse in cases with severe pruritus.  

{ Conclusions:} In cholestatic liver diseases there is change of the normal cell differentiation of 

the liver: ductal metaplasia of some hepatocytes, increased neuroendocrine differentiation of 

proliferating bile ductules and some hepatocytes.The differences between PBC and other 

cholestatic diseases are mainly quantitative. }" "EPITHELIAL AND NEUROENDOCRINE 

CELL DIFFERENTIATION IN PRIMARY BILIARY CIRRHOSIS. COMPARISON TO 

OTHER CHOLESTATIC DISEASE"  
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Bulgaria  

{ Background:}Silymarin therapy has been shown to be effective in improving hepatic function 

in patients with chronic liver diseases and cirrhosis.  

{ Aims:}To investigate the changes of the intensity of expression of collagen type III, IV and 

laminin in alcoholic liver disease, treated by Silymarin.  

{ Methods:} The expression of collagen type III, IV and laminin was studied by 

immunocytochemistry on liver biopsy specimens from 80 patients with alcoholic liver disease: 

Group I - 40 patients, treated by Silymarin (20 fatty liver, 10 alcoholic hepatitis and 10 

incomplete liver cirrhosis) and group II - 40 untreated patients with similar liver diseases. All 

patients were clinically followed-up for a period of 3 years.  

{ Results:} Silymarin therapy lead to significant (p<0.01-0.001) symptomatic,biochemical ang 

histological remition. The expression of collagen type III(p<0,05), IV (p<0,001) and laminin 

(p<0,01)was significantly decrease in patients, treated by Silymarin compared to untreated 

patients. The most significant changes were observed in collagen type IV expression. In group II 

collagen expression was increased(p<0,001). There was progression of liver disease and 

appearance of esophageal varices ± portal gastropathy(p<0.01).  

{ Conclusions:} Silymarin decrease the intensity of collagen expression, especially collagen type 

IV in patients with alcoholic liver disease. }" "SILYMARIN DECREASED EXPRESSION OF 

COLLAGEN TYPE III, IV AND LAMININ IN ALCOHOLIC LIVER DISEASE"  
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{ Background:} Autoimmune mechanisms have been implicated in the pathogenesis of primary 

biliary cirrhosis (PBC) and the role of T-cells infiltrates in the liver has been speculated. In 

several studies, some abnormalities of lymphocytes count and activity have been reported, but 

the role of T-cells in pathogenesis of PBC still remains unclear. { The aim of the study} was to 

determine the phenotypes of CD4{\up6 +} and CD8{\up6 +} T-cells subsets in peripheral blood 

of PBC pts and controls.  

{ Methods:} Twenty five PBC (25 F) pts and 18 controls (18 F) were participated in the study. 

Analysis of freshly isolated peripheral blood mononuclear cells was performed by flow-

cytometry in double colour, direct fluorescence.  

{ Results} are presented in the table (p < 0.002): \tx2820\tx4140\tx5010\tx8150\fs4 \ul \tab \tab 

\tab \tab Parameter PBC patients Controls \tab \tab \tab Total CD4+ [%] 36.2 ± 13.2 51.9 ± 5.8* 

CD4+/CD45RA+ [%] 15.2 ± 8.6 31.6 ± 5.2* CD4 expression on CD45RA+ [%] 23.45 ± 7.5 36.2 

± 12.1* CD4+/CD45RO+ [%] 19.9 ± 8.7 23.9 ± 9.0 CD4 expression on CD45RO+ [%] 23.9 ± 

11.0 42.9 ± 11.4* \tab \tab \tab d\fs20 

{ Conclusion:}  PBC patients have defect in the expression of CD4 receptors in the population of 

``naive (CD4{\up6 +}/CD45RA{\up6 +}) T-cells. Simultaneous reduction in the number of these 

cells may result either from inhibition of T cell generation or chronic activation of ``naive 

CD4{\up6 +} T cells. Additionally, an increase in the number of cytotoxic T cells and down 

regulation of CD8 receptors may indicate an induction of cytotoxic reaction which possibly 

participate in the autoimmunological reactions within the liver. }" "SELECTIVE 

DEFFICIENCY OF ``VIRGIN CD4+/CD45RA+ T-LYMPHOCYTES IN PATIENTS WITH 

PRIMARY BILIARY CIRRHOSIS"  
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Estrogens are basic element of oral contraceptives (OC) and Hormone Replacement Therapy 

(HRT). We create a contraceptive pill and HRT for the women that maximised pill benefits and 

minimising risks but the suspected association between estrogens and the development of cancer 

is still controversy. The aim of study was to estimate morphological changes of liver during 

estrogen therapy. The studies were carried out on 75 Wistar Strain rats. The rats were divided 

randomly into five experimental groups. During investigation we administered long-term active 

estrogens. K0- control group, K1- control group, we injected i.m. sunflower oil one time per 

week for 8 weeks at a dose of 1,2ml/100g weight of rat. A- animals, which were treated i.m. by 

long-term active estrogens one time per week for 8 weeks at a dose of 0,00075g/kg weight of rat. 

B- animals treated in the some way by estrogens at a dose of 0,0015g/kg weight of rat. C- 

animals treated by estrogens in the some way at a dose of 0,03g/kg weight of rat. The 

histological asses of liver samples was determined using: hematoxylin and eosin stain, periodic 

acid-Schiff stain and the method of Masson. The ANOVA test was used to determine differences 

between the groups. Vascular disorders were observed in rats treated average and greatest doses 

estrogens (B,C). Sinusoidal dilatation has been noted in group C. In several cases, in groups B 

and C, the peliosis hepatis was observed. Arterial intimal hyperplasia and lesion that can lead to 

multifocal hemorrhagic necrosis were visible. Lobular and portal inflammation were present in 

samples of group C. In five cases the occlusion, usually by thrombosis, of the large hepatic veins 

was noted. Estrogens- induced hepatic injury encompasses a wide morphologic spectrum. In 

many cases histologic patterns were characteristic for vascular disorders of liver. Administration 

of long-term active estrogens shows effects of dose. }" "MORPHOLIGICAL CHANGES OF 

LIVER IN RATS TREATED WITH ESTROGEN PREPARATIONS"  
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There is evidence that 3-hydroxy-3-methylglutaryl Coenzyme A (HMG-CoA) reductase 

inhibitors, modulate proliferation and extracellular matrix synthesis of different cell types. We 

investigated the possible antiproliferative and antifibrogenic effects on primary and subcultured 

hepatic stellate cells (HSC, the main mediators of hepatic fibrosis. HSC were isolated, purified 

and cultured according to standard techniques. Three day old and subcultured HSC were treated 

with 1 \'b5M, 5 \'b5M and 10 \'b5M of lovastatin (L), simvastatin (S) or pravastatin (P) for 2 x 24 

h. The antiproliferative effect was measured by BrdU proliferation assay and specific ELISA was 

performed to measure collagens type I, III, IV and fibronectin synthesis under influence of 

HMG-CoA reductase inhibitors. In addition, we examined the effect of S on mevalonate-

dependent and PDGF-induced proliferation. In the presence of L and S, subcultured HSC 

developed long branched cytoplasmic extensions such as present in quiescent HSC in vivo. 

These morphological changes were reversible. Only S inhibited proliferation of primary HSC, 

whereas L and S downregulated the proliferation rate of subcultured HSC in a dose-dependent 

way. P had no effect on proliferation rate. S was able to block partially PDGF- and/or 

mevalonate-stimulated proliferation of subcultured HSC. L inhibited synthesis of collagen type I 

in primary cells while S downregulated collagen type I expression in fully activated HSC. Both 

inhibitors strongly reduced collagen type III synthesis in subcultured HSC. S attenuated collagen 

type IV synthesis by subcultured HSC. Both L and S increased levels of fibronectin in 

subcultured HSC. 

{ Conclusion:}  HMG-CoA reductase inhibitors L and S revert the myofibroblast-like phenotype 

of activated HSC into a more quiescent phenotype. The drugs also reduce proliferation of 

activated HSC. Moreover, they alter the spectrum of extracellular matrix proteins synthesised by 

these cells. }" "EFFECT OF HMG-COA REDUCTASE INHIBITORS ON PROLIFERATION 

AND EXTRACELLULAR MATRIX EXPRESSION BY RAT HEPATIC STELLATE CELLS"  
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Up to 80% of hospitalized cirrhotic patients with ascites display reduced values of renal blood 

flow due to increased renal arterial resistance. While in cirrhotic patients with functional renal 

failure the site of increased resistance seems to be located at the level of the afferent arteriole, 

this is not known in patients with non-azotemic ascitic cirrhosis. Aim of this study is to highlight 

the mechanisms of altered intrarenal arterial perfusion in patients with liver cirrhosis (with or 

without ascites) and preserved renal function. Twenty patients with liver cirrhosis (ten with 

preascitic and ten with non-azotemic diuretic-free ascitic disease) were submitted to the 

following measurements: a) basal plasma renin activity (PRA) and aldosterone levels; b) renal 

clearances of sodium, potassium, inulin, para-aminohippurate (PAI) and lithium (being the latter 

a measure of the fluid delivery to the distal nephron); c) nitric oxide systemic plasma levels 

computed through paramagnetic resonance spectroscopy as nitrosylhemoglobin complexes. Five 

normal subjects, as a control group, were also submitted to the determination of the renal 

clearances of inulin and PAI. Compared with preascitic cirrhotics, patients with ascites showed 

significantly lower urinary sodium excretion (50 +- 38 vs. 163 +- 74 mEq/die, P<0.001) and 

lower values of inulin and PAI clearances (respectively, 123 +- 33 vs. 164 +- 65 ml/min, P<0.05 

and 386 +- 136 vs. 576 +- 230 ml/min, P<0.03). Normal controls showed values of glomerular 

filtration rate (GFR) similar to those measured in the two groups of cirrhotics and demonstrated 

levels of renal plasma flow significantly higher than ascitic cirrhotics (722 +- 99 vs. 386 +- 136 

ml/min, P<0.001) and, consequently, a lower fraction of filtration compared with both preascitic 

(18 +- 3% vs. 29 +- 6%, P<0.001) and ascitic patients (18 +- 3% vs. 33 +- 6%, P<0.001). The 

maintenance of the GFR, in spite of a progressive reduction of the renal perfusion in the passage 

from the compensated to a decompensated stage of disease, can be explained only as a 

consequence of specific post-glomerular arteriolar vasoconstriction. At the moment, the nature of 

the mediator of such a phenomenon is simply speculative. }" "EVIDENCE OF POST-

GLOMERULAR ARTERIAL VASOCONSTRICTION AS A MECHANISM PRESERVING 

GLOMERULAR FILTRATION RATE IN PATIENTS WITH CIRRHOSIS AND RECENT 

ASCITES DEVELOPMENT"  
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Kitajima  

\i Department of Surgery, Keio University School of Medicine, Tokyo, Japan  

{ Background:} In the liver, previous exposure to brief periods of ischemia produces resistance 

to subsequent prolonged ischemia. Our aim was to investigate the mechanism of immediate 

protection by this ischemic preconditioning (IPC) effect.  

{ Method:} Male Wistar rats were subjected to 30 min hepatic ischemia in a control group, and 5 

min ischemia followed by 5 min reperfusion before the 30 min ischemia in the IPC group.  

{ Results:} In the control group, an elevation of hepatic enzymes was observed at 60 and 180 

min after reperfusion, and histological examination showed degeneration of hepatocyte at 360 

min after reperfusion. Hepatic microfluorogrph demonstrated increases in the number of 

propidium iodide positive nonviable cells and carboxyfluorescein succinimidyl ester positive 

leukocytes adherent to endothelial cells at 180 min after reperfusion. TNFa in the serum and liver 

tissue peaked at 60 min after reperfusion. At this point, RT-PCR analysis for TNFa messenger 

RNA expression in the liver tissue demonstrated a clearly detectable band. IPC improved the 

injury; hepatic enzymes elevation, histological change, and microfluorographic change. 

Moreover, TNFa production and its messenger RNA expression were also suppressed in the IPC 

group. 

{ Conclusion:}  IPC provides immediate protection against warm hepatic ischemia/reperfusion 

injury, and transcriptional down-regulation of TNF at least is involved in the mechanism of IPC. 

}" "IMMEDIATE PROTECTION BY ISCHEMIC PRECONDITIONING AGAINST RAT 

WARM HEPATIC ISCHEMIA REPERFUSION INJURY"  
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{ Background:} The inflammatory cytokines play an important role in hepatic 

ischemia/reperfusion (I/R) and also are regulated by the transcription factor nuclear kappa B 

(NFkB). On the other hand, the relationship between NF-kB and apoptosis was elucidated 

recently. Hepatocyte apoptosis may be associated with I/R injury. Role of NF-kB in rat warm 

hepatic I/R injury remains to be proved clearly.  

{ Method:} Male Wistar rats (200~300 g) were subjected to 120 min of partial (70%) hepatic 

ischemia followed by reperfusion. The animals were divided into two groups; control group was 

injected control adenovirus (AdexLacZ) via penile vein 24 h before the ischemia, AdexIkB 

group was injected adenovirus by which IkB gene is transferred 24 h before the ischemia. Each 

viral solution contained 2.5*10 7 plaque-forming units.  

{ Results:} In the control group, elevations of hepatic enzymes were observed at 180 min after 

reperfusion. In AdexIkB group, further increased levels of hepatic enzymes were observed. At 

180 min after reperfusion, TUNEL positive cells were noted in the control group, and the 

number of positive cells at 180 after reperfusion were markedly increased in the AdexIkB group. 

In both group, elevation of IL-1 beta and TNF alfa in liver tissue was observed after reperfusion 

and there were no significant deference between the two group.  

{ Discussion:} While inhibition of NF-kB resulted in increased hepatic injury and apotosis, there 

was no significant deference of IL-1b and TNFa in liver tissue between the two group. The 

mechanism of this increased injury seems to be independent of IL-1b and TNFa, and may be due 

to increased apoptosis. Conclusion: NF-kB activation has a protective role in the warm hepatic 

I/R injury by suppressing apoptosis. }" "ROLE OF NF-KB IN RAT WARM HEPATIC 

ISCHEMIA REPERFUSION INJURY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.563#" " Abstract: P.563 0 Citation: Gut 2000; 47(Suppl III): 

A156 OPTIMIZATION OF PORCINE HEPATOCYTES CRYOPRESERVATION  

Jana Smrzova, Jitka Ulrichova, Vilim Simanek, Jan Lata, Petr Dite, Jiri Alder  

\i Department of Internal Medicine-Gastroenterology, University Hospital, Brno; Institute of 

Medical Chemistry, Medical Faculty, Palacky University, Olomouc and Tissue Bank, University 

Hospital, Brno, Czech Republic  

{ Background:} The technique of porcine hepatocyte cryopreservation and their characterization 

would augment the accessibility of cells for laboratory use, enable the standardization of 

experiments carried out in different laboratories and save laboratory animals lives.  

{ Goal:} Optimization of the proceeding of porcine hepatocytes cryopreservation by comparison 

of viability and enzymatic activity of fresh and cryopreserved cells.  

{ Methods:} Hepatocytes were isolated from liver lobe of a mini-pig by double step collagenase 

perfusion and cryopreserved in freezer Sylab in 2 different media (Hepatocyte Medium Sigma - 

modified Leibovitz L-15, ISOM - mixture of Williams E and HAM F 15) with 20% fetal calf 

serum and 15% DMSO as cryoprotective agent, in concentrations 1 \'d7 10{\up6 6}/ml, 2 \'d7 

10{\up6 6}/ml, 3 \'d7 10{\up6 6}/ml and 5 \'d7 10{\up6 6}/ml. Cryotubes of volume 1.8 ml or 

Baxter bag of volume 120 ml were used. Hepatocytes were stored in {\f1 -}196\'b0C. Fresh and 

thawed hepatocytes were evaluated in primary cultures, their viability was assessed by trypan 

blue exclusion test and by MTT test reflecting mitochondrial dehydrogenase activity in 3, 20 and 

40 hours. Activities of cytochrom P 450 isoenzymes (as 7-ethoxyresorufine-O-deethylase, 7-

methoxyresorufine-O-deethylase, 7-pentoxyresorufine-O-deethylase and 7-benzyloxyresorufine-

O-deethylase) were assessed as well as glutathion-S-transferase activity representing enzymes of 

the phase II of biotransformation.  

{ Results:} Fresh hepatocytes showed good viability of 86-90% and good enzymatic activity; 

they formed a typical monolayer of polygonal cells in primary cultures, their lifetime was 7-8 

days. There was a decrease in viability of cells to 36-63% after cryopreservation depending on 

the cell concentration, the best results were in cell concentrations of 3.10{\up6 6}/ml and 

5.10{\up6 6}/ml. In MTT test, there was a further fall in dehydrogenase activity in 20 and 40 h, 

in comparison to the result in 3 h. Enzymatic activities in thawed hepatocytes exceeded 60% of 

the level of fresh hepatocytes activities, without significant differences between different 

concentrations. The lifetime of cryopreserved hepatocytes primary cultures was slightly shorter 

(4-5 days) with changes in the morphologic structure of cells. There was no difference between 

both used cryopreservation media. The results were significantly better in hepatocytes 

cryopreserved by controlled freezing in comparison to hepatocytes frozen in a styrofoam box, 

which used to be the standard proceeding. Freezing in Baxter bags seemed to be more convenient 

than in cryotubes. MTT test gave better results in hepatocytes cultivated on collagen coated 

dished than on non-prepared surfaces. 



{ Conclusion:}  The most convenient way of hepatocytes cryopreservation is controlled freezing 

in Baxter bags, in concentration 3-5.10{\up6 6} cells/ml. Cells should be cultivated on collagen 

coated surfaces. We did not show any difference between different cryopreservation media. After 

cryopreservation, the viability is significantly decreased with further fall in viability and 

enzymatic activity during cultivation. Other tests assessing enzymatic activities in time as well as 

the enzymatic inducibility are being carried out. {\i The study has been supported by the grant 

GA CR No. 311/98/0648.} }" "OPTIMIZATION OF PORCINE HEPATOCYTES 

CRYOPRESERVATION"  
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Tumour angiogenesis has become the focus of intense interest as a potential target for novel 

therapies of cancers including hepatocellular carcinoma (HCC). Thrombospondin-1 (TSP1), one 

of the important antiangiogenic factor, has been found to block neovascularisation in vivo. 

However, few studies have been reported about TSP1 in HCCs. The effect of the tumour growth 

of the TSP1 transfection to a HCC cell line was studied both in vitro and in vivo. The SK-Hep-1 

human hepatic cancer cells were transfected with TSP1 cDNA using a calcium phosphate 

technique and the expression of TSP1 on transfected cells was detected by flow cytometry. The 

level of TSP1 in culture medium and cell lysate was measured using an enzyme immunoassay 

and the thymidine incorporation assay was also analysed to compare the proliferation of each cell 

group. Moreover, in vivo tumour growth was performed by subcutaneous injection of wild-type, 

plasmid vector control or TSP1 transfected cells. The levels of TSP1 produced in culture 

medium and cell lysate of transfected cells was significantly higher than those of wild-type cells 

(p<0.05). The thymidine incorporation of TSP1 transfected cells was 60% lower than that of 

wild-type cells (p<0.05). The mean tumour volumes in wild-type, plasmid vector control and 

TSP1 transfected cells at the sixth week were 389, 94 and 12 mm3, respectively. TSP1 

transfection in SK-Hep-1 cancer cells inhibits the cell incorporation in vitro and tumour growth 

in vivo. Genetic manipulation to attempt to reduce tumour angiogenesis by introduction of TSP1 

gene might be a novel therapeutic approach to HCCs. }" "THE INHIBITORY EFFECT OF 

THROMBOSPONDIN-1 IN TUMOUR GROWTH OF SK-HEP-1 HEPATIC CANCER 

CELLS"  
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The aim of study was to assess serum leptin concentration and aminotransferase activity after 

partial hepatectomy (PH) in male Wistar (WM), female Wistar (WF) and spontaneously 

hypertensive male (SHRM) and female (SHRF) rats.  

{ Methods:} Adult rats (n=64, 210-490 g) were divided into 8 groups. 1. Intact WM, 2. Intact 

WF, 3. Intact SHRM, 4. Intact SHRF, 5. WM+PH, 6.WF+PH, 7. SHRM+PH, 8. SHRF+PH. 

Blood samples were obtained from control intact rats and from rats 48 hours after PH. Leptin 

concentration (RIA) and alanin-aminotransferase (ALT) activity were estimated. Results are 

presented as mean ± SEM. Statistical significance: * p<0.02.  

{ Results:} PH leads to increase of serum leptin (ug/ml) in WM (1.3±0.9 vs. 3.9±0.9*), WF 

(1.0±0.1 vs. 9.1±3.2*), SHRM (0.8±0 vs. 1.5±0.3), SHRF (1.2±0.9 vs. 4.4±0.7*). ALT activities 

(ukat/l) after PH were: WM 4.9±0.7, WF 9.7±2.7, SHRM 25.3±3.0*, SHRF 14.0±2.5*. 

{ Conclusion:}  We found no differences in leptin in all intact rats, but after PH there were 

significantly higher leptin concentration in female rats of both strains. SHR rats less tolerate PH 

and have higher ALT activity. Supported by grant No CEZ: J13/98:111500003 }" "SERUM 

LEPTIN CONCENTRATION IN RATS AFTER PARTIAL HEPATECTOMY"  
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{ Background-aims:} Nutritional status is an important factor in determining susceptibility to 

toxic agents. Different diets affect toxin-induced hepatototoxicity. The aim of the present study 

was to investigate the effect of a choline deficient diet on acute liver injury induced in male and 

female rats by thioacetamide (TAA) administration.  

{ Materials and methods:} Male and female adult Wistar rats were under either a choline 

deficient or a normal chow diet for six weeks and at that time point they were administered with 

TAA (300 mg/ Kg of body weight). The animals of all groups were sacrificed at 

0,12,24,36,48,60 and 72 hours post-toxin administration. Serum hepatic enzyme activities and 

liver histology were used to estimate liver injury, while hepatocyte mitotic activity and Ki-67 

labeling index were used to estimate hepatocellular proliferation.  

{ Results:} TAA administration caused acute liver injury followed by hepatocellular 

proliferation in both male and female rats, either under normal or choline deficient diet. Similar 

pattern of injury and regeneration was found in male and female rats under normal chow diet and 

in female rats under choline deficient diet. Nevertheless, in male rats under choline deficient diet 

the TAA-induced hepatotoxicity was of higher degree, exerting statistically signifficant 

differences for all variables examined compared with that found in the other experimental groups 

(p<0.001).  

{ Conclusions:} Cholide deficient diet increased TAA-induced acute liver injury in male rats, 

possibly affecting the capacity of the liver to metabolise TAA. The hormonal influence on toxin 

metabolism in TAA-intoxicated male rats under choline deficient diet is also an possible 

explanation for our findings. Further studies on the influence of hormonal status and sex related 

metabolising capacity are necessary in order to delineate the underlying mechanisms of this 

difference in TAA-induced hepatotoxicity. }" "SEX-RELATED DIFFERENCES IN AN 

ACUTE LIVER INJURY MODEL INDUCED BY THIOACETAMIDE ADMINISTRATION 

IN RATS UNDER A CHOLINE DEFICIENT DIET"  
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The aim of study was to assess plasma leptin concentration after partial hepatectomy (PH) or 

laparotomy (LAP) in young rats with or without analgetics administration.  

{ Methods:} 6 hours before and immediately after PH or LAP aqua or ibuprofenum (IBU) 

(3mg/100g) were administered p.o. Food intake was measured during 18 h before and after 

operation. Young male Wistar rats (n=24, 250-290 g) were divided into 4 groups: 1. LAP+aqua, 

2.LAP+IBU, 3. PH+aqua, 4. PH+IBU. Blood samples were taken 72 h before and 18 h after 

operation (from aorta, v.portae, v.cava). Results are presented as mean ± SEM, statistical 

significance: * p<0.05.  

{ Results:} IBU administration leads to increase in food intake (g): LAP 12±3 vs. 17±3, PH 5±1 

vs. 10±1*. Changes in serum leptin (ng/ml) before and after operation was significant in 

LAP+aqua: 8.1±0.9 vs. 3.2±0.5*, LAP+IBU: 8.9±1.6 vs. 3.1±0.5*, and PH+IBU: 5.4±0.7 vs. 

2.6±0.2*. No diferences were found in PH+aqua: 5.1±0.4 vs. 4.2±1.1. No differences in leptin 

concentration were found between aorta, v. portae and v. cava. 

{ Conclusion:}  Lower pain intensity after IBU leads to increase in food intake, but were 

associated with decrease in leptin. These changes in leptin were not found in PH+aqua group. 

Supported by grant No CEZ:J13/98:111500003 }" "THE INFLUENCE OF IBUPROFENUM 

ON SERUM LEPTIN CHANGES AFTER PARTIAL HEPATECTOMY IN RATS"  
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We have demonstrated, in donors of organs for transplantation, an abnormally shortened bile 

nucleation time caused by increased pronucleation factors, with a significant proportion of 

aminopeptidase M (APM), an enzyme present in bile duct and gallbladder epithelial cells.  

{ Aim:} To establish whether the increase in bile APM may be due to APM release from injured 

epithelial cells of the gallbladder and bile ducts.  

{ Methods:} In 26 donors (M/F 16/10) with a mean age of 25.7 years (8-45), nucleation time 

(NT) was determined in gallbladder bile removed intraoperatively. APM was determined in 

epithelial cells by immunohistochemistry using anti-CD13 IgG1 monoclonal antibody (Serotec, 

UK).  

{ Results:} Group 1 with severe injury (7 donors) showed only residual intracellular APM 

activity, NT 8.5 ± 5 days; in Group 2, with moderate injury (11 donors), APM activity was 

maintained primarily in Rokitansky sinuses, NT was 18 ± 6 days; in Group 3 with preserved 

epithelium (8 donors), APM activity was highest, NT 29 ± 8 days. The differences in NT were 

significant (p < 0.05). In Group 1, five out of seven patients were on mechanical ventilation for 

more than 3 days while, in Group 3, no patient was on mechanical ventilation for more than 3 

days. 

{ Conclusion:}  NT correlates inversely with the degree of gallbladder epithelial injury in which 

a role is played by the donor preoperative period. Abnormal (i.e., lowest) NT values in bile are 

found in donors with the severest epithelial injury and lowest epithelial APM activity. Released 

APM activity exerts a pronucleation effect and shortens NT. APM seems to be a sensitive marker 

of gallbladder and bile duct epithelial injury. }" "AMINOPEPTIDASE M - A MARKER OF 

DONOR BILE DUCTS INJURY?"  
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{ Background:} Ischaemia- reperfusion (I/R) injury is a major cause of morbidity and mortality 

in liver surgery and transplantation. Ischaemic preconditioning (IPC) is known to reduce 

myocardial injury but benefits of IPC in liver I/R injury are not fully understood. Endogenous 

production of nitric oxide (NO) has been postulated to mediate IPC. The present study is an 

assessment of effects of preconditioning on warm ischaemia reperfusion injury in the liver.  

{ Material and Methods:} Male Sprague Dawley rats were used. IPC was done by 5 min lobar 

ischaemia (clamping of portal vein and hepatic artery inflow) followed by 10 min reperfusion. 

Subsequent I/R injury was produced by 45 min lobar ischaemia of the liver followed by 120 min 

reperfusion. In an additional group L- arginine (endogenous precursor of NO) infusion was used 

in place of IPC. Hepatic tissue oxygenation was measured by near infrared spectroscopy(NIRS) 

and blood flow in the hepatic microcirculation by laser doppler flowmeter (LDF). Liver function 

tests, ATP/ADP levels, nitrates/ nitrites and hepatic oxygen consumption were analysed and liver 

histology studied. Differences between groups were established using analysis of variance.  

{ Results:} A significant change in hepatic tissue oxygenation (oxyhaemoglobin, 

deoxyhaemoglobin, cytochrome oxidase) was produced with IPC but not with L-arginine. 

Preconditioning did not produce significant change in hepatic microcirculation blood flow or in 

hepatic oxygen consumption. After preconditioning the recovery of hepatic transaminases and 

ATP/ADP during reperfusion were significantly faster (p < 0.05). NO determined as its decay 

products, nitrite (NO2-) and nitrate (NO3-) during reperfusion showed a significant increase in 

both preconditioning groups (p < 0.05). Preconditioning with L- arginine simulated most effects 

of ischaemic preconditioning. \tx2550\tx3675\tx4800\tx5520\tx8150\fs4 \ul Controls IPC L-

arginine \tab \tab \tab \tab Serum ALT (u/ l) 5173±215 1380±320 1257±990 Serum AST (u/ l) 

3103±190 1537±113 1501±731 Serum NO2-/ NO3- (uM) 18.4 ±2.3 93.8±24.3 84.0±4.7 ATP 

(umol/ g wet liver tissue) 5 ± 0.1 10 ± 0.8 8 ± 0.6 ADP (umol/ g wet liver tissue) 5 ± 0.4 6 ± 0.3 

4 ± 0.2 \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Ischaemic preconditioning of the liver has potential for protecting against 

sustained ischaemic insult. }" "THE EFFECT OF PRECONDITIONING ON LIVER 

ISCHAEMIA REPERFUSION INJURY"  
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{ Aim:} in the last years an increase in the number of candidates for liver transplantation has 

been observed. However, the donor pool has not increased proportionally so that the scarsicity of 

available donor organs remain a major concern. Split livers (SLTx) and living-related transplants 

(LRLTx) but also domino procedures (DLTx) or the use of marginal livers [(MLTx) old, fatty or 

hepatitis + grafts)] represents actually the strategies to maximize donor organ use for paediatric 

and also adult patient population. We report our experience with these procedures during a 

period of 8 years.  

{ Methods:} 43 out of 285 patients were transplanted with different strategies and divided into 

four groups: Group 1, n = 20 MLTx (6 > 70y, 4 with 20-50% steatosis, 10 HEP+), Group 2, n = 

10 SLTx, Group 3, n = 11 LDLTx (7 children, 4 adults), and Group 4, n = 2 DLTx. The mean 

age for G1, G2, G3 and G4 was 47±18, 42±21, 32±6 and 45±19 respectively. The median 

follow-up for G1, G2, G3 and G4 was 31±9, 78±14, 51±18 and 30±10 respectively. Overall 

mean follow-up was of 65 ± 8 months.  

{ Results:} Death occurred in 11 patients (27%), because of sepsis (n = 6), tumour relapse (n = 

3) and vascular complications (n = 2). Overall actuarial survival at 1, 3 and 12 months is 92%, 

82% and 76% respectively. Complication rates for patients survived more than 3 months were 

similar as compared with the patient population transplanted with standard procedure. 

{ Conclusion:}  These results suggests that the use of alternative procedures such as split livers, 

living-related transplants, domino procedures and marginal livers are justified in a context of 

chronic organ shortage where the mortality on waiting list is still around 20% (Eurotransplant 

data 1999). Living-related liver transplantation (especially in adults) should be implemented 

together with the exploitation of the cadaveric donor pool (marginal and split livers). }" 

"LIVING-RELATED TRANSPLANTS AND SPLIT LIVERS, DOMINO PROCEDURES AND 

MARGINAL GRAFTS AS ALTERNATIVES TO THE CHRONIC ORGAN SHORTAGE"  
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{ Objectives:} Wilsons disease (WD) is an autosomal recessive disease with different 

manifestations. This study aimed to find clinical, paraclinical features of disease in different 

groups of patients to reach the diagnostic algorithm.  

{ Method:} Over 10 years period (1990-1999), 84 patients with WD (Mean 27 y. 54 male) were 

studied in 6 referral University Hospitals. Presenting symptom was chronic liver disease in 37 

patients, acute hepatitis in 9 patients, Hepatocerebral in 10 patients, neurological disease in 20 

patients and 10 patients were detected by family screening. The diagnosis was based on clinical 

evaluation included ophtalmologic & neurologic exam, positive lab investigations such as 

abnormal liver function tests, serum Ceruloplasmin level below 20 mg/dl, urinary copper levels 

above 100 mg/dl. The patients were underwent treatment with daily dose of 1-2 gr D-

penicillamine.  

{ Results:} The most frequent abdominal manifestations were splenomegaly 63%, jaundice 46% 

and Hepatomegaly 46%. In the whole group, decreased serum ceruloplasmin was seen in 93.7%, 

urinary copper excretion was increased in 68%. Kayser- Fleischer rings were detected in 69%. In 

contrast to patients with neurological disease (91% Kayser-Fleischer rings, 91% low 

ceruloplasmin), only 67.5% of patients presenting with liver disease had Kayser-Fleischer rings 

but the percentage of patients with low ceruloplasmin was similar to the former group (92%). 

Mortality rate related to WD was 10% over 10 years. 

{ Conclusion:}  According to our data WD should be considered in all young patients presenting 

with acute or chronic liver disease and negative viral markers. Decreased Serum ceruloplasmin 

level was a good screening test in all but acute hepatitis group. }" "CLINICAL AND 

PARACLINICAL FEATURES OF IRANIAN PATIENTS WITH WILSON DISEASE"  
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{ Objective:} to study the features of the liver pathology in the heart failure (HF) caused by the 

rheumatic heart diseases (RHD).  

{ Methods:} of 51 pts with HF caused by RHD were clinically examined.  

{ Results:} Liver syndromes were revealed in 51 pts: cholestasis (20 pts, 39.22%), liver-cell 

failure (12 pts, 23.53%), portal hypertension (8 pts, 15.68%), including ascites (4 pts, 7.84%), 

cytolysis (5 pts, 9.8%). All pts had liver pathology, caused by HF: liver stasis 48 (94.12%), 

ischemic hepatitis in 4 (8.33%); cardiac cirrhosis in 3 (5.88%). The complicated non-stasis liver 

diseases were observed in 24 cases (47.06%). The structure of non-stasis diseases: gallstone 

disease (GSD) in 17 (70.83%), steatohepatitis in 6 (25%), viral hepatitis B in 3 (12.5%), viral 

hepatitis in C 1 (4.17%), drug-induced hepatitis 1 (4.17%), cholangitis 1 (4.17%).  

{ Conclusions:}: 1) The incidence of complicating hepatobiliary pathology in HF, caused by 

RHD is very high (47.06%). 2) The dominant syndrome is cholestasis (39%), which is correlates 

with the incidence of dominant disease - GSD, the incidence of which (33.33%) in 3.33 times 

higher, than in the general population in Russia (10%). }" "SPECTRUM OF THE LIVER 

PATHOLOGY IN THE HEART FAILURE CAUSED BY RHEUMATIC HEART DISEASES"  
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51 patient with histologically confirmed chronic liver disease (CLD) were investigated for 

hepatopulmonary syndrome (HPS).The etiological factors in 46 cases (90.2%)were due to 

hepatitis B or/and C viruses. Alcohol consumption, documented in only 3 cases (5.8%) was 

uncommon. Though symptoms of pulmonary involvement, mainly productive cough and 

dyspnoea, were obtained from 18 patients (35.3%), only 7 patients (13.7%) had significant chest 

x-ray findings (bronchiectasis 5; pleural effusion 2). Lung function test performed in 26 cases 

showed restrictive pattern in 4 cases (22%). Only one patient (1.9%) showed evidence of intra- 

pulmonary vascular dilatation in keeping with hepatopulmonary syndrome. This is a lower 

prevalence compared with western studies. While no explanation is immediately obvious, it is 

possible that the difference in etiological factors as compared to western studies, plays a role. 

However, more studies from our environment are indicated. }" "HEPATOPULMONARY 

SYNDROME: AN EXPERIENCE FROM MAKKAH, KINGDOM OF SAUDI ARABIA"  
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{ Aims:} A prospective study of the incidence, clinical and biochemical features, management 

and outcome of intrahepatic cholestasis of pregnancy (ICP) in a defined population in South 

Wales, UK.  

{ Methods:} All pregnancies in an obstetric unit serving a population of 250,000(>99% white) 

were screened for ICP between March 1999 and May 2000. ICP was diagnosed on the basis of 

pruritus, abnormal liver function tests and exclusion of other liver or biliary diseases.  

{ Results:} 19 cases of ICP were identified among 4410 pregnancies - incidence 0.42%. Age 

ranged from 16.1 - 40.5 years (Median 24.8). There were two twin pregnancies. Eight were 

primiparae while 11 had had 1-4 previous pregnancies, four of which were complicated by ICP 

with one stillbirth. All 19 patients were symptomatic: pruritus in 19, vomiting in two and severe 

malaise in one. Two patients suffered hyperemesis earlier in their pregnancy and two developed 

pre-eclampsia. Symptoms started between 17 and 37 weeks gestation (median 32). Eleven had 

proven urinary tract infection either just before or after diagnosis of ICP. The predominant 

biochemical marker of liver dysfunction was elevated AST (range 59-519; median 210 U/l) Bile 

acids were invariably elevated (range 17-179; median 53 \'b5mol/l). {\f1 g}GT was modestly 

elevated (range 36-278; median 49 U/l) in seven patients while bilirubin was raised in only two 

(29 and 34 \'b5mol/l). Leucocytosis was seen in 13 patients with a range of 13.6 - 28.9 x 109/l 

(median 16.3). The interval from diagnosis of ICP to delivery ranged from 1 to 44 days (median 

6). Ursodeoxycholate was given to three patients with improvement in symptoms and 

biochemistry. Induction of labour or Caesarean section was undertaken in 12 because of ICP. 

There was no maternal or fetal death but 7 of 21 babies required admission to SCBU. Symptoms 

and abnormal liver function resolved rapidly after delivery. 

{ Conclusion:}  ICP is common in South Wales complicating 1 in 232 pregnancies. It is 

characterised by elevated transaminases rather than cholestasis on routine biochemistry. 

Combined medical and obstetric care with early delivery minimised maternal and fetal 

morbidity. }" "PROSPECTIVE STUDY OF LIVER DYSFUNCTION IN PREGNANCY IN 

SOUTH WALES, UK"  
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{ Background/Aims:} For most patients with jaundice following drug-induced hepatic injury, the 

principle of treatment is conservative. However, there have been reports of impressive responses 

to corticosteroid among individual rare cases of prolonged jaundice following drug-induced 

hepatic injury. The aims of this study were to evaluate the response and side effects of 

corticosteroid therapy and to assess the association between hypersensitivity reaction or 

autoantibody as a predictor response to corticosteroid therapy.  

{ Methods:} 28 patients with prolonged jaundice following drug induced hepatic injury were 

involved in this study. Patients were treated with an induction dose of corticosteroid (1mg/kg), 

tapered to the minimum maintenance dose. We defined complete response to be over 50% 

reduction of total bilirubin and partial response as 25% to 50% reduction of total bilirubin and 

non-response as beyond level to assess.  

{ Results}: Among subjects, complete response, partial response, and non-response groups were 

7, 8, and 3 patients, respectively. Drug-induced hypersensitivity reactions such as fever, rash, 

and hypereosinophilia were observed in 17 patients. 4 of 7 complete response, 4 of 8 partial 

response, 2 of 3 non-response subjects showed hypersensitivity reaction, so we could see no 

relation between response to corticosteroid and hypersensitivity reaction. Diabetes by 

corticosteroid was found in only 1 patient of 18 treatment subjects. 8 cholestatic type of liver 

injury revealed 2 patients in response, 2 in partial response, and 3 in non-response groups. 7 

hepatocellular type showed 4 and 3 patients in response and partial response. Among 3 with a 

mixed type, 1 and 2 patients showed response and partial response, respectively.  

{ Conclusions:} It is therefore reasonable to consider administration of corticosteroids to patients 

with a hepatocellular type of drug induced liver injury if improvement of jaundice is not evident 

by 6 weeks and level of total bilirubin is over 10mg/dl after stopping the causative agents. We 

could not see any association between response to corticosteroid therapy and the hypersensitivity 

reaction or autoantibody. }" "CLINICAL SIGNIFICANCE OF CORTICOSTEROID THERAPY 

FOR PROLONGED JAUNDICE FOLLOWING DRUG-INDUCED HEPATIC INJURY"  
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Little is known about the biochemical basis of acute liver failure (ALF). Patients with ALF 

following a paracetamol overdose (POD) seem to reach criteria for transplantation in 3-4 days 

post POD and tend to die 8-10 days after if an organ for transplant does not become available.  

{ Materials and methods:} Using 
1
H Nuclear Magnetic Resonance Spectroscopy we investigated 

the biochemical abnormalities in patients suffering from ALF. We studied 34 patients with ALF 

following POD 34 patients with ALF from other aetiologies and 17 controls. Blood was 

collected from patients on admission to the Scottish Liver Transplant Unit (SLTU) and again at 

72 hours post admission.  

{ Results:} All patients with severe ALF at 72 hours post admission showed predominantly 

anaerobic metabolism and impaired gluconeogenesis as manifested by higher lactate (p < 0.002), 

pyruvate (p < 0.008), alanine (p < 0.011) and valine (p < 0.022) compared to controls. There was 

also higher concentrations of all ketone bodies (P, 0.0325 in all cases) compared to controls. In 

patients with POD ALF the abnormalities were present from admission to SLTU with impaired 

gluconeogenesis at that point Lactate, pyruvate were significantly higher than controls (p < 0.03 

in all cases.) The patients with ALF from other aetiologies did not exhibit any abnormalities on 

admission. 

{ Conclusion:}  Our study confirms that impaired gluconeogenesis occurs earlier in POD ALF 

and the concentrations of metabolites involved may be used as prognostic markers to identify 

early patients that would ultimately require transplantation. }" "EARLY BIOCHEMICAL 

ABNORMALITIES IN PATIENTS WITH ACUTE LIVER FAILURE"  
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The established treatment for PBC is UDCA; some patients, however, show an incomplete 

response as evaluated by liver function tests. Corticosteroids have been reported to give 

additional benefits in patients who respond incompletely to UDCA alone. The combination 

therapy seems to give additional benefits respect to UDCA monotherapy. Till now the effects of 

different UDCA doses have not been fully evaluated alone or in combination with steroids. We 

have evaluated in 20 histologically proven PBC patients (3 males, 17 females, stage I-IV) with 

normal bilirubin levels, the effects of increasing doses of UDCA (from 8,2 to 30.0 mg/kg/day), 

with or without methylprednisolone (MP) (8 mg/day). The 3 months treatments with the different 

schedules were followed by washout intervals of 3 months during which a standard dose of 

UDCA (8.2 - 11,3 mg/kg/day) was given. Before and at the end of each active treatment liver 

function tests and biliary bile acid pattern (bile was collected by enterotest) were evaluated.  

{ Results:} A significant (by ANOVA, p<0.01) progressive decrease of ALT, AST, AP, GGT, 

and bilirubin were observed by increasing UDCA doses. The addiction of MP to UDCA induced 

a significant (p<0.01) decrease of ALT and AST independently of the UDCA-dose. MP 

addiction lead to significant decrease (p<0.01) of GGT and AP during low-UDCA regimen, but 

such effect didnt occurr for high-UDCA doses. A proportional increase of biliary UDCA was 

obtained by increasing the UDCA dose, while a reduction of CA molar percentage was observed. 

No correlation was observed between administered UDCA and biliary CDCA and DCA.  

{ Conclusions:} 25 - 30 mg/kg/day of UDCA seems the best dose for PBC. MP would be 

addicted to UDCA only for patients with incomplete response to high UDCA regimens. }" 

"HIGH UDCA DOSE CORRELATES WITH INCREASED BILIARY ACCUMULATION 

AND IMPROVED BIOCHEMISTRY IN PBC PATIENTS"  
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{ Background:} Therapeutic trials suggest that ornithine-aspartate (OA) is an effective treatment 

of overt hepatic ehcephalopathy (HE) in cirrhotic patients. { Aim of the Study:} To evaluate the 

influence of Hepa-Merz (OA) treatment on subclinical HE (SHE), level of ammonia and time of 

psychometric testing of cirrhotic patients.  

{ Methods:} 18 hospitalized patients with viral cirrhosis and SHE and 18 controls, were enrolled 

in the study. In 15 patients the cirrhosis was well compensated (Child-Pugh A), the rest 3 were 

classified as Child-Pugh B. Before and after treatment the arterial ammonia levels (normal range 

54-79 \'b5mol/l), the Number Connection Test (NCT), the Line Tracing Test (LTT) were 

determined in all patients and Somatosensory evoked potentials (SEPs) - in 5. The fasting and 

post-prandial ammonia levels and also latencies and amplitudes SEPs were significantly higher 

(p<0,05) in patients with SHE than in controls.18g.of OA was administered orally per day for 21 

days.  

{ Results:} Results are shown in table (mean and s.d.). \tx1785\tx2910\tx4515\tx5610\tx8150\fs4 

\ul Parameter Control \ul SHE \ulnone before treatment After treatment \tab \tab \tab \tab NCT, s 

23,5±3,4 38,7±5,4 28,1±5,2* LTT, s 85,6±7,4 111,4±9,9 91,7±8,4* Fasting NH4+ 31,3±8,6 

146,1±14,1 75,6±12,4* Post-prandial NH4+ 44,6±5,4 198,5±21,4 125,6±17,4* N2 latencies, ms 

72,3±6,5 81,9±12,6 75,5±11,9 N0 amplitudes, {\f1 h}V 2,1±0,9 1,2±0,5 1,6±0,4 P1 amplitudes, 

{\f1 h}V 2,3±1,1 1,87±0,9 2,3±0,9* N2 amplitudes, {\f1 h}V 4,25±3,61 2,8±1,5 3,3±1,3* \tab 

\tab \tab \tab *The difference after and before treatment significantly (p<0.05) 

{ Conclusion:}  OA proved to be effective in treatment of SHE according to psychometric 

testing, arterial ammonia level and SEPs. }" "THE TREATMENT OF SUBCLINICAL 

HEPATIC ENCEPHALOPATHY WITH ORNITHINE-ASPARTATE"  
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A160 EFFICACY AND SAFETY OF ORAL CIPROFLOXACIN IN SPONTANEOUS 
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\i H\'e9pato-gastroent\'e9rologie, CHU Trousseau, Tours, France Fluroquinolones are proposed 

in spontaneous bacterial peritonitis (SBP)treatment according to their activity against bacteria 

usually isolated and their diffusion in ascitic fluid.  

{ Aim:} to investigate prospectively, in SBP, feasibility, efficacy and safety of an oral treatment 

by ciprofloxacin (CFX) initially in combination with amoxicillin.  

{ Methods:} In a two-years period, 71 episodes of SBP were diagnosed in 56 consecutive 

cirrhotic patients. Treatment was given orally as often as possible and consisted in oral CFX 

500mg/12h (or 200mg/12h IV) and amoxicillin 1g/8h. Antibiotic regimen was revalued after 48h 

of treatment, according to clinical, laboratory and microbiologic data. Oral CFX was continued 

alone for 5 days in culture-negative SBP and in case of in vitro susceptibility to CFX. Treatment 

was else adapted to the antibiotic sensitivity test.  

{ Results:} 56 culture positive SBP and 15 culture negative neutrocytic ascites were diagnosed. 

Bacteria isolated from ascitic fluid cultures were 54% of Gram negative bacilli, 38% of Gram 

positive cocci and 8% of anaerobic bacteria. Four percent were resistant to the initial 

combination and 31% to CFX. Oral regimen was possible in 89% of cases, but 14% of them 

switched to oral treatment after a mean of 2.3 days. The evolution was favorable after 48h in 

80% of cases and 89% of patients recovered from SBP. No adverse effects were observed. No 

relapse occurred within 3 months. The in-hospital mortality rate was 15%, equally imputable to 

sepsis and liver failure.  

{ Conclusions:} Oral CFX is an efficient and safe treatment of SBP in cirrhotic patients. The 

susceptibility of bacteria emphasizes the interest of this initial combination with amoxicillin for 

an empiric treatment. The development of short duration oral antibiotic regimen may allow a 

cost effective ambulatory treatment. }" "EFFICACY AND SAFETY OF ORAL 

CIPROFLOXACIN IN SPONTANEOUS BACTERIAL PERITONITIS"  
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{ Background:} Hepatorenal syndrome (HRS) is the fifth cause of death in hepatic cirrhosis. 

Once appeared, 90% of patients will eventually die and that is a good reason to try to prevent it. 

The aim of this study was to find predictive factors for the HRS onset.  

{ Methods:} A case control study has been made. 204 patients admitted in one gastroenterology 

clinic with liver cirrhosis were included. They were divided in 2 groups: study group - 68 

patients who developed HRS during hospital admission and control group - 136 cirrhotic patients 

without HRS chosen with the same group structure as the study one (pairs method).  

{ Results:} Significant correlations meaning Odds Ratio(OR)>1 and p<0.05 have been found for 

study group: alcoholic etiology of cirrhosis (70% of patients), non hepatitis virus C etiology 

(82%, OR=2.25), 96% patients had ascites (OR=43.8). Decreasing of prothrombin activity 

(OR=6.91),hemoglobin (OR=3.86), plasma and urinary sodium levels (OR=2.26 for plasma, 

OR=13 for urine) as well as diminished potassium excretion (OR=4.34) can be predictive factors 

for HRS development. Variance of bilirubin, liver enzyme levels and ultrasound data cannot 

predict HRS onset. Other associated cirrhotic complications and an unfavorable evolution of 

them links in a significant manner with the HRS. An aggressive diuretic therapy will most likely 

induce HRS and treatment with gentamicin is also involved in generating HRS. 

{ Conclusion:}  Patients with portal encephalopathy (OR=14.97) or spontaneous bacterial 

peritonitis (OR=11.41) have the greatest risk in developing HRS. It is announced by decreasing 

of prothrombin activity, hemoglobin, plasma and urinary sodium levels. }" "THE ALLIANCE 

BETWEEN THE HEPATOCYTE AND THE NEPHRON AGAINST CIRRHOTIC PATIENT - 

OUTCOME OF HEPATORENAL SYNDROME"  
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Disturbed water balance is common in liver cirrhosis. The mechanisms are complex. AQP 2 has 

been shown to be involved in the pathophysiology of water imbalance in animal models of 

chronic liver disease. No human study is available. We measured 24 h urinary excretion of 

AQP2, free water clearance, creatinine clearance in 25 patients with different stages of liver 

cirrhosis. Urine AQP2 was quantitated by Dotblotting and nitrocellulose paper gravity filtration 

and subsequently ECL. Urinary AQP2 excretion and free water clearnce varied according to 

Child-Pugh class A to C. AQP2: Control: 0.03 ng/d; A: 0.05; B: 0.14; C: 0.36 (ANOVA, 

p<0.05). Free water clearance A: 0.20 ml/min; B: -0.30; C: -0.43(p<0.05). The urinary excretion 

of aquaporins was inversily related to free water clearance (r=0.61,p<0.01) and U-osmolality 

(r=0.55,p<0.02) and S-osmolality (r=0.42,p<0.05). There was no relation to creatinine clearance. 

In conclusion, urinary AQP2 levels are increased in parallel with the severity of the disease and 

the severity of the water retention. This suggests a functional relation to water handling in 

cirrhosis. }" "AQUAPORIN-2(AQP2)EXCRETION IN URINE IN PATIENTS WITH LIVER 

CIRRHOSIS"  
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Several studies in human cirrhosis have demonstrated increased nitric oxide (NO) production and 

its role as a mediator of the hyperdynamic circulation in this disease. In experimental animals, 

direct infusion of nitric oxide synthase (NOS) inhibitors into the renal artery produces a fall in 

glomerular filtration rate (GFR), due to the effect of NO in inhibiting mesangial cell contraction 

and in reducing renal arterial vascular resistance. Aim of this study is to evaluate the interaction 

between the systemic plasma levels of NO and the main parameter of hepatic and renal function 

in a mixed group of patients with liver cirrhosis. Twenty patients with liver cirrhosis (ten with 

preascitic and ten with non-azotemic diuretic-free ascitic disease) were submitted to the 

following measurements: a) basal plasma renin activity (PRA) and aldosterone (A) levels; b) 

renal clearances of creatinine, sodium, potassium, inulin, para-aminohippurate (PAI) and lithium 

(being the latter a measure of the fluid delivery to the distal nephron); c) NO systemic plasma 

levels computed through paramagnetic resonance spectroscopy as nitrosylhemoglobin 

complexes. NO levels showed significant direct correlations with total plasma bilirubin levels (r: 

0.68; P<0.01) and Child-Pugh score (r: 0.59; P<0.01) and significant inverse correlations with 

plasma albumin (r: -0.63; P<0.01) and creatinine concentrations (r: -0.81; P<0.001). In the 

subgroup of patients with ascites we observed a direct correlation between NO levels and inulin 

clearance (r: 0.74; P<0.01). These data show, at least in cirrhotic patients without functional 

renal impairment, that the progressive recruitment of systemic NO production (parallel to the 

degree of hepatic functional derangement) may be a relevant mechanism able to protect renal 

perfusion and GFR from a precocious reduction. Reduced kidney production of NO in severe 

cirrhotic disease, possibly due to intrarenal vasoconstriction and reduced vascular shear stress, 

may lead to functional renal failure and hepato-renal syndrome. }" "SYSTEMIC NITRIC 

OXIDE PRODUCTION AS A POTENTIAL MECHANISM OF MAINTENANCE OF THE 

GLOMERULAR FILTRATION RATE IN NON-AZOTEMIC HUMAN CIRRHOSIS"  
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It has been demonstrated, in patients with preascitic cirrhosis, that the amount of sodium 

reabsorbed by the distal nephron is independent of basal aldosterone (A) plasma levels and that 

the aldosterone-renal sodium excretion relationship is completely deranged. On the other hand, 

in ascitic patients some studies have shown increased values of plasma A and found an inverse 

correlation between A levels and renal sodium excretion. Aim of this study is to evaluate the 

interaction between basal A systemic plasma levels and the main parameter of renal tubular 

sodium handling in a mixed group of patients with liver cirrhosis. Twenty patients with liver 

cirrhosis (ten with preascitic and ten with non-azotemic diuretic-free ascitic disease) were 

submitted to the following measurements: a) basal plasma renin activity (PRA) and A levels; b) 

renal clearances of creatinine, sodium, potassium, inulin, para-aminohippurate (PAI) and lithium 

(being the latter a measure of the fluid delivery to the distal nephron); c) determination of the 

endogenous dopaminergic activity, measured as incremental A and prolactin responses to i.v. 

metoclopramide administration. Compared with preascitic cirrhotics, patients with ascites 

showed similar values of PRA and significantly higher A plasma levels (139.8 +- 95.4 vs. 70.6 

+- 32.1 pg/ml, P<0.03) and lower urinary sodium excretion (50 +- 38 vs. 163 +- 74 mEq/die, 

P<0.001), without any correlation between the latter two parameters. Only in the group of 

patients with ascites we observed significant direct correlations between plasma A and the 

following parameters: the fraction of the filtered sodium load which is reabsorbed by the distal 

nephron and the fraction of the sodium delivery to the distal nephron which is reabsobed 

(respectively, r: 0.60; P<0.05; r: 0.65; P<0.05). Lastly, in the group of patients with ascites we 

observed a significant direct correlation between the values of inulin clearance and urinary 

sodium excretion (r: 0.63; P<0.05). In conclusion, even in patients with ascites and high A 

plasma values, although the physiological interplay between the hormone and its tubular target 

seems preserved, the main determinant of the net sodium excretion is the amount of sodium 

filtered by the glomerulus. }" "IS THE CONTROL OF RENAL SODIUM EXCRETION BY 

CIRCULATING ALDOSTERONE COMPLETELY CLARIFIED IN PATIENTS WITH LIVER 

CIRRHOSIS WITHOUT FUNCTIONAL RENAL FAILURE?"  
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Literature data suggest that nitric oxide (NO) production is increased in patients with chronic 

liver disease (CLD). NO is very unstable molecule that instantaneously reacts with oxygen, 

superoxide anion, redox metals, etc. In vivo, NO is stabilized by forming adducts with thiols, 

principally glutathione. The nitrosoglutathione (GSNO) plays an important role in the storage, 

transport and metabolism of NO, conserves its properties and is also an endogenous source of 

NO. In this study, by utilizing the spectrophotometric method of Saville et al., we evaluated 

GSNO plasma levels in 86 patients affected by histologically proven chronic liver disease, 

divided in 4 groups according to the aetiology of liver damage and alcohol use: 68 with HCV-

related chronic hepatitis with or without liver cirrhosis, abstainers (group A: M/F = 16/24, 

median age 52.5 years, range 37-76) or chronic alcohol users (group B: M/F = 10/18, median age 

54.5 years, range 33-77; median ethanol intake 30 g/daily, range 7-120) and 18 chronic alcohol 

abusers HBsAg/HCV negative with only liver steatosis (group C: M/F = 11/7, median age 40 

years, range 24-53; median alcohol intake 250 g/daily, range 100-400) compared to a control 

group of healthy subjects abstainer from alcohol use (group D: M/F = 8/5; median age 33 years, 

range 26-64). Results are summarized in the table (Mean ± SD). 

\tx2070\tx3345\tx4545\tx5865\tx6585\tx8150\fs4 \ul \tab Groups A B C D Plasma GSNO 

(mcg/ml) 105.8+74.6* 152+87.3** 356+193.5°† 57.7+16.9 *p<0.05 and **p<0.01 and °p<0.001 

versus D; †p<0.01 versus A and B. Data indicate that both alcohol consumption and chronic liver 

damage induce a significant increased production of NO. This may be easy documented, in vivo, 

by determining GSNO plasma values. At cellular level, NO affects leukocyte adhesion, mast 

cells activity, caspase, superoxide dismutase and glutathione-transferase activities, cytokines 

production or inhibition, contributing to the apoptosis and necrosis. In the circulation, NO 

regulates platelet function and vascular tone. Therefore, it is useful to have a simple method 

capable of document, in vivo, its production in patients with alcohol abuse and chronic liver 

disease. }" "ALCOHOL ABUSE AFFECTS NITRIC OXIDE PRODUCTION IN PATIENTS 

WITH CHRONIC LIVER DISEASE"  
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Serum albumin concentration is included in scores assessing liver insufficiency, such as Child-

Pugh score. However, even in cirrhotic patients, serum proteins remain commonly used as 

nutritional markers of malnutrition (Curr Op Clin Nutr 1998;1:423). The aim of the study was to 

assess the value of serum albumin and prealbumin concentrations as nutritional indicators in 

cirrhotic patients.  

{ Methods:} 75 patients with cirrhosis were prospectively studied. Patients with recent infection 

were excluded. Patient was considered as ``malnourished if arm muscle circumference was < 5th 

percentile. Albumin (lab norms 36-52 g/l) and prealbumin (lab norms 0.20-0.35 g/l) were 

measured.  

{ Results:} Cirrhosis was related to alcohol in 56/75 patients (75%). Child-Pugh score was A in 

17%, B in 35% and C in 48%. Prevalence of malnutrition was 20 % (15/75). Using arm muscle 

circumference as a standard, sensitivity, specificity and predictive values (PV) of albumin and 

prealbumin in detecting malnutrition are shown in the table. 

\tx1755\tx2895\tx4050\tx5265\tx6150\tx8150\fs4 \ul \tab Sensitivity Specificity Positive PV 

Negative PV Albumin < 36 g/l 87% 32% 24% 90% Prealbumin < 0.2g/l 100% 4% 23% 100% 

d\fs20 Albumin and prealbumin were positively correlated with prothrombin time (r2=0.44 and 

0.41 respectively; p<0.0001), whereas correlation between serum proteins and arm muscle 

circumference didnt reach significance (albumin: r2=0.04 and prealbumin: r2=0.07; p=NS). 

{ Conclusion:}  Serum albumin and prealbumin concentrations show a poor specificity and 

predictive value in detecting malnutrition in cirrhotic patients, because these markers are more 

correlated to liver insufficiency rather than to nutritional status. }" "THE USE OF ALBUMIN 

OR PREALBUMIN AS NUTRITIONAL INDEXES IS INADEQUATE IN CIRRHOTIC 

PATIENTS"  
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Leptin is a cytokine peptide, which decreases appetite, and thereby food intake, and increases 

energy expenditure. It is produced in fat cells and stimulated by cytokines. Anorexia, 

hypermetabolism and elevated levels of cytokines are frequently observed in cirrhosis. The aim 

of this study was to investigate the relationship of serum leptin to gender and Child-Pugh 

classification.  

{ Methods:} A total of 30 patients with liver cirrhosis, 11 of whom were females and 19 males 

(mean age, 50,1± 11,76), were included in the study. Body mass index (BMI) was determined 

and leptin/BMI ratios were calculated. Patient were classified according to Child-Pugh 

classification. Serum leptin levels were determined by using immunoradiometric assay kit 

(IRMA method, Human Leptin IRMA DSL-23100, Diagnostic System Laboratories, Inc.Texas). 

Non-parametric Kruskal-Wallis test was used in statistical studies. A two-sided p value of <0,05 

was considered statistically significant.  

{ Results:} Regardless of gender, in none of the patients there was a statistically significant 

relationship between Child-Pugh classification and leptin/BMI values (p>0.05). When gender 

was taken into consideration, there was a statistically significant relationship, in females, 

between Child-Pugh classification and leptin/BMI ratios as well as a positive correlation 

(p<0,05, r=0,559). However, in males, there was no statistically significant relationship between 

Child-Pugh classification and leptin/BMI values (p>0,05, r=0,158). 

{ Conclusion:}  In females with cirrhosis, leptin/BMI ratios increase with relation to the severity 

of the liver disease determined according to Child-Pugh classification. However, in males, no 

statistically significant increases are observed. }" "CHILD-PUGH CLASSIFICATION 

DEPENDENT ALTERATIONS IN SERUM LEPTIN IN CIRRHOSIS"  
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{ Background/Aims:} As liver transplantation is now frequently offered to patients with end 

stage liver diseases, it is important to try new approaches in order to optimise the accuracy of the 

prognostic evaluation. Since non biliary parenchymal cirrhosis develops and progresses with 

time, we were particularly interested to study the incremental prognostic value of time dependent 

variables before and after the time zero evaluation.  

{ Methods:} Between July 1994 and July 1996, 123 consecutive patients (88 men, 35 women) 

with non biliary parenchymal cirrhosis (71 alcoholic, 52 non alcoholic) confirmed by 

transjugular liver biopsy were included. Mean follow up was 568 days (range 4 to 1710 days). 33 

categorical (clinical, demographic, histologic) and quantitative (biochemical, functional, 

hemodynamic and radiological) parameters were studied using univariate (Kaplan-Meier 

method) and multivariate (Cox regression model) analysis. End points included poor prognosis, 

i.e., liver related death (53 patients) or liver transplantion (17 patients).  

{ Results:} Survival rate in the whole series was 71.6%, 59.8% and 51.2% at 6, 12 and 24 

months. Four variables independently predicted a poor prognosis: at time zero: Aminopyrine 

Breath Test (ABT) {\f1\'a3} 1% (this value being the best cut-off according to a receiver 

operating characteristic curve analysis) (p = 0.0053) and the alcoholic aetiology of cirrhosis (p = 

0.0022); from the past history: degree of ascites (p = 0.0005) and from the 6 months follow up: 

development of sepsis (p = 0.0005). From the Coxs model, a prognostic index (PI) was 

computed based upon the relative risk coefficient variables: PI = 1.032 \'d7 ABT (1 {\f1\'a3} 1%, 

0 > 1%) - 0.880 \'d7 aetiology (0 absent, 1 present) - 2.362 \'d7 ascites in the previous history (1 

absent, 2 moderate or severe, 3 refractory) - 1.345 \'d7 sepsis during the first 6 months of follow 

up (0 absent, 1 present). 

{ Conclusion:}  This study emphasises the importance of adding information from the past and 

the follow up periods to time zero evaluation of patients with non biliary parenchymal cirrhosis 

in order to optimise the accuracy of the prognostic estimation. }" "PROGNOSIS OF NON 

BILIARY PARENCHYMAL CIRRHOSIS IS BETTER PREDICTED USING TIME 

DEPENDENT VARIABLES"  
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Little is known about ketogenesis and ketone bodies break down in patients with cirrhosis and 

chronic hepatic encephalopathy (CHE). As the aetiology of CHE remains unclear we 

investigated the possibility of metabolic abnormalities in these pathways in cirrhotic patients 

during an episode of CHE.  

{ Materials and methods:} Using 
1
H Nuclear Magnetic Resonance Spectroscopy we investigated 

the biochemical fate and concentrations of the ketone bodies acetoacetate, acetone and {\f1 b}-

hydroxybutyrate and the ketogenic amino acid leucine and isoleucine in plasma of those patients. 

We studied 18 patients with cirrhosis, 18 patients with cirrhosis during an episode of CHE and 

17 controls.  

{ Results:} Patients with cirrhosis had increased concentrations of acetoacetate, {\f1 b}-

hydroxybutyrate and acetone than controls (p < 0.01 in all cases). Patients with CHE had lower 

concentrations of acetone (p < 0.01) and {\f1 b}-hydroxybutyrate (p < 0.0002) and higher 

concentrations of acetoaceatate (p < 0.05) than cirrhotics free of encephalopathy. Leucine in 

cirrhotics was lower than controls (p < 0.01) and higher than controls and cirrhotics in patients 

with CHE. (p < 0.01 in both cases). Isoleucine concentrations was not different between controls 

and cirrhotics but it was significantly higher in patients with CHE than controls (p < 0.01) and 

cirrhotics (p < 0.004).  

{ Conclusions:} This study provides evidence of abnormal ketone bodies metabolism in patients 

with cirrhosis further derangement in patients during an episode of CHE. This might have 

implications in the pathogenesis and treatment of those patients. }" "IMPAIRED 

KETOGENESIS IN PATIENTS WITH LIVER DISEASE AND CHRONIC HEPATIC 

ENCEPHALOPATHY"  
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{ Background:} Altered GABA-benzodiazepine neurotransmission and endogenous 

benzodiazepine-like substances have been implicated in the pathogenesis of hepatic 

encephalopathy. So far it is not clear whether benzodiazepine-like substances are implicated in 

subclinical and low grade hepatic encephalopathy. Auditory event-related endogenous cerebral 

potentials (P300) are a reliable, sensitive and objective method to evaluate subclinical and low 

grade hepatic encephalopathy (Hollerbach et al. Hepatogastroenterology 1997;44:1002-12).  

{ Methods:} Auditory event-related cerebral potentials were evaluated in 20 patients with liver 

cirrhosis of various causes and hepatic encephalopathy grade 0-II. Auditory evoked potentials 

were determined by multichannel EEG recordings. Auditory evoked potentials (N80, P180 and 

P300) were recorded before and 10 minutes after i. v. injection of 0.5 mg flumazenil, a specific 

benzodiazepine receptor antagonist. Statistical analysis was performed by paired students t-test. 

Data were expressed as mean + SD.  

{ Results:} In patients with liver cirrhosis, P300 peak latencies were markedly prolonged with an 

average of 414.7 + 45.6 ms vs. 318.6 + 22.2 ms in healthy controls (n=22). 10 minutes after 

injection of flumazenil, recordings of P300 showed a significant decrease in P300 peak latencies 

in all patients (374.6 + 40.7 ms; p<0.001). 3 patients with grade II hepatic encephalopathy were 

not able to generate P300. After administration of flumazenil, however, P300 could be recorded, 

which may reflect an improvement of complex cognitive functions necessary to generate 

endogenous P300. There was no significant difference in the peak latencies of the exogenous 

components of evoked potentials N80 and P 180 before and after flumazenil administration. 

Flumazenil had no effect on amplitudes and topographic location of P300. 

{ Conclusion:}  Flumazenil seems to improve at least some impaired cognitive function in 

patients with low grade hepatic encephalopathy. These data support the hypothesis that 

benzodiazepines play a role in the pathogenesis of hepatic encephalopathy. }" "THE 

BENZODIAZEPINE ANTAGONIST FLUMAZENIL IMPROVES DELAYED AUDITORY 

EVENT-RELATED CEREBRAL POTENTIALS (P300) IN LOW GRADE HEPATIC 

ENCEPHALOPATHY"  
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{ Objective:} Lactitol and lactulose are widely used to decrease blood ammonia levels and 

improve hepatic encephalopathy. The aim of this study is to compare the clinical efficacy and 

patient acceptability of lactitol vs. lactulose in cirrhotic patients with chronic hepatic 

encephalopathy needing long-term treatment.  

{ Methods:} Fourteen patients taking lactitol (9 men, 5 women) and sixteen patients taking 

lactulose (10 men,6 women) were included in this trial in which patients received lactitol or 

lactulose at daily dosage of 18-36 g for 6 months. During the study period the daily protein 

intake was about 50-60 g. Patients were monitored with blood ammonia levels (\'b5g/dl), other 

liver function tests, frequency of adverse digestive reactions (nausea, intestinal discomfort, 

flatulence, diarrhea), drug acceptability and daily stool frequency.  

{ Results:} There were no significant differences between biochemical data of patients treated 

with lactitol and lactulose at entry into this study. Blood ammonia levels before and after 1, 2,3, 

6 months of lactitol treatment were 143.4±46.4, 105.9±39.8, 94.0±47.3, 110.8±51.1, 93.1±45.4, 

and, in lactulose treatment group, were 140.6±51.7, 100.9±43.8, 100.5±38.4, 99.2±45.3, 

106.9±38.7, respectively. There was no significant difference in both groups. During treatment, 

no significant differences were found between the effects of lactitol and lactulose on other 

biochemical parameters. Treatment with lactulose induced moderate to severe diarrhea in 50% of 

patients, but in patients taking lactitol stool was soft and mild diarrhea. There was significant 

difference in daily stool frequency (1.69±0.42 for lactitol and 2.51±0.56 for lactulose, P<0.05). 

Ten patients (62.5%) taking lactulose complained of nausea, periodic intestinal discomfort, 

flatulence, diarrhea, but only two patients (14.3%) taking lactitol complained the similar adverse 

digestive reactions. Therefore, lactitol was significantly better tolerated than lactulose (P<0.01).  

{ Conclusions:} These results indicated that lactitol was a well-tolerated and effective treatment 

for chronic hepatic encephalopathy needing long-term treatment. In addition, the regulation of 

daily stool frequency was also easy in patients treated with lactitol. }" "EFFECTS OF LONG-

TERM ADMINISTRATION OF LACTITOL OR LACTULOSE IN CIRRHOTIC PATIENTS 

WITH CHRONIC HEPATIC ENCEPHALOPATHY"  
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{ Background:} Immunocompetent cells have important role in viral replication in patients with 

infection hepatitis and in development of autoimmune process in patients with primary biliary 

cirrhosis (PBC). The aim was to define the quantity of DNA single strand breaks (SSB) and 

alkaline labile sites in DNA double strand in peripheral blood lymphocytes of the patients with 

PBC and chronic viral hepatitis.  

{ Materials and methods:} 30 women with PBC and 37 patients with chronic viral hepatitis (25 

men and 12 women) were examined. The control group was represented by 5 health donors. The 

direct fluorimetric method of registration of the DNA SSB and DNA alkaline labile sites was 

used to analyze the DNA structures. Fluorescence of complex DNA-bromide etidiy was 

measured by spectrofluorimeter Jasco FP 550 with excitation wawes length 520 nm and emission 

- 590 nm and fissure width 8 nm.  

{ Results:} The quantity of DNA SSB and DNA alkaline labile sites (D) was 83.5±3.2 in control 

group. Monoinfection with HBV (XD±SD: 87.8±4.5) and HCV (XD±SD: 84.7±14.2) do not 

significantly influence the DNA structure in current chronic disease. Monoinfection with HGV 

(XD±SD: 77.8±21.1; n=8) and TTV (XD±SD: 70.8±12.8; n=4) leads to increase in DNA 

structure damage. Possibly this fact indirectly testify to viral replication in lymphocytes. HCV 

enforces DNA damage by HGV (XD±SD: 65.3±12.9; p<0.05). The significant decrease of DNA 

damage (XD±SD: 94.5±13.5, p<0.05) was revealed in the PBC patients treated with 

prednisolone versus control group and PBC patients that did not receive prednisilone (XD±SD: 

72.2±19.9). Simultaneous treatment of the PBC patients with prednisolone and ursodeoxycholic 

acid had exhibited practically normal structure of DNA (XD±SD: 79.2±5.3). So, the positive 

prednisolone action on reparation of DNA was demonstrated. Apparently, ursodeoxycholic acid 

reduces prednisolone influence on DNA reparation. Tendency of DNA damage increase in the 

PBC patients with increment of alkaline phosphatase activity was demonstrated. }" 

"PERIPHERAL BLOOD LYMPHOCYTES DNA DAMAGE IN THE PATIENTS WITH 

CHRONIC LIVER DISEASES"  
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{ Background:} Nonalcoholic steatohepatitis (NASH) is a clinicopathological entity of uncertain 

pathogenesis that may present with increased hepatic fibrosis or cirrhosis. There is still 

considerable debate regarding the management of NASH patients, but weight reduction appears 

to be an effective first-line approach. In a previous study, we found that NASH is associated with 

down-regulation of mixed hepatic enzyme oxidative activity reflected by the 13C-Methacetin 

Breath Test (13C-MBT).  

{ Aims:} To explore the effects of hypocaloric diet therapy on classical liver-function parameters 

and hepatic microsomal cytochrome P450-complex activity reflected by 13C-MBT in NASH 

patients.  

{ Methods:} Ten men and two women (mean age 40 ± 9.3 yrs; mean weight 71.6 ± 7.9 Kg) with 

histologically confirmed NASH were placed on hypocaloric diets for six months. Liver function 

tests (ALT, AST, and gGT) and 13C-MBT were performed before and after the diet. 13C-

methacetin (75 mg) was given orally after overnight fast. Breath samples were taken at baseline 

and every 15 min thereafter for 2 h. 13CO2 enrichment in breath was analyzed by isotope 

ratio/mass spectrometry, and results were expressed as %13C-peak and as %13C-cumulative 

(13C-cum dose) oxidation of 13C-dose.  

{ Results} are presented in the table. \tx1890\tx3105\tx4230\tx5295\tx5835\tx8150\fs4 \ul \tab 

Baseline 6 months {\f1 D} p %(mean) BMI 26.3 ± 1.7 24.1 ± 0.7 - 8.3% %13C-MBT(120 min) 

29.7 ± 3.6 46 ± 8.1 + 54.8% < 0.001 %13C-peak 29.8 ± 8.2 45.3 ± 7.9 + 52% AST 39.4 ± 7.2 

26.5 ± 3.1 - 32.7% ALT 69.8 ± 44.0 48 ± 22.5 - 21.8% gGT 103 ± 78.4 83 ± 57.8 -19.4% d\fs20  

{ Conclusions:} Hepatic microsomal cytochrome P450-complex activity in NASH patients 

seems to be improved after six months of hypocaloric dietary management. It would be 

interesting to learn whether this initial response is followed by improvement in other liver 

function parameters if diet therapy is prolonged for 12 months. }" "13C-METHACETIN 

BREATH TEST IN PATIENTS WITH NONALCOHOLIC STEATOHEPATITIS AFTER 

HYPOCALORIC DIET THERAPY"  
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{ Background and aim:} In Japan up to 10 % of hepatocellular carcinoma seem to originate from 

a variety of chronic liver diseases without both hepatitis B and C markers, which is chronic 

hepatitis X (CHX). Their histology was consistent with chronic viral hepatitis, although the 

histological study was not performed for all of them. The aim of this study was to clone antigens 

specific for CHX.  

{ Method:} With consent of a patient with CHX, histologically chronic active hepatitis, RNA 

was extracted from the serum and lambda gt11 cDNA libraries were constructed. Then translated 

products were immunoscreened by a pooled serum obtained from 10 patients with CHX by a 

method used previously for the cloning of hepatitis C virus.  

{ Results:} One of clones, clone #72, was picked up by the first screening. The clone was 

determined to react with 4 out of 53 patients with histologically confirmed CHX, and 6 out of 88 

patients with clinical CHX in which the histological study was not done. None of sera from 115 

patients with hepatitis C except 2 patients with history of blood transfusion and 31 patients with 

hepatitis B reacted with the antigen. 

{ Conclusion:}  The expression product of #72 cloned from serum RNA of a patient with CHX 

reacted with serum antibody in some proportion of patients with CHX. These data suggest that 

CHX presumably derived from hepatotropic agents, e.g. RNA virus, are followed by liver 

cirrhosis and hepatocellular carcinoma successively. }" "A SPECIFIC ANTIGEN OF 

HEPATITIS X CLONED FROM A PATIENT WITH CHRONIC ACTIVE HEPATITIS"  
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{ Objective:} The purpose of this study was to determine the value of the ratio of aspartate 

aminotransferase (AST) to alanine aminotransferase (ALT), in distinguishing nonalcoholic 

steatohepatitis (NASH) from alcoholic liver disease.  

{ Methods:} In this retrospective study, we reviewed the medical records of all patients with 

NASH admitted in our department in the last four years. We matched them for age, gender and 

length of diagnosis, with controls with alcoholic liver disease. Liver biopsies had been performed 

on all NASH patients and all other causes of liver disease had been excluded.Biopsies showed 

more than 10% steatosis and inflammation. Patients with alcoholic liver disease were diagnosed 

on the basis of a history of significant alcohol consumption and exclusion of other causes of liver 

disease.  

{ Results:} We matched 45 patients with NASH, 19 male and 26 female, of mean age 54.4 ± 11 

years (range 25-78), with 45 controls with alcoholic liver disease. In the alcoholic disease group, 

the mean AST level was 146 U/L and the mean ALT level was 67 U/L. In the NASH group the 

mean levels of AST and ALT were 61 U/L and 103 U/L, respectively. The mean AST to ALT 

ratio was 0.82 ± 0.58 in NASH patients and 2.26 ± 0.9 in patients with alcoholic liver disease. 

The difference between these ratios was statistically significant (p<0.000).  

{ Conclusions:} The results of this study suggest that the AST to ALT ratio could become useful 

as an index of differentiation between NASH and alcoholic liver disease, since a ratio <1 

indicates NASH and a ratio > 2 suggests alcoholic liver disease. }" "THE USE OF 

ASPARTATE AMINOTRANSFERASE TO ALANINE AMINOTRANSFERASE RATIO IN 

DIFFERENTIATING NONALCOHOLIC STEATOHEPATITIS FROM ALCOHOLIC LIVER 

DISEASE"  
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{ Background:} Wilsons disease (WD) is an autosomal recessive disorder of copper metabolism. 

In patients of European origin, the H1069Q mutation of exon 14 of WD gene is far the most 

frequent one out of more than 150 described so far. Mutations of exon 8 and 15 are also 

common. The aim was to investigate the frequency of these common WD gene mutations in 

Hungarian patients. development of thrombosis in IBD.  

{ Patients and methods:} This study included 14 patients with IBD with history of arterial (5 pts) 

or venous (9 pts) thrombosis and other 39 patients with IBD with no history of thrombosis as 

controls. The presence of the factor V Leiden mutation and prothrombin gene mutation was 

determined by a polymerase chain reaction method.  

{ Results:} Heterozygosis for factor V Leiden mutation was detected in only one patient without 

thrombosis whereas was absent in all patients with thrombosis. Prothrombin gene mutation was 

absent in all the cases.  

{ Conclusions:} In our geographic area, the thromboembolic disease in IBD is not associated 

with Factor V Leiden and prothrombin gene mutation. }" "COMMON MUTATIONS OF ATP-

ASE 7B IN HUNGARIAN PATIENTS WITH WILSONS DISEASE"  
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{ Introduction:} Genotyping for the C282Y mutation that is associated with haemochromatosis is 

now widely available. Most studies have used transferrin saturation (TFS) as the initial 

investigation to select patients for genotyping, but TFS is not widely available in all UK 

hospitals.  

{ Aims:} To compare serum iron, ferritin and transferrin saturation to determine the best iron 

marker to use as an initial investigation to detect genetic haemochromatosis.  

{ Methods:} C282Y genotyping by restriction fragment length analysis after PCR was performed 

on blood from 389 patients referred to a London clinic for investigation for liver disease. Non-

fasting serum iron (available in 337 patients), ferritin (F) (307 patients) and TFS (277 patients) 

were available on presentation.  

{ Results:} 9 C282Y homozygotes (2%) were identified. 

\tx1350\tx2490\tx3645\tx4515\tx4980\tx8150\fs4 \ul \tab Sensitivity Specificity PPV NPV 

Iron>20umol/l 89% 54% 5.1% 99.4% Iron>30umol/l 78% 85% 12.7% 99.3% F>200ug/l 78% 

69% 7.0% 99.0% F>250ug/l 56% 72% 5.7% 98.2% TFS>50% 89% 87% 18.6% 99.6% 

TFS>60% 89% 92% 26.7% 99.6% (Sensitivity and specificity are for detecting C282Y 

homozygotes. PPV and NPV are positive and negative predictive value.)  

{ Conclusions:} The best serum iron marker as an initial investigation to detect genetic 

haemochromatosis is a transferrin saturation. We found a threshold of 60% to have the highest 

sensitivity and specificity for detecting C282Y homozygotes in our selected population referred 

for investigation for abnormal liver function tests. Lower thresholds may be appropriate in other 

populations. }" "WHICH IS THE BEST SERUM IRON MARKER TO MEASURE IN 

PATIENTS WITH LIVER DISEASE AS AN INITIAL INVESTIGATION TO DETECT 

GENETIC HAEMOCHOMATOSIS?"  
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\i G\'fclhane School of Medicine, Department of Internal Medicine, Ankara, Turkey  

{ Background:} Hyperinsulinemia and insulin resistance are commonly detected in liver 

cirrhosis.  

{ Aims:} We aimed to investigate the insulin resistance in patients with nonalcoholic 

steatohepatitis (NASH) who have not other causes of insulin resistance.  

{ Patients and methods:} 13 patients with nonalcoholic steatohepatitis and 12 healthy volunteers 

were included. All patients and healthy volunteers were subjected to biochemical tests and 

hyperinsulinemic euglycemic insulin clamp technique.  

{ Results:} Basal insulin levels and C-peptide levels were significantly higher in NASH group 

than controls (p<0.001 and p<0.001, respectively). Hyperinsulinemic euglycemic insulin clamp 

technique revealed lower glucose utilization in the NASH group and the difference was 

statistically significant (p<0.001).  

{ Conclusions:} Our study revealed marked hyperinsulinemia and insulin resistance in patients 

with nonalcoholic steatohepatitis. Hyperinsulinemia and insulin resistance may contribute to 

nonalcoholic steatohepatitis pathogenesis. }" "INVESTIGATING THE INSULIN 

RESISTANCE IN NONALCOHOLIC STEATOHEPATITIS WITH THE 

HYPERINSULINEMIC EUGLYCEMIC INSULIN CLAMP TECHNIQUE"  
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{ Purpose:} The aim of this study was to clarify the age-related morphological changes in the 

liver.  

{ Methods:} Sixty-two patients, who underwent laparoscopy for reasons other than hepatic 

diseases, were studied. None of them were positive for hepatitis virus markers or autoantibodies, 

and had history of alcoholic drinking or medication. They were divided into three age groups: 

(A: <30 years old (yr), 13 cases; B: = or >30 to <60 yr, 30 cases; C: = or 60 yr, 19 cases). We 

calculated liver volume from abdominal CT films, and measured the distance between central 

vein and portal vein (C-P), number of hepatocytes per 1000mm2 (NH), area of hepatocytes 

(AH), distance between adjacent hepatic cords (DS), and area of Glissons capsule (AG) from 

histological specimens obtained by laparoscopic biopsy, using cell analysis system (CAS Inc., 

USA). The results were then made a comparison among these three age groups.  

{ Results:} Age-related decline was observed in LV, CP, and NH. On the other hand, AH, DS, 

and AG increased with advancing age. There were statistical significant differences in all the 

investigated parameters between the Group A and C. 

{ Conclusion:}  These results suggest that age-related hepatic changes might be characterized by 

reduction in hepatic volume, the size of hepatic lobes, and the number of hepatocytes per hepatic 

lobe, and by increase in the size of hepatocytes, sinusoidal area, and fibrosis of Glissons capsule. 

}" "AGE-RELATED MORPHOLOGICAL CHANGES IN THE LIVER"  
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{ Background:} Percutaneous liver biopsy is a widely and routinely used procedure for the 

diagnosis and management of liver diseases. It is invasive and often considered painful by the 

patients. The aims of this study were to identify the intensity of pain experienced by patients and 

to determine if adequate prophylactic analgesia might be needed.  

{ Methods:} 78 patients (44 M/34 F, mean age: 40 ±1.35, SEM) who had undergone a first 

percutaneous liver biopsy (for chronic hepatitis B in 30; for chronic hepatitis C in 29; for 

steatohepatitis in 12 and miscellaneous in 7) were enrolled into the study. A visual analogue 

scale (VAS) scoring from 0 to 100 mm to grade the intensity of pain was used during liver 

biopsy (0= no pain, 100= most severe pain). The patients were asked to grade the intensity of 

pain on the VAS just after the procedure, 1 hr, 2 hrs and 3 hrs after the procedure. The intensity 

of pain was indicated by the distance in milimeters from the left end point.  

{ Results:} Mean VAS pain scores were 27.88±3.6 (SEM) just after the procedure and 12.46±2.0 

at 1 hr, 6.24±1.33 at 2 hrs, and 1.67±0.46 at 3 hrs respectively (p<0.001, compared to ``just after 

the procedure score). Twenty out of 78 patients (25.6%) experienced severe pain (VAS >50 

mm).  

{ Conclusions:} 25% of the patients experienced severe pain during liver biopsy and most of 

these patients had chronic hepatitis B and C. Pain experienced during liver biopsy is an important 

factor because repeated liver biopsies may be necessary for the management of these patients. 

Therefore, patients should be provided adequate prophylactic analgesia during liver biopsy 

although intensity of the pain decreases by time. }" "IS PAIN EXPERIENCED DURING 

LIVER BIOPSY AN IMPORTANT FACTOR?"  
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{ Introduction:} Increasing pressures in healthcare service have led to new approaches in the 

delivery of clinical practice. For example, the role of the nurse as an endoscopist is now well 

established. To our knowledge, no nurse has previously been reported as undertaking liver 

biopsies. We present an audit of the first 100 liver biopsies performed by a nurse clinician in our 

department.  

{ Methods:} Following appropriate training and assessment the nurse clinician performed Tru-

cut liver biopsies independently, collating data prospectively on the first 100 cases. Details of 

indication, investigations, outcomes and complications were recorded. Results were then 

compared with the findings of a national audit on liver biopsy in the UK (Gut 1995;36:437-441). 

All patients received nurse assessment and counselling within the week prior to the procedure.  

{ Results:} 104 patients were referred, 4 were identified as unsuitable due to abnormal clotting. 

Biopsies were performed in 100 (54 male, 46 female, age range 20-75, mean 43) patients. 

Indications were assessment of liver disease in 69% and abnormal liver function in 31%. 

Samples adequate for histological analysis were obtained in 94%. Complications were lower 

than in the UK audit data for bleeding (1.7% vs 0%), pain (30% vs 8%) and death (0.33% vs 

0%). All episodes of pain responded to paracetamol alone. No other complications were 

encountered.  

{ Conclusions:} Outcomes for liver biopsy performed by a nurse clinician compare favourably 

with national standards in the UK audit. We believe that nurse communication skills may also 

enhance patient compliance and reduce anxiety, through this has not been directly measured. }" 

"LIVER BIOPSY: THE CUTTING EDGE OF NURSE CLINICIAL PRACTICE"  
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Katalin Keresztes, P\'e9ter Kempler, P\'e9ter L\'e1szl\'f3 Lakatos, I. Istenes, Zsolt Herm\'e1nyi, 

P\'e9ter Vargha, Ferenc Szalay  

\i First Department of Medicine, Semmelweis University AOK, Budapest, Hungary  

{ Background:} Autonomic neuropathy (AN) in patients with chronic liver diseases is associated 

with higher mortality. The aim of the study was to evaluate the relationship between AN and 24-

hour ambulatory blood pressure profile in patients with primary biliary cirrhosis (PBC).  

{ Patients and methods:} We examined 20 female patients with PBC (mean age:57±14, each 

AMA M2 positive). The five standard tests of autonomic function were applied; ambulatory 

blood pressure monitoring (ABPM) was performed by Meditech ABPM 02 device.  

{ Results:} 11/20 patients (55%) had AN. Analysing the relationship between ABPM parameters 

and the five autonomic tests separately, the beat-to-beat variation correlated with mean systolic 

blood pressure values (r=0.49), systolic hypertensive time indices (r=0.50) as well as with 

systolic hyperbaric impacts (r=0.61), p<0.05 for each. The increase of diastolic blood pressure 

during the sustained handgrip test(r=-0.52) and the orthostatic hypotension (r=-0.47) correlated 

with the standard deviation (SD) of 24-hour mean blood pressure, p<0.01 for booth. 

{ Conclusion:}  Impaired parasympathetic and sympathetic integrity, leading to autonomic 

imbalance, seems to be associated with lower blood pressure and higher SD of 24-hour mean 

blood pressure values. Hypotension and increased SD of 24-hour mean blood pressure may 

contribute to the poor prognosis of AN in patients with PBC. }" "RELATIONSHIP BETWEEN 

AUTONOMIC NEUROPATHY AND 24-HOUR AMBULATORY BLOOD PRESSURE 

PROFILE IN PATIENTS WITH PRIMARY BILIARY CIRRHOSIS"  
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Osteopenia is one of the main complications of primary biliary cirrhosis. It is well documented, 

that estradiol level in PBC pts is low, but the role of estrogen precursors such as androstendion 

(A) and testosteron (T) was not evaluted in osteoporotic pts with PBC.  

{ The aim of the study} was to evaluate potential relationship between estrogen precursors: A 

and T in PBC pts with osteoporosis and osteopenia.  

{ Material and Methods:} Sixteen PBC pts (16 F, AMA+) were evaluated by dual photon 

densitometry according to values of bone mineral density (BMD). The pts were divided to two 

groups: Group A (T-score < {\f1 -}2.5), Group B (T-score > {\f1 -}2.5). Estradiol, androstendion 

and testosteron were measured by radioimmunoassay.  

{ Results} are presented in the table (
*
p < 0.05). 

\tx1575\tx2550\tx3570\tx5040\tx5910\tx8150\fs4 \ul \tab BMD Estradiol Androstendion 

Testosteron T-score pmol/l ng/ml nmol/l Group A {\f1 -}3.51 under 0.847 0.675 n = 7 ± 1.06
*
 

normal ± 0.533
*
 ± 0.178

*
 age: 51.8 ± 12.4 range Group B {\f1 -}1.73 under 1.811 1.333 n = 9 ± 

0.25
*
 normal ± 0.544

*
 ± 0.713

*
 age: 52.7 ± 4.08 range d\fs20 

{ Conclusion:}  Osteoporosis in pts with PBC is probably associated with low levels of estradiol 

and estrogen precursors - androstendion and testosteron. }" "RELATIONSHIP BETWEEN 

BONE MINERAL DENSITY AND SEX HORMONES IN PRIMARY BILIARY CIRRHOSIS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.603#" " Abstract: P.603 0 Citation: Gut 2000; 47(Suppl III): 

A166 COLLAGEN TYPE IV AND LAMININ IN PATIENTS WITH SYMPTOMATIC AND 

SYMPTOMATIC PBC  

Lyudmila Mateva, Assen Alexiev, Radina Ivanova, Zachariy Krastev  

\i Clinic of Gastroenterology, St. I Rilski University Hospital, Medical University, Sofia, 

Bulgaria  

{ Background:} It is well known different progression to advance disease in patients with 

asymptomatic and symptomatic PBC  

{ Aims:} To evaluate the relationship between the liver expression of collagen type IV and 

laminin and progression of asymptomatic and symptomatic PBC.  

{ Methods:} Expression of collagen type IV and laminin was investigated by 

immunocystochemistry from liver biopsies from 15 patients with asymptomatic PBC and 30 

patients with symptomatic PBC in precirrhotic stage. All patients were followed-up for a period 

of 10 years and severity of liver damage was assessed.  

{ Results:} The discrete expression of collagen type IV and laminin, similar to that of the 

controls we observed in 11/15 asymptomatic PBC patients and 6/30 of symptomatic PBC group. 

In these cases there were no clinical and histological progression of the disease and appearance 

of portal hypertension during the following period of time. In the other 28 patients with intensive 

expression of collagens (around the inflammatory infiltration, hepatic necrosis, perisinusoi-dal 

spaces and fibrotic septa), especially collagen type IV, disease was progressed to stage III and IV 

and clinical signs of portal hypertension. There was also correlation between the intensity of 

expression of collagen type IV and serum bilirubine (p<0,001), albumin (p<0,05) and 

prothrombine time (p<0,001), and morphological signs of activity (p<0,05).  

{ Conclusions:} The progression of PBC relates of the intensity of collagen expression. }" 

"COLLAGEN TYPE IV AND LAMININ IN PATIENTS WITH SYMPTOMATIC AND 

SYMPTOMATIC PBC"  
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Simple hepatic cyst sometimes reach a large size, 18 % produce symptoms that require a 

therapeutic attitude. Though until recently treatment was surgical, nowadays their drainage and 

later alcoholization, under ecographic control allows the destruction of its epithelium covering 

and solves these cyst in a complete and less agressive manner. Their low incidence probably 

means this technique is little used. This is why we present the case of a patient of 53 with 

gastrointestinal bleeding due NSAID, 7 months before, consulted by epigastric pain and 

sensation of early plenitude, that was intesified by small efforts. The physical exploration was 

normal. The upper endoscopy was normal. In the ultrasound we observed a voluminous cyst that 

replaced the left hepatic lobule. It showed fine, smooth, non-calcified walls and a sonolucent 

liquid without septos that measures 10x7x7.2 cm with a volume of 220 cc. The Eco-Doppler 

showed a normal medial hepatic vein lightly displaced by the cyst. The left hepatic vein and the 

left portal branch were not identifiable as the cyst took up all the left lobule. The rest of the 

exploration was normal. The laboratory result, including complete blood count, sedimentation 

rate, glucose, blood urea nitrogen, creatinine, T3, T4, TSH, cholesterol and fractions, 

triglycerids, liver function tests, proteinogramme, hepactic viral markers, coagulation study, 

alfafetoprotein and CEA were normal. After informed consentment, we carried out the 

introduction of a 8.3 F pigs tail type catheter with drainage of 225 cc of a lightly yellow serous 

liquid. A week after we did a cystograph, checking the absence of leaks or communications. 

After cleaning the cavity with serum we injected, under ecographic control, 30 cc alcohol for 20 

minutes. Ten days later, practically without any draining, the catheter was removed. At this 

moment we ecographically noted a residual cyst of 2.5 cc. In the 7 months control, the patient 

remained completely asymptomatic, with ecographic absence of lesions and analytic normality. 

We believe that nowadays surgical treatment of these lesions must be reserved for the cases in 

which there is biliar communications, breaking or the impossibility of percutaneous action that 

prevents its carrying out or faced with the failure of this technique. }" "PERCUTANEOUS 

TREATMENT OF A SYNTOMATIC GIANT CYST OF THE LIVER"  
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{ Background:} To establish the nature of hemangioma-like lesions (HLLs) in cirrhotic patients, 

in order to determine the most reliable sequence of diagnostic examinations useful to distinguish 

hemangiomas from hyperechoic hepatocellular carcinoma (HCC).  

{ Patients and methods:} Between 1992 and 1998, all patients with a new diagnosis of liver 

cirrhosis underwent ultrasound (US) scanning in order to exclude HCC lesions. HLLs were 

studied by means of contrast-enhanced CT and/or Tc-99m labeled red blood cell scintigraphy in 

order to exclude hemangiomas, and eventually by fine-needle biopsy in order to confirm HCCs. 

Cirrhotic patients without focal liver lesions and those with hemangiomas entered an US follow-

up program. Emerging HLLs underwent the same diagnostic work up reported above during the 

first four years of the study, and, due to the resutls obtained, they directly underwent fine-needle 

biopsy during the last three years of the study.  

{ Results:} 44 out of 1982 patients presented a HLL at the first US check: 22 of them finally 

corresponded to hemangioma, and 22 to HCC. All 26 HLLs arisen during the follow-up of 1648 

patients finally corresponded to neoplastic (22 HCCs) or preneoplastic (2 dysplastic nodules) 

lesions.  

{ Conclusions:} A liver lesion with US pattern of typical hemangioma detected in a cirrhotic 

liver at the first US check has a high probability of being a hyperechoic HCC. If a HLL arises in 

a cirrhotic liver during the US follow-up, it is always a neoplastic or a preneoplastic nodule, and 

an aimed biopsy can be directly performed in order to confirm the diagnosis and start proper 

treatment. }" "HEMANGIOMA-LIKE LESIONS IN CIRRHOTIC PATIENTS: SHOULD 

BIOPSY BE PERFORMED?"  
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{ Background:} Decreased platelet (plt.) serotonin (5-HT) content in patients with alcoholic liver 

cirrhosis has been described. Reduced aldehide dehydrogenase activity and 5-HT precursor 

(tryptophan) resorption were supposed among the possible causes. Our aim was to examine the 

plt. serotonin in alcoholic and non alcoholic liver diseases.  

{ Methods:} Platelet 5-HT was determined by HPLC with EC detection from fasting blood 

samples withdrawn at 8.0 a.m. { Patients:} 40 patients (pts) with alcoholic liver cirrhosis (10 out 

of them with portal hypertension), 12 pts with HCV induced cirrhosis, 13 pts with primary 

biliary cirrhosis (PBC) stage II-III, 9 chronic alcoholic pts without liver disease were 

investigated. 32 age and sex matched healthy volunteers served as control. Both the pts and 

controls were free of drugs with known effect on platelet function or serotonin metabolism and 

they did not consumed alcohol prior to examination for one week.  

{ Results:} The platelet serotonin content in alcoholic pts without liver damage (886±146 ng/109 

plts) and PBC pts (1089±242 ng/109 plts) did not differ significantly from that in the controls 

(917±189 ng/109 plts).But in the pts with alcoholic liver cirrhosis (557±103 ng/109 plts) and 

HCV induced liver cirrhosis (567±132 ng/109 plts) were decreases (p=0.0084 and p=0.0098). 

The plt 5-HT concentration in the subgroup of the alcoholic liver cirrhosis pts with portal 

hypertension was 278±128 ng/109 plts (p<0.00003) and the very low values were measured in 

pts with poor condition. 

{ Conclusion:}  Peripheral serotonin metabolism is altered in patients with liver cirrhosis. The plt 

5-HT content is decreased not only in alcoholic cirrhosis, but also in hepatitis C virus induced 

liver cirrhosis. Work was supported in part by grant OTKA T022453 }" "PLATELET 

SEROTONIN CONTENT IN PATIENTS WITH ALCOHOLIC AND NON-ALCOHOLIC 

LIVER CIRRHOSIS"  
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The observed correlation between high level of triglycerides and hepatic steatosis is presently 

beyond all doubts, and it seems also that an even higher correlation exists between steatosis and 

HDL concentration in serum.  

{ Aim of Study:} Analysis of correlation between HDL cholesterol (C-HDL) in serum 

concentration in patients with evidence of hepatic steatosis and in controls without steatosis, with 

reference to body mass index (BMI)  

{ Material:} The prospective study comprised 166 patients (94 women and 72 men) divided 

according to BMI values into three groups: normal (20-24.9 kg/m2), overweight (25{\f1 -}2 g 

kg/m2), obesity (over 30 kg/m2). Hepatic steatosis was assessed by ultrasonic examination.  

{ Results:} In the group of women with normal BMI (FN) and in overweight group (FOV) and 

obesity group (FO) patients with steatosis evidence C-HDH concentration was lower, i.e. 34.75 

mg/dl, 53.1 mg/dl, and 37.0 mg/dl than in the group with similar BMI values but without 

steatosis, in which, the respective C-HDL values were 59.22 mg/dl, 55.3 mg/dl, 65.0 mg/dl. The 

differences were significant for FN and FO /p < 0.001 and p < 0.01/. In the group of men similar 

correlations were disclosed: In the group with normal body mass (MN) and the group with 

overweight (MOV) in which hepatic steatosis was diagnosed C-HDL concentration was 29.3 

mg/dl and 39.67 mg/dl respectively, while in the groups with similar BMI values but without 

steatosis C-HDL levels were 48.9 mg/dl and 43.99 mg/dl respsatively (p < 0.05). 

{ Conclusion:}  Serum C-HDL concentration could be an easy marker of risk for hepatic 

steatosis development in patients with hyperlipoproteinaemia. }" "LOW SERUM HDL 

CHOLESTEROL LEVEL IS A MARKER OF RISK FOR DEVELOPMENT OF HEPATIC 

STEATOSIS IN PATIENTS WITH HYPERLIPOPROTEINAEMIA"  
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{ Aim:} Increased values of LPT, a citokyne usually pruduced by fat cells, have been recently 

found in cirrhotic patients (CIR). Our aim was to establish a possible role of the hepatic 

clearance in the determination of serum LPT.  

{ Methods:} We studied 30 CIR (25M and 5F; age -mean±SD- 59±9; body mass index-BMI-

25±2.5 kg/m2). 16 were Child-Pugh class A, 12 class B, 2 class C. Each patient underwent 

MEGX test (1mg/kg i.v. lidocaine); MEGX serum levels were measured after 15, 30 and 60 

minutes, by means of Tdx. ABT (2 mg/kg of 13C aminopyrine per os) and GBT (10g/m2 of 13C 

galactose per os). LPT levels were measured by RIA. Results are exspressed as the mean±SE.  

{ Results:} LPT levels were 7±1 ng/ml; LPT/BMI ratio was 0.27±0.04. LPT and LPT/BMI did 

not correlate with ABT nor with GBT, while MEGX30 (35±5 ng/ml) and MEGX60 (38±4 

ng/ml) inversely correlate with LPT (both r= -0.42; p=0.02) and with LPT/BMI (both r= -0.38; 

p=0.04)  

{ Conclusions:} The hepatic clearance expressed by MEGX depends on both hepatic blood flow 

and metabolic activity, while ABT and GBT depend respectively on cytochrome P450 activity 

and galactokinase activity. Therefore the inverse correlation with MEGX test suggests that LPT 

serum levels in CIR might in part depend on the decreament of the hepatic blood flow. }" 

"RELATIONSHIPS BETWEEN SERUM LEPTIN LEVELS (LPT), 

MONOETHYLGLYCINEXYLIDIDE (MEGX) TEST, 13C-AMYNOPIRINE BREATH TEST 

(ABT) AND 13C-GALACTOSE BREATH TEST (GBT) IN LIVER DISEASE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.609#" " Abstract: P.609 0 Citation: Gut 2000; 47(Suppl III): 

A167 A PORTUGUESE EXPERIENCE ON THE ROLE OF LIVER BIOPSY IN PATIENTS 

INFECTED WITH HIV-1  

Joao Freitas
1
, Cristina Fonseca

1
, Paula Borralho{\up6 2}, Francisco Cunha-Leal

1
  

\i 
1
 Dept Gastroenterology; {\up6 2} Dept of Pathology, Hospital Garcia de Orta, Almada, 

Portugal  

{ Background:} Liver biopsy (LB) in patients (pts)infected with HIV may not influence the 

management of the pts. However, in certain epidemiological settings LB may prove useful.  

{ Aims:} To evaluate pathological and microbiological findings, and clinical relevance of LB in 

HIV-1 infected pts living in an area with high tuberculosis incidence.  

{ Methods:} Retrospective analysis of 55 LBs from 53 pts(49 M, 4 F, mean age 36.8 years) 

infected with HIV-1; LBs performed after clinical indications: elevation of liver enzymes in all 

pts, 34 (64.1%) of wich also had persistent fever.Pts were infected after i.v. drug use (n=26, 

49.0%) or sexual contact (n=21, 39.6%); 6 pts (11.3%) denied risk factor exposure. The anti-

HCV antibody was present in 30 pts. Liver samples were fixed and stained with H&E, Sweets 

method, Chromotrop-aniline blue (CAB), PAS and Ziehl-Neelsen method. LBs were evaluated 

for histological activity index, presence of fatty change, portal lymphoid aggregates, dark foreign 

pigment and crystalline material, granulomas and microorganisms or evidence of viral 

inclusions. Smears of liver tissue were examined for acid-fast bacilli and cultured in Lowenstein-

Jensen media. Clinical records were reviewed to find if the LBs had changed the management of 

the pts; a positive result was considered if there was a change in the treatment or in the clinical 

decisions.  

{ Results:} Exogenous crystalline material and dark pigment were present in the LBs of the i.v. 

drug users, but they were also found in the LBs of 7 pts who denied i.v. drug use. Cirrhosis was 

found in 2 pts (both anti-HCV+).17 (32.0%) pts had granulomas, and there was evidence of 

infection in 14 pts (26.6%): acid-fast bacilli and/or positive Lowenstein cultures in 11(20.7%) 

pts, Cytomegalovirus infection in 2 (3.7%) and Leishmania in 1(1.8%). The clinical plan was 

changed after the LB in 22 (41.5%) pts, and in 14 (63.3%) of these this was due to the finding of 

infectious diseases. 

{ Conclusion:}  HIV-1 pts living in an area with high tuberculosis incidence may benefit from 

LB according to the classical clinical indications. The utility of the LB in these pts is increased if 

a microbiological evaluation is performed. }" "A PORTUGUESE EXPERIENCE ON THE 

ROLE OF LIVER BIOPSY IN PATIENTS INFECTED WITH HIV-1"  
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Cristiano Padalino, Simona Di Caro, Enrico Celestino Nista, Antonino De Lorenzo, Antonio 

Grieco, Paolo Pola, Giovanni Gasbarrini, Antonio Gasbarrini  
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{ Objective:} {\up6 13}C-ketoisocaproic acid (KICA) and {\up6 13}C-octanoic acid (OCT) 

breath tests (BT) have been proposed to probe liver mitochondrial function, being KICA and 

OCT mainly metabolized by liver mitochondria. Acute-ethanol (ETOH) ingestion and prolonged 

fasting have been shown to impair hepatic mitochondrial function, while fructose-1,6 

bisphosphate (FBP) protects hepatocytes against oxidative stress. Aim was to assess oxidative 

capacity of liver mitochondria in healthy subjects before and after reversible manipulations of 

hepatic mitochondrial function, by means of {\up6 13}C-KICA and {\up6 13}C-OCT BTs.  

{ Methods:} 12 male healthy volunteers went through two multistep protocols. 1) Subjects 

received 1 mg/Kg of sodium 1-{\up6 13}C-ketoisocaproate together with 20 mg/Kg of L-

leucine. Breath samples were taken before every 15 min for 2 h after substrate ingestion. 48 h 

later test was repeated 30 min after ETOH (0.3 g/Kg) ingestion. 7 days later test was again 

performed 40 min after intravenous administration of FBP (100 mg/Kg) and 30 min after 

ingestion of ETOH dose. Finally, 7 days later subjects repeated KICA BT after 24 h fasting. 2) 

The following week subjects repeated multistep protocol, this time after receiving 100 mg of 

sodium 1-{\up6 13}C-octanoate. Results obtained by isotope radio-mass spectrometry were 

expressed as %{\up6 13}C-peak and %{\up6 13}C-cumulative (%{\up6 13}C-cum dose) 

oxidation of {\up6 13}C-dose.  

{ Results:} ETOH ingestion led to significant decrease in %{\up6 13}C-peak and %{\up6 13}C-

cum dose compared to baseline, by both {\up6 13}C-KICA BT (peak: 9.5 ± 0.7 vs 24.9 ± 1.9; 

120 min cum dose: 12.6 ± 0.7 vs 22.7 ± 0.9; p < 0.05) and {\up6 13}C-OCT BT (peak: 12.4 ± 

1.2 vs 21.4 ± 1.1; 120 min cum dose: 17.4 ± 1.2 vs 26.8 ± 1.3; p < 0.05). FBP/ETOH 

administration led to significant increase in %{\up6 13}C-cum dose with respect to ETOH 

ingestion alone, by both {\up6 13}C-KICA BT (at 120 min: 16.6 ± 0.6 vs 12.6 ± 0.7; p < 0.05) 

and {\up6 13}C-OCT BT (at 120 min: 21.9 ± 0.8 vs 17.4 ± 1.2; p < 0.05). Prolonged fasting 

caused significant decrease in KICA BT %{\up6 13}C-cum dose (at 120 min: 18.2 ± 0.7 vs 22.7 

± 0.9; p < 0.05), but significant increase in OCT BT %{\up6 13}C-cum dose (at 120 min: 31.7 ± 

0.7 vs 26.8 ± 1.3; p < 0.05), compared to baseline.  

{ Conclusions:} Both {\up6 13}C-KICA and {\up6 13}C-OCT BTs seem to be reliable ways to 

in vivo evaluate mitochondrial function during reversible manipulations of liver mitochondria 

(ETOH-induced oxidative stress, fasting). Breath testing to probe liver mitochondrial oxidative 

capacity could be new tools to provide useful informations on liver capacity to recover after 



stressful events. }" "MULTISTEP ASSESSMENT OF LIVER MITOCHONDRIAL 

FUNCTION BY 13C-KETOISOCAPROATE AND 13C-OCTANOATE BREATH TESTS"  
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Recent technological advances in ultrasound examination need supplementary clinical 

evaluation. The purpose of the study was to evaluate the clinical impact of the evaluation of the 

vascularity by three-dimensional ultrasonography (3DUS) in assessing different liver diseases.  

{ Material and method:} 40 patients (24 male,16 female,aged 40 to 79) were examined. Grey 

scale, color and power Doppler, followed by 3D reconstruction of the vascularization of the liver 

and of the pathologic area, using a Siemens-Elegra and LoqiQ 500 General Electric equipment 

were performed in all patients.  

{ Results:} In cirrhosis (11 cases) we found abundant vascularity with displaced, filiform vessels 

in a ``tree like pattern. In metastases (8 cases) only a displaced liver vasculature was found. In 

hepatocellular carcinoma (13 cases) a focal hyper vascular pattern with irregular and stenosed 

vessels was identified. In benign liver lesions no vascular signal (angioma - 4 cases) or central 

arterial signal (benign nodular hyperplasia - 4 cases) was detected.  

{ Discussions:} In cirrhotic patients, a diffuse exacerbation of the vascularity through 

arterialisation is a common aspect. In case of benign nodular hyperplasia, a peripheral 

hypervascularization with thin vessels is identified, while in HCC a random hypervascularization 

with interrupted vessels is typical. Liver metastases realise obvius vascular displacement without 

intratumoral signal. The same appearance is detected in case of benign liver tumours.  

{ Conclusions:} 1.3DUS provides additional information in the evaluation of the liver pathology. 

2.In liver tumours, 3DUS provides a good opportunity to investigate the relation to the hepatic 

and portal veins. 3.Rotation of the volume provides important information for the stadialisation 

of the tumours before liver surgery. }" "THREE DIMENSIONAL ULTRASOUND 

ANGIOGRAPHY IN THE EVALUATION OF THE VASCULATURE IN LIVER DISEASES"  
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In decompensated cirrhosis, nutritional abnormalities are clinically present in more than 50% of 

patients. Poor nutritional status has an essential role to predict the prognosis of cirrhotic patients. 

In a previous report, we have shown that multifrequency bioelectrical impedance (MFBIA) is a 

reliable method to evaluate nutritional status in cirrhotic patients without ascites. The body 

composition measurement for individuals with decompensated cirrhosis is difficult due to water 

retention. For this reason, we have evaluated body composition of this patients after a total 

paracentesis. The aim of this study was to compare MFBIA nutritional assessment with isotope 

dilution methods, DEXA and skinfold thickness.  

{ Methods:} Body composition was assessed in 13 patients with alcoholic cirrhosis and ascites 

by the four techniques after a total paracentesis. MFBIA (analycor 3, Eugedia, 5 and 100 KHz) 

and isotope dilution (Oxygene 18 and bromide) allowed measurements of total body water 

(TBW) and extracellular water (ECW).  

{ Results:} TBW volumes were respectively: 43.2 ± 8.6 1 (m ± SD), 43.6 ± 6.7 1 for MFBIA 

(Z100) and O18 \{p > 0.05\}. ECW volumes measured by MFBIA (Z5) and bromide were 

respectively: 19.7 ± 3.6 1 and 22.1 ± 3.5 1 (p = 0.02). Fat mass percentages assessed by MFBIA, 

O18, DEXA and skinfold thickness were respectively 14.8 ± 7.4, 15.2 ± 9.3, 20.2 ± 5.6 and 20.5 

± 7. There is no difference between MFBIA and O18. The differences are statistically (p < 0.05) 

significant between MFBIA and DEXA or skinfold thickness. 

{ Conclusion:}  1) MFBIA is a simple and reliable method to evaluate TBW in patients with 

ascites; 2) To calculate fat free mass (FFM), we assume that this compartment contains a fixed 

proportion of water (73.2%). In cirrhotic patients with ascites, we need studies on the hydratation 

fraction of FFM before using MFBIA in clinical practice. }" "NUTRITIONAL EVALUATION 

OF PATIENTS WITH ALCOHOLIC CIRRHOSIS AND ASCITES BY FOUR METHODS: 

MULTIFREQUENCY BIOELECTRICAL IMPEDANCE ANALYSIS, DUAL-ENERGY X-

RAY ABSORPTIOMETRY (DEXA), SKINFOLD THICKNESS AN"  
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aim of the study was to determine the presence and the relationship of T lymphocytes subsets in 

different forms of alcoholic liver disease (ALD).  

{ Material and methods:} Liver biopsy in 57 pts with ALD was performed (17 pts with alcoholic 

fatty liver, 24 pts with alcoholic hepatitis and 16 pts with alcoholic cirrhosis). The differentiation 

of blood lymphocytes was performed by indirect immunofluorescent method using monoclonal 

antibodies on blood lymphocytes previously separated by Ficoll-Paque. Characterization of T 

lymphocytes in liver tissue was performed by indirect immunoperoxidase technique using Vector 

monoclonal antibodies on deparaffinisated liver sections  

{ Results:} We found slightly, but not significant decrease of CD3 cells in blood of pts with 

cirrhosis, whereas no changes in pts with fatty liver and alcoholic hepatitis were found.The 

CD4/CD8 ratio was increased in the group with alcoholic hepatitis and cirrhosis, without 

statistical significance (p>0.05). CD3 cells were present in liver tissue in all pts with alcoholic 

hepatitis and cirrhosis; CD4 cells in the liver were found in 19 pts with alcoholic hepatitis and 

cirrhosis, whereas the CD8 cells were detected in 27 pts of the same group. The CD4/CD8 ratio 

was decreased in the liver despite its increase in the blood, sugesting sequestration of blood T 

lymphocytes in the liver parenchyma. There has been found correlation between the intensity of 

necrosis in the liver parenchyma (expressed by semiquantitative score) and the presence and 

intensity of CD8 cells, suggesting its involvement in pathogenesis of liver injury caused by 

alcohol. }" "T - LYMPHOCYTE SUBSETS IN LIVER TISSUE AND BLOOD FROM 

PATIENTS WITH ALCOHOLIC LIVER DISEASE"  
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{ Aim:} Single, non-parasitic liver cysts are usually small and asymptomatic. Most of them are 

accidental findings and require only observation. Large ones associated with pressure symptoms 

require treatment. Apart from surgical intervention minimally invasive techniques could be used. 

We present our own experience with use of sclerotherapy with ethanol of large single non-

parasitic liver cysts.  

{ Material and methods:} From May 1995 to May 2000 19 patients with single, symptomatic, 

non-parasitic cysts of the liver were treated in the 2nd Department of General Surgery, 

Collegium Medicum of Jagiellonian University. Ultrasound and gastroscopy was performed to 

exclude other pathology of upper GI tract that might be responsible for the symptoms. After 

insertion of the drain under ultrasound guidance the evacuated content was examined 

cytologically and biochmically. Injection of the contrast was used to exclude contact of the cysts 

cavity with biliary tree.  

{ Results:} 6 patients were excluded from the protocol due to leakage of contrast to fee 

peritoneal cavity. In one patient only emptying of the cyst was curative. Another 12 were 

submitted to sclerotherapy by injection of 95% ethanol. In 9 patients (75%) complete or nearly 

complete resolution of symptoms was achieved. Follow - up ranges from 6 - 60 month. There 

was no mortality nor morbidity related to the procedure.  

{ Conclusions:} Ethanol sclerotherapy of the single, non-parasitic liver cyst is safe and effective 

method of treatment. Moreover patients can get all benefits of this minimally invasive procedure. 

}" "MINIMALLY INVASIVE TECHNIQUE IN THE TREATMENT OF SINGLE, 

NONPARASITIC LIVER CYST"  
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{ Background & aims:} The role of small intestinal bacterial overgrowth in patients with 

cirrhosis is not fully understood. The aim of this study was to examine the association of small 

intestinal bacterial overgrowth with systemic endotoxemia and spontaneous bacterial peritonitis 

and to compare different microbiological diagnostic criteria.  

{ Methods:} Seventy patients with cirrhosis underwent jejunoscopy for quantitative culture of 

jejunal secretions. Systemic endotoxemia was determined by the Limulus amoebocyte assay and 

the incidence of spontaneous bacterial peritonitis was monitored during an one-year follow-up. 

Bacteriological findings were interpreted according to four different definitions.  

{ Results:} Small intestinal bacterial overgrowth, defined as >10e5 total colony forming 

units/mL jejunal secretions was present in 67% of patients. It was associated with acid-

suppressive therapy (p=0.01), hypochlorhydria (p<0.001) and endotoxemia (p=0.02). 

Spontaneous bacterial peritonitis was associated with ascitic fluid protein concentration (p=0.01) 

and serum bilirubin (p=0.04) but not with small intestinal bacterial overgrowth (p=0.39). The 

association with acid-suppressive therapy was of borderline significance (hazard ratio 7.0, 

p=0.08).  

{ Conclusions:} Small intestinal bacterial overgrowth in patients with cirrhosis is strongly 

associated with acid-suppressive therapy, hypochlorhydria and systemic endotoxemia, but not 

with spontaneous bacterial peritonitis. Acid-suppressive therapy may evolve as an independent 

risk factor for spontaneous bacterial peritonitis. }" "SMALL INTESTINAL BACTERIAL 

OVERGROWTH IN PATIENTS WITH CIRRHOSIS"  
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{ Purpose:} Focal nodular hyperplasia (FNH) of the liver is an uncommon benign tumor, usually 

asymptomatic, discovered incidentally, whom the etiology is disputed. We report three cases 

developed in young female after liver injury.  

{ Methods and materials:} Three female (21-42 years old) were admitted after blunt hepatic 

injury [car accident (n=2), horses fall (n=1)] and were managed non operatively and discharged. 

During follow-up at one year for two and at five years before a delayed right upper quadrant pain 

for one, they developed liver focal lesion. Ultrasound, Doppler Ultrasound CT scan and MRI 

were performed.  

{ Results:} In the site of previous right hepatic laceration, a well-defined hyperechoic tumor was 

found (4-6 cm). Doppler ultrasound found distal shunts, between an arterial branch and a portal 

vein (n=1) and a portal vein and an hepatic vein (n=1). In CT scan the three lesions were 

hypodense with transient immediate enhancement after bolus and central scar. In MRI, the 

lesions were isointense T1/T2 with hyperintense scar T2, immediate intense hyperintensity after 

gadolinium and hyperintense scar on delayed T1. These elements were characteristic of FNH for 

the 3 patients and who was confirmed by a VII segmentectomy in one patient.  

{ Conclusions:} FNH could appear in patients with hepatic trauma non operatively managed. 

These delayed FNH after blunt hepatic injury associated with shunts reinforced the suspected 

vascular etiology of these tumors. }" "FOCAL NODULAR HYPERPLASIA AFTER BLUNT 

HEPATIC INJURY"  
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ADDITIVE:  

Asif Mahmood, S. Moodie, L. Ang, G.E. Levin, C. Finlayson, J.D. Maxwell  

\i St Georges Hospital and School of Medicine, London, United Kingdom Both C282Y gene 

mutation and alcohol are independently associated with haemosiderosis. It is not known whether 

they have an additional effect on liver iron if both are present.  

{ Aims:} To determine HFE gene status and alcohol consumption of patients attending liver 

clinic and correlate these variables with the degree of hepatic siderosis.  

{ Methods:}386 patients(141F and 245M) attending liver clinic were studied. Alcohol 

consumption was determined by a single observer using a standard protocol. Genomic DNA was 

extracted from EDTA anticoagulated blood, DNA fragments were amplified by restriction 

fragment analysis using restriction endonucleases.Semiquantitative grading system from 0 to 4 

was used for histological assessment of liver iron.Statistics were analysed using Mann Whitney 

U test.  

{ Results:}Both C282Y gene mutation and alcohol were independently associated with an 

increase in siderosis score although this difference only reached statistical significance in the 

latter group.However there was no additional effect on liver iron when both risk factors were 

present.Across all genotypes alcohol was associated with significant increase in siderosis (mean 

0.73v0.32 p=0.0005) Effect of C282Y gene mutation and alcohol on siderosis score: 

\tx2250\tx2925\tx4185\tx4905\tx5490\tx8150\fs4 \ul \tab Subgroup n Mean score SD P value* 

Wild type/no alcohol 128 0.23 0.61 _ Wild type/ alcohol 118 0.65 0.99 0.005 Heterozygotes/no 

alcohol 10 0.65 0.94 0.087 Heterozygotes/ alcohol 21 0.62 0.97 0.159 (*p value compared with 

wild type/no alcohol)  

{ Conclusion:}C282Y heterozygosity and alcohol abuse are associated with increased hepatic 

siderosis. However their effect does not appear to be additive. On subgroup analysis the patient 

numbers were relatively small. }" "BOTH ALCOHOL ABUSE AND HETEROZYGOSITY 

FOR C282Y GENE MUTATION INCREASE RISK OF HEPATIC SIDEROSIS: THE EFFECT 

IS NOT ADDITIVE:"  
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Infectious complications and particularly sepsis are major causes of morbidity and mortality after 

organ transplantation. Incidence, types of infections leading to sepsis and the predictive factors 

were analyzed in a consecutive series of 112 cirrhotic patients who underwent liver 

transplantation between 10/92 and 5/2000. Mean age was 51 years (range: 25 to 67). Etiology of 

cirrhosis was viral in 56, alcoholic in 41 and biliary in 7. Associated hepatocellular carcinoma 

was present in 26 patients. Endpoint of the study was sepsis within the first postoperative month. 

After surgery, all patients received 48 hours of prophylactic antibiotics and selective oral 

decontamination for 21 days. Preoperative factors (10 categorical and 17 continuous) compiled 

during the pretransplantation work-up, intraoperative (duration of operation and of cold ischemia 

time, # of red blood cells transfused) and postoperative (within the first month) variables related 

to immunosuppression and # of rejection episodes were evaluated using univariate and 

multivariate analyses. Sepsis (bacterial in 27 and non bacterial in 13) occurred in 40 (35%) 

patients. Only cold ischemia time, type of immunosuppression (tritherapy vs bitherapy), total 

amount of azathioprine and cyclosporin were significantly associated with sepsis. Cold ischemia 

time was the only variable kept in the multivariate model. In conclusion, cirrhotic patients with a 

longer cold ischemia time are at risk of developing sepsis in the first month of liver 

transplantation. The interest of prolonged prophylactic therapy in this setting should be analyzed. 
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Stagnation of the annual rate of liver transplantation (LTX) contrasts with a sharp increase in the 

number of recipients listed and in the waiting time on the list, leading to a 10 to 30% mortality 

rate. The aim of our study was to determine risk factors associated with death on the waiting list 

(LWL) of 134 cirrhotic patients between 10/92 and 5/00. Endpoints were either death (n = 21 = 

15%) or LTX (n = 113). Mean age was 54 years (range: 25-67). Etiology of cirrhosis was viral in 

66, alcoholic in 52, biliary in 7 and associated hepatocellular carcinoma was present in 29. 

Waiting time (mean ± SEM) was 93.1 ± 27 and 78 ± 5.6 days (p 0.4) for the patients dead while 

waiting and transplanted respectively. Twenty-six (10 categorical and 16 continuously) variables 

were registered at the time of work-up. Univariate (Student t-test, Fisher exact test, Chi2) and 

multivariate (logistic regression) analyses were done in order to identify prognostic variables 

independently associated with risk of dying on LWL. Of the ten (presence of ascites, infected 

ascites, UNOS score, ELAS score, Pugh score (cut-off: 
3
 11), aminopyrine breath test (cut-off 

\'a3 0.5%), bilirubin, cholinesterase, albumin, prothrombin time), only aminopyrine breath test 

was kept in the final multivariate model (p 0.0073). Internal validation, using the split sample 

technique, confirmed its significative value in the study (p 0.055) and the validation (p 0.052) 

groups. Patients with more advanced liver failure have a high risk of dying on the LWL. They 

should therefore be referred earlier, before they develop infected ascites and critical cut-off of 

0.5% for aminopyrine breath test or 11/15 for Pugh score. }" "RISK FACTORS FOR 

MORTALITY ON THE LIVER WAITING LIST OF CIRRHOTIC PATIENTS LISTED FOR 

LIVER TRANSPLANTATION"  
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Malnutrition increases mortality and morbidity in patients undergoing liver transplantation. The 

aim of the study was to assess nutritional status of patients waiting for liver transplantation and 

to search predictive factors of malnutrition, in view of identifying a screening procedure in these 

patients.  

{ Methods:} Sixty-one consecutive patients waiting for liver transplantation were prospectively 

studied. Nutritional status was assessed by anthropometry (weight, BMI, arm muscle 

circumference) and bioelectric impedance analysis (if no edema or ascites). Patient was 

considered as ``malnourished if one of these criteria was < 5th percentile, and ``at risk of 

malnutrition if one of these criteria was < 25th percentile. Spontaneous nutrient intake was 

assessed by dietician. Univariate analysis (chi-2 and anova) and multivariate analysis (logistic 

regression) were performed.  

{ Results:} 55/61 patients had cirrhosis (90%). Child score was A in 27%, B in 51% and C in 

22%. Prevalence of malnutrition was 18 % (11/61) and 41% (25/61) of patients were ``at risk. 

Spontaneous nutrient intake was less than recommended in 42/61 patients (69%). Univariate 

analysis showed that Child score, ascites, encephalopathy, alcoholism, energy intake and protein 

intake were predictive factors of malnutrition (p<0.05). Age and salt restriction were not 

correlated with malnutrition. Multivariate analysis showed that only Child score and energy 

intake were independent predictive factors. Protein-energy intake was highly correlated with 

severity of malnutrition (p<0.002). 

{ Conclusion:}  Malnutrition is a common finding in patients waiting for liver transplantation, 

and is due to severity of cirrhosis and low protein-energy intake. Screening of malnutrition 

should be focussed on Child C patients and should include dietary questioning. }" 
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Internet-type environments allow quick, easy and transparent internal exchange of a large 

quantity of information. We took advantage of a parametrical intranet/extranet interactive web 

site (Intranet DataBase software developed by the CMIH{\up6 6} association) to create, for the 

Belgian Liver Intestine Committee, a scientific registry database with 45 items for adult patients 

with chronic liver diseases listed for liver transplantation during a 6 month period (1/10/99 to 

1/4/00). This informatic tool includes other utilities such as a calendar for the groups activities, 

references for interesting web sites, homepage facilities, information for the public, and file 

downloadings into Excel. Patients were ranked according to a waiting time index, automatically 

calculated. Eighty seven records were introduced and separated into 63 in the ``archives file (4 

dead, 4 delisted and 55 transplanted) and 24 in the ``active waiting list file. Mean ± SEM event 

delay in the ``archives file was 113 ± 67 days. Etiology of liver disease was hepatocellular in 73 

(associated hepatocarcinoma in 12): 28 viral (C or B), 27 postalcoholic and 18 other, cholestatic 

in 10 and other in 4. Mean age ± SEM was 52 years ± 9. Medical urgency scores were the 

following: ELAS score 3 = 29, 4 = 36, 5 = 22; UNOS score 2 = 14, 2B = 45, 3 = 28. Mean 

(±SEM) and median Pugh score values were 8.4 (±2.5) and 8. Blood type were: A = 40, O = 38, 

B = 7, AB = 2. A demonstration of the software can be obtained via the internet address: 

http://cmih.interweb.be/organizations/blitx. This new extranet database linking the 5 transplant 

centers offers a new tool able to exchange ideas internally, make multicenter scientific studies 

and protocols, audit the transplant activity and inform the public about transplant medicine. }" 
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{ Background:} The liver has a central role in the GH/IGF axis, being the major source of the 

circulating form of IGF-1 and its binding proteins. Chronic liver disease is characterized by 

severe GH resistance thought to be pathogenetic to the state of protein catabolism so prevalent in 

these patients. Such as axis is deeply disturbed in the pre and postoperatory course of liver 

resection in cirrhotics, contributing to the suppressed postoperative protein metabolism. The 

aims of present study are to investigate the changes of GH/IGF during of the perioperative 

phases of OLTx in ESLD patients.  

{ Material and Methods:} Sixteen consecutive patients undergoing to OLTx for ESLD were 

tested for plasma GH and IGF preoperatively, at anesthetic induction, at anhepatic phase, at 30, 

at 2 and 24 hours after reperfusion and at 7, 30 and 90 days post OLTx; the data were correlated 

with bioumoral parameters of liver recovery and clinical course. No postoperative death 

occurred.  

{ Results:} GH;IGF (ng/mL; pmol/L Mean±SD): Basal (GH 28.2±21.9; IGF 39.7±37.7), 

Induction (10.3±11.1; 30.9±26.8), Anhepatic (50.5±88.1; 48.6±18.7), 30 (68.0±83.8; 57.3±14.5), 

2 hrs (25.6±21.3; 61.3±14.3), 24 hrs (15.3±41.9; 73.5±14.7), 7 days (2.8±1.9; 114.2±44.0), 30 

days (2.5±2.5; 198.2±102.5), 90 days (10.1±21.8; 191.8±71.8). IGF values were statistically 

significant higher (T-Test with p<0.001) in all phases vs previous phases, starting from 

anhepatic; while GH basal values resulted significantly higher than those at 7 and 30 days 

(p<0.002). GH correlated significantly with Lactate (at same flag points) and PT (p<0.005). 

{ Conclusion:}  GH and IGF are alterated in the cirrhotic candidate to OLTx and return to 

normal early postoperatively in most patients. The significant correlation with PT and Lactate 

observed, probably reflects the feedback of IGF (producted by the graft) on GH release. Further 

field of research to be intergrated with IGF-1 data may include nutritional preoperatory status 

and p.o. recovery of graft function with particular reference to protein metabolism. }" "GH-IGF 

AXIS CHANGES IN PERIOPERATORY OF LIVER TRANSPLANTATION FOR END-

STAGE LIVER DISEASE"  
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{ Introduction:} Dac is humanized monoclonal antibody that specifically binds to the alpha-

subunit of the human interleukin-2 receptor expressed on activa-ted lymphocytes which leads to 

blockage of their proliferation. It was shown that Dac significantly reduces incidence of acute 

rejection after kidney transplantation. There is limited experience with its use after liver 

transplantation. Aim of our study was to evaluate graft infiltration by fine needle aspiration 

biopsy (FNAB) in liver transplant recipients under two different immunosuppressive protocols.  

{ Patients and methods:} The limiting factor for use of protocol FNABs was one month after 

transplantation. Group A (10 recipients) treated with 5 doses of Dac (1 mg/kg BW,+CyA, 

+MMF +steroids), group B (48 recipients) treated with 7 doses ATG-Fresenius (3mg/kg 

BW,+CyA, +Azathioprin, +steroids). FNAB evaluation: 41 FNABs (group A) and 90 FNABs 

(group B). Samples were evaluated morphologically (calculation of total corrected increment-

TCI, corrected increment on lymphocytes-TCIL, corrected increment of monocytes- TCIM, 

number of blast elements per slide-BL) and ``immunocytochemistry (expression of HLA-DR 

antigens and ICAM-1). Mann-Whitney test was applied for statistical evaluation.  

{ Results} (see table): 1. Values of TCI, TCIM, BL and expression of ICAM-1 were lower in the 

group treated by Dac. 2. Expression of HLA-DR antigens was low in both groups. 

\tx855\tx1575\tx2295\tx3045\tx3855\tx4845\tx5370\tx8150\fs4 \ul \tab \tab \tab Group TCI 

TCIL TCIM BL HLA-DR ICAM-1 \tab \tab A. 2,6 1,7 0,8 0,5 1,1 3,5 B. 3,6 2,0 1,5 2,5 4,0 17,5 

p 0,01 NS 0,01 0,001 0,001 0,001 \tab \tab d\fs20 

{ Conclusion:}  Dac significantly reduced the amount of inflammatory cells in the graft as well 

as expression of ICAM-1. Despite of statistical significance the difference in expression of HLA-

DR on liver parenchymal cells seems to be irrelevant. In our opinion this is the first study 

demonstrating the effect of Dac on inflammatory infiltrate after liver transplantation by 

FNAB.This work was supported by grant No: IZ/ 4193-3 }" "EFFECT OF DACLIZUMAB-
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A novel virus has been recently discovered, the hepatitis G virus, and previous studies reported 

its association with post transfusion hepatitis, and chronic hepatitis. However, the clinical 

significance of this infection has been questioned, particularly in the liver transplant setting, and 

in patients particularly prone to be infected with other hepatotropic viruses. In a series of 26 liver 

transplanted patients, and 94 chronic hemodialysis patients, we have observed some evidence of 

HGV infection assessed with enzyme immunological test and PCR. OLT patients with previous 

HGV infection were not distinguishable from patients with ongoing infection, concerning age, 

sex, follow up, or transfusions. A positive test was detected in 93% and RNA in 65%. Liver 

function abnormalities were only observed in 33% of replicative patients, and rejection episodes 

were significantly more frequent in RNA positive patients. In the dialysis patients, HGV positive 

test was found in 20.2% (19/94), and no statistical differences were found considering age, Sex, 

levels of transaminases and HBV or HCV infection. Time on dialysis and number of transfusions 

were associated with anti HGV positivity. We conclude that the presence of HGV might 

influence the clinical outcome of some liver transplant patients, and that it is a real problem in 

the dialysis setting, but the circunstances and characteristics of that influence has yet to be 

elucidated. }" "LIVER TRANSPLANTATION AND HEMODIALYSIS AS RISK FACTORS 

FOR HGV INFECTION"  
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{ Background and Aim:} Liver cirrhosis determines an increase of portal vein pressure and 

alterations of the splancnic circulation. Aim of this study was to evaluate the hemodynamic 

changes of portal vein, superior mesenteric artery, hepatic and splenic artery and the size of the 

spleen in a group of patients with end stage liver disease before and after OLT, using Doppler 

sonography.  

{ Patients and methods:} Ten patients (7M,3F), mean age 49.5 ± 8.1 who underwent OLT for 

liver cirrhosis-HCV associated were enrolled. One year after the OLT no patient presented 

recurrence of the disease, no clinical signs of GVHD or vascular complications. Control group 

included ten patients, matched for sex and age, free of gastroenterological or vascular diseases. 

All patient underwent Doppler sonography, using a Toshiba SSA 270A with a 3.5 MHz probe, 

after 24 hours fasting at baseline, six and twelve months after OLT. The following parameters, 

expressed as mean of 3 measurements, were evaluated: portal flow velocity (PFV), pulsatility 

index of superior mesenteric artery (PISMA), resistance index of hepatic (RIHA) and splenic 

(RISA) artery and longitudinal diameter of the spleen (DLS).  

{ Results:} One year after OLT there was a significant increase in PFV (p<0.0001), a significant 

decrease of both RIHA and RISA (p<0.0001) and of the DLS (p<0.0001) 

\tx1215\tx2340\tx3465\tx4680\tx5490\tx8150\fs4 \ul \tab Baseline 6 months 12 months controls 

PFV (cm/s) 11.7 ± 4.5 22.9 ± 8.2 28.5 ± 11.4 30.9 ± 9.4 PISMA 2.05 ± 0.6 2.24 ± 0.7 2.2 ± 0.7 

2.3 ± 0.7 RIHA 0.65 ± 0.2 0.6 ± 0.18 0.58 ± 0.17 0.56 ± 0.17 RISA 0.56 ± 0.1 0.5 ± 0.15 0.48 ± 

0.14 0.46 ± 0.15 DLS (cm) 15.6 ± 4.8 14.2 ± 4.2 12.4 ± 3.7 9.4 ± 4.2 d\fs20 

{ Conclusion:}  These data show that the severe hemodynamic splanchnic alterations of patients 

with ESLD improve progressively after OLT, so that the differences between patients and 

controls becames not significant at 12 months. }" "HEMODYNAMIC CHANGES IN 

SPLANCNIC CIRCULATION AFTER ORTHOTOPIC LIVER TRANSPLANTATION (OLT) 

IN PATIENTS WITH LIVER CIRRHOSIS"  
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{ Introduction:} The liver is frequently involved in systemic amyloidosis of AA and AL types, 

and is also the site of production of the genetically variant amyloid fibril precursor protein in 

some of the hereditary amyloid syndromes. Although hepatic amyloid deposits only occasionally 

alter the clinical picture, the onset of jaundice confers a median prognosis of only 3 months. No 

systematic studies of liver transplantation (OLT)for end stage hepatic amyloidosis have been 

performed. We report here the evaluation, management and outcome of 12 cases with end stage 

hepatic amyloidosis, 10 of whom underwent OLT.  

{ Patients and methods:} Ten patients were managed in the UK, and two in the USA. Mean age 

was 52 (16-69) years. Commonest presenting symptoms were non-specific malaise, weight loss 

and abdominal discomfort, with hepatomegaly in all and jaundice and ascites in 8 cases. Two 

patients were already undergoing renal dialysis at presentation. Jaundice was mainly 

hepatocellular, but in one case a dominant extrahepatic stricture was demonstrated on ERCP, and 

biliary endoprosthesis offered excellent palliation whilst on the OLT list. Liver histology was 

reviewed in each case and immunohistochemistry performed to enable classification of amyloid 

fibril type. DNA analysis was performed to exclude or characterise a hereditary aetiology. 

Visceral amyloid deposits were imaged and monitored quantitatively with radiolabelled serum 

amyloid P component (SAP) scintigraphy.  

{ Results:} Nine patients had AL amyloidosis and three had hereditary forms due to mutations in 

the genes for fibrinogen alpha chain, apolipoprotein AI and lysozyme respectively. Extrahepatic 

amyloid deposits were present on SAP scintigraphy in all cases. All patients underwent OLT 

except one with AL who died of fulminant hepatic failure and a further case who is waiting for a 

donor organ. The patients with fibrinogen and apolipoprotein AI amyloid who were undergoing 

dialysis had combined liver and kidney transplants. The diagnosis of hereditary lysozyme 

amyloidosis was made retrospectively in a 16 year old boy who had presented unusually with 

spontaneous liver rupture.  

{ Outcome:} Among the seven patients transplanted for AL amyloid two developed renal 

impairment and died with malnutrition and multiple infections within 4 months, and another died 

at 18 months due to multiple organ failure associated with recurrent amyloid deposition. Four of 

the AL patients are alive with normal graft function and no significant extrahepatic amyloid 2 

months- 3 years post-OLT, one also having had chemotherapy in a bid to suppress his underlying 

plasma cell dyscrasia. Both patients with hepatorenal transplants are alive with normally 



functioning grafts 2 and 3 years post surgery. Amyloid fibril protein production has been halted 

completely in the patient with fibrinogen amyloidosis, reduced by 50% in the patient with 

apolipoprotein AI amyloid, but has not been altered in the patient with lysozyme amyloidosis 

who nevertheless remains well 4 years later.  

{ Conclusions:} With the exception of hereditary fibrinogen amyloid, OLT is palliative in 

patients with systemic amyloidosis who develop liver failure. It should be regarded as a life 

saving prelude to chemotherapy in the most common AL amyloidosis, but patients with 

significant impairment of other vital organs are probably poor candidates. The outcome of OLT 

for end stage hepatic amyloidosis is ultimately determined by the severity of amyloid 

involvement of other vital organs and the results of any available adjunctive treatment that can 

suppress production of the respective fibril protein. Significant renal amyloidosis at the time of 

OLT merits serious consideration of a simultaneous kidney transplant. The results of OLT in 

hereditary systemic amyloidosis were much superior than in AL type, probably reflecting the 

relatively slow evolution of these forms of the disease and their relative lack of cardiac 

involvement. OLT is potentially curative in the fibrinogen amyloidosis since the variant protein 

responsible is only produced in the liver. }" "LIVER TRANSPLANTATION FOR END STAGE 

HEPATIC AMYLOIDOSIS"  
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Fulminant Wilsons disease is rare but important indication for liver transplantation with fatal 

course if not treated timely. Fourteen patients were referred to IKEM with fulminant Wilsons 

disease between VI/1994 and XII/1999. Nine were transplanted, 5 (36%) died before graft 

became available. Average time on waiting list (till transplantation or death) was 1,5 (0-5) days. 

Two of 9 transplanted patients died 25. and 28. postoperative day on cerebral aspergillosis. The 

actuarial 3-year survival rate was 78%. Laboratory data of patients are displayed at table 1. 

Students T-test found the only difference between groups in protrombin time. 

\tx1680\tx2805\tx3780\tx4800\tx5670\tx6585\tx7125\tx8150\fs4 \ul \tab \tab \tab Pts with 

fulminant S-Ceru- S-Biliru- Protrom- Hemo- U- Hepatic Wilsons disease loplas-min -bin bin 

globin copper copper g/l umol/l time g/dL ug/24h ug/g (%) \tab \tab All N=14 0,40 668,9 22,78 

80,9 4607,4 1250 Transplanted N=9 0,31 622,8 27,25 76,7 5468,8 1185,0 † prior to LTxN=5 

0,62 751,9 15,60 88,4 1592,5 1509,0 P (T-test) 0,66 0,54 0,01 0,06 0,18 0,09 \tab \tab d\fs20 

Samples of 10 patients were available for DNA analysis. Four homozygous pts for H1069Q 

mutation were found (40 % cases). Another mutation (3402delC) was found in heterozygous 

state.  

{ Conclusions:} Fulminant Wilsons diseae is serious condition with high mortality, unless 

transplantation is feasible. Early referral is warranted. Protrombin time on admission was 

predictive for the outcome of liver failure in fulminant course of Wilsons disease. H1069Q 

mutation accounted for 40% of cases Wilsons disease with fulminant manifestation in our region. 
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Burroughs, David Patch, Johnathan Tibballs, Anthony Watkinson, Keith Rolles, Brian Davidson  

\i The Royal Free Hospital, Pond Street, Hampstead, London, UK  

{ Introduction:} The assessment of patients being considered for liver transplantation includes 

identification of focal liver lesions and characterizing their nature. In this study, prospectively 

collected data of 30 patients who underwent orthotopic liver transplantation for hepatocellular 

carcinoma (confirmed on explant histology) in cirrhosis at a single center has been reviewed with 

the aim of correlating radiological findings, explant histology and patient outcome.  

{ Methods:} Patients who underwent orthotopic liver transplantation at a single center from 1995 

to 1999 had plain and contrast enhanced dual phase spiral CT scans of the liver as part of pre-

assessment. Patients suspected of HCC on CT scan or due to elevated serum alpha feto-protein 

underwent iodized oil CT (IOCT). Following transplantation, the explant liver was serially 

sectioned at 10mm intervals and examined by a pathologist blinded to the results of imaging. 

Data collected prospectively on imaging and histology was collated by treating clinicians, and 

the sensitivity and specificity of the imaging tests and their positive predictive values compared.  

{ Results:} 30 patients were transplanted for hepatocellular carcinoma from 1995 to 1999. 46 

tumors were detected on explant histology. 10 patients had multifocal disease on explant 

histology. No significant difference was observed between IOCT and dual phase CT with regards 

to the sensitivity (68.2% vs. 67.4%) and specificity (78.97% vs. 88.6%) of detecting HCCs. 

IOCT had an overall sensitivity of 40% as compared to 30% for dual phase CT in detecting 

multifocal disease. IOCT had a positive predictive value of 78.9% as compared to 82.8% for dual 

phase CT. Overall survival at one year was 82.7%; 84.2% in the absence and 77.7% in the 

presence of microscopic vascular invasion (p<0.01). The incidence of microscopic vascular 

infiltration showed a significant increase from 20% to 57.1% when the size of the lesion was 

greater than 4cm in diameter (p<0.025).  

{ Conclusions:} IOCT and dual phase CT are similar in their ability to detect unifocal or 

multifocal hepatocellular carcinoma and IOCT should not be used routinely for pre-transplant 

assessment. Microscopic vascular invasion is associated with poorer survival following liver 

transplantation and shows an increased incidence once the lesion size exceeds 4cm. }" 

"IMAGING, HISTOLOGY AND OUTCOME FOLLOWING TRANSPLANTATION FOR 
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Yesim \'d6zen, Hicham Al Ahdab, Faysal Dane, Osman Ozdogan, Siret Ratip, Nese Imeryuz, 

Nurdan T\'f6z\'fcn  

\i Marmara University School of Medicine, Department of Gastroenterology, Istanbul, Turkey 

Hepatic complications such as acute hepatic failure, viral hepatitis, toxic hepatitis and 

venoocclusive disease can occur after bone marrow transplantation (BMT).  

{ Aims:} To determine the incidence and risk factors for liver injury in BMT patients.  

{ Methods:} Data of 56 patients who had undergone BMT between 1990-2000 in our BMT 

center were analysed retrospectively. Etiology of liver injury, defined as elevation of ALT 2x the 

upper normal limit within 100 days after BMT was investigated. Data of patients before and after 

BMT, including age, gender, pretransplant ALT, HBV and HCV status, hematological dissease, 

type of BMT, presence of graft versus host disease (GVH) were recorded. Univariate descriptive 

and multivariate logistic regression analysis were used for statistical comparisons.  

{ Results:} Thirty six of 56 patients (64%) had liver injury including 6 cases of acute viral 

hepatitis (AVH) (10.7%), 10 cases of toxic hepatitis (17.8%), 13 cases of acute GVH related 

(23.2%) and 7 cases of ALT elevation of unclarified etiology (12.5%). There was no 

venooclusive disease. Three of 6 patients who had positive viral markers before BMT (4 HBV 

and 2 HCV) had developed acute viral hepatitis after BMT, 2 of them had progressed to 

fulminant hepatic failure, one with HBV died and the other with HCV survived. Multivariate 

logistic regression analysis showed that pretransplant ALT elevation was the only predictive risk 

factor for liver injury ((p=0.03). Presence of either HBV or HCV virus infection before BMT 

was associated with increased incidence of acute viral hepatitis after BMT (p<0.01, odds ratio: 

2.48). 

{ Conclusion:}  Liver injury can occur frequently after BMT and pretransplant ALT elevation is 

the only predictive risk factor. Moreover, pretransplant HBS/ HCV infection may lead to life 

treatening acute viral hepatitis after BMT. }" "INCIDENCE AND RISK FACTORS FOR 

LIVER INJURY FOLLOWING BONE MARROW TRANSPLANTATION"  
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\i Service dH\'e9pato-Gastroent\'e9rologie, Clermont Ferrand, France  

Recurrence of varices and rebleeding after endoscopic therapy is very common (respectively 

67% and 30%). Recurrence of esophageal varices appears to occur more frequently after 

endoscopic variceal ligature (EVL) compared with endoscopic sclerotherapy. Previous studies 

have shown that patients with large paraesophageal varices (LPEV) (varices {\f1\'b3} 5 mm) 

have a higher risk of developing recurrent varices and rebleeding (respectively 93% and 43%). { 

Aims of the Study:} To determine predictive factors of LPEV and to assess the effect of an 

additional sclerotherapy in recurrence of varices and rebleeding in the group of LPEV.  

{ Methods:} After variceal obliteration, 45 patients underwent EUS using the echoendoscope 

GF-UM 20 Olympus. Submucosal esophageal varices, PEV, perforating vein, azygos vein, portal 

vein were measured. Sclerotherapy was performed twice (10-15 ml aetoxysclerol/session at one 

month interval) in patients with LPEV. Assessed predictive factors were: Child-Pughs score, 

platelet, beta-blockers use, alcohol consumption, portal vein size and paraombilical vein 

visualization were analyzed by transabdominal ultrasonography.  

{ Results:} LPEV were identified in 12 (27%) patients. At six months, there was no recurrence 

of varices or rebleeding in the group of patients with LPEV treated with sclerotherapy. 

Paraombilical vein was detected in 50% (6/12) of patients with LPEV and 12% (4/33) in the 

other group. There is no predictive factor of LPEV presence. Only the azygos vein diameter was 

correlated with the PEV size (p < 0.05).  

{ Conclusions:} 1\'b0) LPEV are present in 27% of patients with alcoholic cirrhosis; 2\'b0) 

Patients with LPEV treated with an additional sclerotherapy had a good outcome at six months 

without rebleeding or recurrence of varices. 3\'b0) Our results suggest that EUS is useful after 

EVL. }" "VALUE OF ENDOSCOPIC ULTRASONOGRAPHY (EUS) AFTER VARICEAL 

OBLITERATION BY LIGATION"  
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\i Tropical Med.Dept.and GI-Endoscopy Unit, Cairo University, Cairo, Egypt  

{ Background:} The periazygos collaterals were recently described as as a distinct set of 

collaterals, which occasionally develop in patients with portal hypertension and can be identified 

by endosonography. However, the clinical relevance of these collaterals is still not determined.  

{ Aim:} The aim of this study is to detect the incidence of periazygos collaterals by 

endosonography in patients with bleeding varices due to portal hypertension both before 

obliteration of varices and after achieving complete variceal obliteration.  

{ Patients and methods:} We included 40 patients with bleeding esophageal varices who were 

scheduled for endoscopic injection sclerotherapy. These were examined by EUS to detect 

periazygos collaterals before and after variceal obliteration, and were identified as longitudinal 

vascular structure around the azygos vein, sometimes almost completely wrapping it.  

{ Results:} Periazygos collateras were detected in 2 patients (6.1%) before variceal obliteration. 

After achieving complete variceal eradication, however, these collaterals could be seen 10 

patients (30.3%) (p>0.05).  

{ Conclusions:} Although periazygos collaterals are uncommonly seen in patients with varices, 

they are more likely to develop after variceal obliteration. Hypothetically, this may denote a shift 

of blood flow from varices to a deeper portosystemic collateral circulation. Long-term studies are 

needed to verify a possible protective effect against recurrence by this mechanism. }" "THE 

PERIAZYGOS COLLATERALS IN PORTAL HYPERTENSION: AN ENDOSNOGRAPHIC 

STUDY"  
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The usefulness of duplex scanning in the diagnostic approach in patients with suspicion of portal 

hypertension (PH) is still unsettled. Aims. To explore the sensitivity and specificity of duplex 

findings when compared to oesophagogastroduodenoscopy for signs of PH.  

{ Methods:} Retrospective analysis of duplex and endoscopic data in 259 patients (m=169, mean 

age 56y; f=90, mean age 54y). B-mode signs for PH included: portal vein (PV) >12mm, 

collaterals, splenomegaly, ascites. Spectral doppler signs for PH were: retrograde or no flow in 

PV, mean velocity in PV<12cm/s, flow in collaterals (e.g. recanalized umbilical vein, 

spontaneous spleno-renal shunt). Endoscopic findings for PH included: oesophageal or gastric 

varices, portal hypertensive gastropathy.  

{ Results:} \tx1155\tx2925\tx4125\tx8150\fs4 \ul \tab \tab \tab \tab B-mode ultrasound Spectral 

Doppler \tab \tab \tab Sensitivity 74.5% 42.6% Specificity 67.3% 86.1% \tab \tab \tab d\fs20 B-

mode is more sensitive, but less specific when compared to spectral doppler findings. The 

combination of both methods (duplex scanning) adds up to the accuracy of diagnosis of PH. In 

patients with clear duplex signs for PH (collateralization), 44.4% (8/18) had negative findings at 

endoscopy. { Summary:} 1) B-mode alone provides useful information for signs of PH. 2) 

Spectral doppler has a good specificity to diagnose PH.  

{ Conclusions:} 1) Duplex scanning is a useful non-invasive tool in the diagnostic approach in 

patients with suspicion of PH. 2) Splanchnic blood flow dynamics in PH are very diverse, so the 

combination of both methods (ultrasound and endoscopy) is helpful in the diagnosis for PH. }" 

"DUPLEX SCANNING FOR DIAGNOSIS OF PORTAL HYPERTENSION: COMPARISON 

WITH ENDOSCOPIC FINDINGS"  
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Akiko Matsumoto  

\i First Department of Internal Medicine, Hiroshima University School of Medicine, Hiroshima, 

Japan  

{ Objective:} To compare 3-dimensional portography performed by multi-slice helical computed 

tomography (3D CT-portography) with conventional angiographic-portography (CA-

portography) in the evaluation of portosystemic collaterals in patients with gastric fundic varices.  

{ Materials and methods:} Thirty consecutive patients with gastric fundic varices confirmed 

endoscopy at our institution were enrolled between January 1997 and March 2000. While 13 

patients had previous episodes of bleeding from gastric varices, 17 had suffered no bleeding 

episodes. Twelve patients with gastrorenal shunt revealed by 3D CT-portography were treated 

with angiographic sclerotherapy, so called balloon-occluded retrograde transvenous obliteration 

(B-RTO). We examined these patients by 3D CT-portography and CA-portography, and 

compared the abilities to image portosystemic collaterls of 3D CT-portography and CA-

portography. We examined the clinical usefulness of 3D CT-portography for management of 

these varices.  

{ Results:} 3D CT-portography depicted the second or third branches of the intrahepatic portal 

vein and the whole images of portosystemic collaterals simultaneously. On 3D CT-portography, 

30 gastric fundic varices (100%), 18 left gastric veins (60%), 28 posterior gastric veins/short 

gastric veins (93%), 27 gastrorenal shunts (90%), and 1 inferior phrenic vein (3%) were 

demonstrated. These findings were almost confirmed by CA-portography. However, in 4 

patients, posterior gastric vein/short gastric vein was not seen due to imaging of the spleen by 

CA-portography, but was clearly revealed by 3D CT-portography. Of 12 patients treated with B-

RTO, 11 obtained complete obliteration and 1 obtained partial obliteration of gastric fundic 

varices, and 3D CT-portography could easily evaluate the efficacy of B-RTO including collateral 

veins. In 2 patients with remaining left gastric vein demonstrated by 3D CT-portography, 

esophageal varices became larger, but reappearance of gastric fundic varices was not observed.  

{ Conclusions:} Comparison between 3D CT-portography and CA-portography revealed close 

agreement in findings. 3D CT-portography was useful for choosing candidates among patients 

with gastric fundic varices for B-RTO, and for evaluation of the therapeutic effects also. }" 

"CLINICAL USEFULNESS OF THREE-DIMENSIONAL PORTOGRAPHY OBTAINED BY 
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Mladenovic  
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{ Purpose:} To evaluate a value of some endoscopic, clinical and laboratory parameters in 

prediction of variceal hemorrhage in patients with liver cirrhosis.  

{ Methods and materials:} This is a retrospective study of 86 patients with liver cirrhosis and 

esophageal varices without previous variceal bleeding. Alcoholic etiology of cirrhosis was 

present in 64% patients. The predictive value of the diameter of variceal columns, ``red signs, 

presence of varices in the gastric fornix, the Child status and platelet count were assessed in 

regard to first bleeding incidence and mortality rate. The mean follow-up period was 23 months.  

{ Results:} The incidence of bleeding was 33.7%, and the mortality rate 40.7%. Endoscopic 

criteria: the largest varix, ``red signs, presence of varices in the gastric fornix and alcoholic 

etiology of cirrhosis showed significant correlation with bleeding incidence but not with 

mortality. The degree of the liver failure (Childs C) correlated with mortality but not with the 

bleeding incidence. 

{ Conclusion:}  Endoscopic criteria and alcoholic etiology are important predictive factors of 

variceal hemorrhage in patients with liver cirrhosis }" "PREDICTIVE FACTORS OF 

VARICEAL HEMORRHAGE IN CIRRHOSIS: A PROSPECTIVE STUDY"  
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{ Background:} Bleeding from gastric varices is more massive and fatal. Tissue adhesive agents 

have been used for bleeding gastric varices with successful hemostasis over 90%. Balloon-

occluded retrograde transvenous obliteration (B-RTO) has been newly developed in the 

management of gastric fundal varices.  

{ Aims:} We performed a retrospective study to evaluate effectiveness of the new treatment for 

bleeding gastric varices.  

{ Patients and methods:} Between December 1982 and July 1998, 161 patients with bleeding 

gastric varices treated at our hospital were retrospectively enrolled. The bleeding site was 

confirmed by endoscopic examination, and endoscopic treatment was performed at the same 

time to control the bleeding. Prior to 1989 we used 5% ethanolamine oleate or absolute ethanol, 

whereas after 1993 we began to use Histoacryl injection and B-RTO, especially in large gastric 

varices.  

{ Results:} There were 107 males and 37 females, with a mean age of 56. The cause of portal 

hypertension was alcoholic cirrhosis in 21 patients, posthepatitic cirrhosis in 114, primary biliary 

cirrhosis in three, and others in six. The mean Pugh-Child score was 9.1. Active bleeding 

(Spurting or oozing bleeding) was observed in 46 patients (32%), transient cease of bleeding (red 

or white plug, erosion, or ulcer) was observed in 98 patients (68%). Bleeding was controlled in 

86% (125/144) of all cases. Hemostasis rate was significantly lower in active bleeding than in 

transient cease of bleeding (78% vs. 91%, P < 0.05). Hemostasis rate in cardiac varices was 90% 

(63/70) and 84% (84/74) in fundal varices (N.S.). A comparison of the hemostasis rate before 

and after 1993 revealed that the successful rate increased from 78% (59/76) to 96% (65/68) (p < 

0.05). Rebleeding occurred in 29% before 1992 and in 16% after 1993. One-year survival rate 

was significantly higher after 1993 than before 1992 (71% vs. 47%, p < 0.05). 

{ Conclusion:}  Tissue adhesive agent and B-RTO have improved outcome of patients with 

bleeding gastric varices. }" "HAVE DEVELOPMENT OF TREATMENT IMPROVED 

OUTCOME OF PATIENTS WITH BLEEDING GASTRIC VARICES?"  
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\i Dept. of Gastroenterology, Santa Casa Hospital of P.Alegre, School of Medical Sciences 

(FFFCMPA), Porto Alegre, Brazil  

{ Background:} Some studies have demonstrated that after variceal eradication by endoscopic 

ligation (EVL) development of fundal varices (FV) and the worsening of portal hypertensive 

gastropathy (PHG), as well as bleeding from these sites, can occur. The aim of this study is to 

verify the impact of the eradication of esophageal varices by EVL on the portal pressure gradient 

(HVPG) and to assess if there is a relationship among portal pressure changes and alterations in 

PHG and development of fundal varices.  

{ Methods:} Thirty cirrhotic patients with a history of variceal bleeding were enrolled. The 

patients were submitted to measurement of HVPG as an index of portal pressure before and after 

variceal eradication by EVL. The HVPG could not be measured in the second hemodynamic 

study in 8 patients.  

{ Results:} 22 patients (15 M/ 7 F, mean age: 54.5 years) completed the study. In the first portal 

pressure measurement, the HVPG was 14.1 mmHg (range: 6-28) and after eradication it was 

13.5 (range:5-23) (p=0.403). Twelve (54.5%) patients experienced a reduction in the HVPG 

(range: 7.1% to 41.7%) and 10 (45.5%) patients, an elevation in HVPG after EVL (range:10% to 

42.9%). Three patients developed FV during therapy. Their mean gradient before treatment was 

22 mmHg and 18.8 mmHg after therapy (p=0.368). However, these 3 cases had a mean higher 

HVPG than the rest of the sample before therapy (12.9 mmHg; p=0.006). PHG worsened in 9 

patients (mean gradient of 15.2 mmHg before EVL and of 16.1 mmHg after EVL;p=0.303), 

however there was no correlation between these findings and an increase in HVPG (p=0.303). 

The initial HVPG of these 9 patients was also not different from the other 13 cases (13.9 

mmHg;p=0.463).  

{ Conclusions:} The eradication of esophageal varices by EVL does not alter the HVPG. There 

is no significant variation in the HVPG of the patients in whom there were a worsening of PHG 

or FV development, although those patients who developed FV had a greater initial HVPG than 

the rest of the sample. }" "THE INFLUENCE OF ENDOSCOPIC VARICEAL LIGATION ON 

THE HEPATIC VENOUS PRESSURE GRADIENT IN CIRRHOTIC PATIENTS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.639#" " Abstract: P.639 0 Citation: Gut 2000; 47(Suppl III): 

A174 IS ENDOSCOPIC VARICEAL BAND LIGATION CONTRAINDICATED IN CHILD 

CLASS C CIRRHOTIC PATIENTS?  

Cesar Vivian Lopes  

\i Dept. of Gastroenterology,Santa Casa Hospital of the P. Alegre School of Medical Science 

(FFFCMPA), Porto Alegre, Brazil  

{ Background:} The use of endoscopic variceal ligation (EVL) in the eradication of esophageal 

varices of Child C cirrhotic patients is controversial. The aim of this study is to report our 

experience in a consecutive and prospectively collected series of 109 cirrhotics with previous 

esophageal variceal bleeding treated by EVL and to compare the efficacy of this method among 

the classes of Child-Pugh.  

{ Methods:} Between 04/96 and 05/2000, 109 patients were treated (75M/34F;mean age=50.5yr; 

Child A=48, Child B=39, Child C=21). The etiology of cirrhosis was HCV in 40 cases, alcohol 

in 32, HCV + alcohol in 18, HBV in 7 and other etiologies in 11. The mean previous bleeding 

episodes per patient was 2.1 (1-10). EVL was performed on a two-week basis after the variceal 

bleeding episode was controlled by sclerotherapy or somatostatin.  

{ Results:} After a mean follow-up of 12.2 (1-43) months, varices were mantained eradicated in 

76 of 109 patients (70%). During this time frame, it was necessary a mean of 4.3 (2-10) EVL 

sessions to mantain the varices eradicated. Of the 33 patients, whose varices were not eradicated, 

10 abandoned therapy, 4 underwent liver transplantation and 3 presented with hepatocellular 

carcinoma. Excluding theses cases, eradication reached 83%. Among the Child C cirrhotic 

patients, eradication and rebleeding were 46,7%, and among Child A/B cirrhotics, eradication 

and rebleeding were 84,3% and 21,4%, respectively [p=0.017; RR=2.25 (1.29-5.94) for 

eradication and p=0.089; RR=2.18 (1.08-4.40) for rebleeding]. Overall, 22 (26%) of the 85 

followed-up patients rebled. Twelve of the rebleeding episodes occurred before variceal 

eradication. There were 21 deaths (25.6%), of which 9 were bleeding-related. The mortality 

among Child C cirhotics was 38.5% and among Child A/B patients it was 15% [RR=2.56 (1.03-

6.40)].  

{ Conclusions:} EVL is considerably less effective in terms of eradication, rebleeding and 

survival in Child C cirrhotic patients. Due to the advanced stage of liver disease in these patients, 

EVL must be compared with other therapies, before contraindicating this procedure in this group 

of patients. }" "IS ENDOSCOPIC VARICEAL BAND LIGATION CONTRAINDICATED IN 

CHILD CLASS C CIRRHOTIC PATIENTS?"  
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Mehmet Yucesoy, Muzaffer Keklik, Mevlut Baskol, Sebnem Gursoy, Omer Ozbakir, Kadri 

Guven \i Erciyes University Medical School Department Of Gastroenterology, Kayseri, Turkey  

{ Aim:}Esophageal varices are the source of bleeding in about 10% of upper gastrointestinal 

hemorrhages. Despite early diagnosis and treatment, mortality rate is as high as 30-50%. This 

study was performed to assess whether the addition of subcutane maintenance ocreotide injection 

to sclerotherapy and ocreotide infusion improves the results in the management of rebleeding 

rate in acute esophageal variceal bleeding.  

{ Method:} 61 consecutive patients with active esophageal varice bleeding were randomly 

assigned to either standard ocreotide treatment group (ST) or ocreotide maintenance group (MT). 

After 50mg of intravenous bolus injection, ocreotide was infused at a rate of 50mg/h to 37 

patients forming the ST group, until endoscopic sclerotherapy performed within 12-36 hours. 

Same procedure was applied to another 27 patients in the MT group in which 100mgr of 

ocreotide q8h was given after sclerotherapy for five more days. In both groups, sclerotherapy 

was repeated on the 5th or7th days after the first one.  

{ Results:} Mortality rate within three weeks was significantly higher in ST group than MT 

group \{9 (26%) vs 1(3%), p<0.01\}. Rebleeding rate was significantly lower in MT group than 

ST group \{1(3%) vs 9(26), p<0.01\}. Hospitalization rate and transfusion amount was similar in 

both groups. 

{ Conclusion:}  The adminisration of subcutaneous ocreotide may effectively control and 

decrease the rebleeding rate in acute variceal hemorrhage in patients with cirrhosiss undergoing 

sclerotherapy and somatostatin infusion. }" "A COMPARISON OF STANDARD AND 

MAINTENANCE OCTREOTIDE TREATMENTS IN BLEEDING ESOPHAGEAL 

VARICES"  
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{ Background/aim:} Balloon-occluded retrograde transvenous obliteration (B-RTO) is a new 

therapeutic method for fundal varices with spleno-renal shunt. But, effects of spleno-renal shunt 

occlusion on hepatic blood flow and liver function is still unknown. The aim of this study is to 

clarify this issue.  

{ Methods:} Eleven patients with portal hypertension and spleno-renal shunt were studied. Eight 

patients had ruptured or risky fundal varices, the other patients had refractory hepatic 

encephalopaty. Hepatic venous catheterization was performed to evaluate hepatic blood flow and 

liver function. They were measured by the continuous indocyanine green (ICG) infusion method. 

To assess liver function, intrinsic clearance of ICG was calculated. After baseline measurements, 

B-RTO was performed. In brief, a 6.5-French balloon catheter was inserted into the left renal 

vein via the femoral vein. Then, the catheter was advanced into the spleno-renal shunt and the 

balloon inflated so that blood flow was blocked. A 5% ethanolamine oleate mixed with 

iopamidol was then injected slowly through the catheter until both the fundal varices and their 

inflowing vessels were filled with the solution. Four weeks after the shunt occlusion, hepatic 

blood flow and intrinsic clearance of ICG were re-examined.  

{ Results:} Computed tomography showed that fundal varices and spleno-renal shunt had been 

occluded before the second measurements in all patients. Hepatic blood flow and intrinsic 

clearance of ICG were significantly increased (from 478A\}225 to 731A\}303 mL/min; 

pA\'c90.001, from 253A\}132 to 309A\}159 mL/min; pA\'c90.05, respectively). Furthermore, a 

significant relationship was noted between change values of hepatic blood flow and intrinsic 

clearance of ICG (r=0.687; p=0.0195).  

{ Conclusions:} In the short term assessment, major shunt occlusion in patients with portal 

hypertension increases hepatic blood flow and improves metabolic activity of the liver. }" 

"EFFECTS OF SHUNT OCCLUSION ON HEPATIC BLOOD FLOW AND LIVER 

FUNCTION IN PATIENTS WITH PORTAL HYPERTENSION"  
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{ Introduction:} It has been reported that the causes of bleeding from portal hypertensive 

gastropathy (PHG) due to liver cirrhosis are congestion of gastric mucosal blood, reductions of 

coagulation factors and platelets counts et al. And It has been reported that portal hypertension is 

concerned in increased blood flow of splenic vein. This study is to determine the effectiveness of 

partial splenic embolization (PSE) to stop the bleeding from PHG.  

{ Methods:} From November 1997 to June 2000, twelve patients had bleeding from PHG. 

Primary diseases In all patients were liver cirrhosis with 10 cases of Child C, 1 case of Child B 

and 1 case of A. Eleven patients had severe hypersplenism and residual one did mild. It was to 

embolize 30-50% of the spleen by PSE. In nine of them, It was to examine the portal blood flow 

before and after PSE using Color Doppler ultrasonography.  

{ Results:} In all cases, the bleeding was just stopped after PSE. However, two days after PSE, 

one case with mild hypersplenism was died to hepatic coma. In three cases of eleven cases with 

severe one, the bleeding from PHG was recurred after PSE. In two cases of them, the rebleeding 

was stopped by re-PSE and In residual one(Child A), rebleeding was stopped by splenectomy. 

Out of eleven cases with severe hypersplenism, four were died due o hepatic coma The blood 

flows of portal vein(PV), superior mesenteric vein(SMV) and splenic vein(SV) before PSE were 

1123±642ml/min, 878±520ml/min and 861±816ml/min, respectively. The blood flow of PV, 

SMV and SV after PSE were 910±547ml/min, 905±538ml/min and 554±496ml/min, 

respectively. The blood flows of PV and SV after PSE were statistically lower than that before 

PSE(P<0.05).  

{ Discussion:} It is thought that main causes of stopping the bleeding from PHG by PSE are 

decreased blood flow of SV. Conclusion: It is thought that PSE was very effective to stop the 

bleeding from PHG in the cases with severe hypersplenism. }" "PARTIAL SPLENIC 

EMBOLIZATION FOR BLEEDING FROM PORTAL HYPERTENSIVE GASTROPATHY 

DUE TO LIVER CIRRHOSIS"  
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The hepatic encephalopathy (HE) is a major neuropsychiatric complication of cirrhosis. There 

are some known precipitating factors: an age, an oral protein load, a gastrointestinal bleeding and 

the use of diuretics and sedatives. HE is also common after transjugular intrahepatic 

portosystemic shunts (TIPS).  

{ Aim of study:} To determine the incidence of developing HE after TIPS in our study group of 

patients. To ascertain which clinical characteristics, including diabetes mellitus, are associated 

with this complication.  

{ Material and methods:} We examined 256 patients with liver cirrhosis after successfully placed 

TIPS.There were 59 diabetics and 197 patients without diabetes mellitus in our study group. 

Significant HE had been assessed at clinic follow-up.  

{ Results:} The incidence of HE was 33%. The analysis showed that an increased risk of the 

encephalopathy was not associated with the gender (35% of women and 32% of men developed 

HE - NS), with the stage of the cirrhosis (31% Child A, 35% Child B and 34% Child C - NS). 

We have found the association of HE with the age (27% patients younger than 60 year, vs 51% 

patients older than 60 year - p= 0,002) and the etiology of the cirrhosis (25% patients with the 

alcoholic etiology, vs 42% patients with the non alcoholic etiology - p=0,003). It seemed that 

diabetes mellitus could be a risk factor for the development of HE - there were 46% patients with 

HE in the group with diabetes mellitus, vs. 30% in the group of non-diabetic patients - p=0,019. 

However, the multivariate analysis showed that there was no significant difference because of 

the age of the diabetic patients which was significantly higher than the age of non-diabetic 

patients.  

{ Conclusions:} HE is a common complication of TIPS but it is well controled by the therapy. It 

is not influenced by the gender, the stage of cirrhosis, the portosystemic gradient or its changes 

and by the diameter of the stent. Diabetes mellitus is not associated with an increased risk of 

post-TIPS encephalopathy. HE is associated with the age and the non alcoholic etiology of the 

liver cirrhosis. }" "HEPATIC ENCEPHALOPATHY AFTER TRANSJUGULAR 

INTRAHEPATIC PORTOSYSTEMIC SHUNT"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.646#" " Abstract: P.646 0 Citation: Gut 2000; 47(Suppl III): 

A175 EFFECTS OF ERYTHROMYCIN INFUSION ON LOWER ESOPHAGEAL 

SPHINCTER IN PATIENTS WITH CIRRHOSIS AND PORTAL HYPERTENSION  

Thierry Barrioz, Guillaume Holtzscherrer, Fr\'e9d\'e9ric Kaffy, Carine Chagneau-Derrode, 

Christine Silvain  

\i Department of Hepatology and Gastroenterology, University Hospital, Poitiers, France  

Erythromycin increase the gastric emptying. So reducing the meal effect of blood in the stomach, 

it decrease the variceal rebleeding risk in cirrhotics patients. Some drugs are known to reduce the 

esophageal varices blood flow by pharmacological increase of lower esophageal sphincter (LES) 

pressure. We investigated the effects of erythromycin lactabionate infusion on the contractile 

activity of the esophageal body, upper esophageal sphincter (UES)and LES pressure in 21 

cirrhotic patients with esophageal varices. They were randomly allocated to two groups and 

received the following treatments blindly: a continuous 2 mg/kg erythromycin infusion (group I, 

n=11), or a continuous placebo infusion (group II, n=10). Esophageal manometry was performed 

with a Dent sleeve. The sleeve monitored continuously the LES pressure, the upper perfused 

catheters recorded pressure in the esophageal body and the UES. Before drug infusion (To), 

mean LES and UES pressure as mean esophageal body contraction pressure and duration were 

similar in the two groups. Compared to the placebo group, LES pressure increased significantly 

30 min (38% vs 3% p=0.006), 60 min (46% vs 0.6% p=0.0002), and 90 min (68% vs 2.5% 

p=0.0001) after the beginning of erythromycin infusion. Erythromycin did not affect UES 

pressure and the contractile activity of the esophageal body. Erythromycin has a potent effect on 

LES tone in cirrhotic patients with varices. It can be used for the management of variceal 

bleeding to reduced variceal pressure, as the rebleeding risk in addition with the effect on the 

gastric emptying. }" "EFFECTS OF ERYTHROMYCIN INFUSION ON LOWER 

ESOPHAGEAL SPHINCTER IN PATIENTS WITH CIRRHOSIS AND PORTAL 

HYPERTENSION"  
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The analysis of the portal flow velocity in the different stages of liver cirrhosis by triplex 

Doppler shows the complex pathogenic mechanisms of portal hypertension, connected with the 

peripheral vessel resistance and flow characteristics. The clinical study includes 96 patients (69 

male and 27 female aged 26 - 70years) with liver cirrhosis (38 in stage A, 37 in stage B and 21 in 

stage C according to Child-Pugh score). In stage A hyperdynamic flow (velocity above 24 cm/s) 

is established in 12 from 38 (31.6%) patients, hypodynamic (velocity under 16 cm/s) in 11 from 

38(28.9%) and in referential limit - in 15 from 38(39.5%). In stage B percentages are 

respectively - 8.1(3/37), 56.9(21/37) and 18.9(7/37). In stage C low velocity portal flow prevails 

- 71.5% (15/21), hyperdynamic - 19%(4/21) and 9.5% (2/21) have ``pseudonormal values. Only 

in 6 patients the hyperdynamic flow is connected with arterialization of the portal flow. The 

discussion in the context of the contemporary concepts of portal hypertension reveals, that the 

isolated parameter portal flow velocity can not be a sure diagnostic criterion by itself. In spite of 

this, it has a great informative value when analysed together with the condition of the liver 

parenchyma, a.hepatica and a.lienalis spectra (passive and active congestion), available 

collaterals and predominant shunting to v.cava inf. and v.cava sup. Probably, the factors for 

supporting of the hyperdynamic portal flow in the course of the portal hypertension are 

exhausted with the disease progression. }" "HYPERDYNAMIC PORTAL FLOW IN THE 

DIFFERENT STAGES OF LIVER CIRRHOSIS"  
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Portal hypertensive gastropathy and esophageal varices are important and life-threatening 

complications of liver cirrhosis. In the present study clinical and endoscopic features, portal 

hemodinamics and hepatic function were investigated in 83 patients with cirrhosis.Mild 

gastropathy was found in 43 (51,8%), severe gastropathy in 3 (3,6%) and esophageal varices in 

74 (90%) patients. The presens of gastropathy and varices were independent of the age, sex and 

etiology of cirrhosis (alcoholic or post necrotic). Portal hypertensive gastropathy was not 

associated with the presence and the grade of gastroesophageal varices (p=0,445). There was no 

significant relationship between the presens of gastropathy and portal vein blood velocity 

(p=0,936). Congestion index of the portal vein was also not associated with the presens of 

gastropathy (d=-0,275). Significant correlation was found between the severity of liver disease 

(assessed by Child- Pugh score) and presens of gastropathy (p< 0,01).Finally, in the group with 

esophageal varices we found significant correlation with portal vein blood velocity(p=0,009) and 

congestion index of the portal vein (d=0,27; p< 0,05). There were no significant relationship 

between the grade of varices and Child-Pugh score (p=0,410), diameter of the portal and spleen 

vein, and size of the spleen.The degree of portal hypertension does not appear to have any direct 

relationship to the presence of portal hypertensive gastropathy.It seems that only severity of 

existing liver disease correlates with the presence of gastropathy.On the other hand, the 

esophageal varices strongly correlate with the degree of portal hypertension. }" 
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{ Background & aim:} A few sporadic cases with acute hepatitis A (AHA) had been hospitalized 

annually in our hospital especially in winter season of 1990 to 1998. However, in 1999, we have 

experienced 23 patients throughout the year. Virological as well as demographic features were 

investigated to elucidate the background for such mini-outbreak.  

{ Patients & methods:} Twenty-three patients with AHA (anti-IgM HA+ve) were retrospectively 

enrolled and could be divided into two groups, group A (n=12) and B (n=11), according to the 

absence and presence of HIV co-infection, respectively. Routes of infection as well as clinical 

features were examined. Nucleotides sequence of VP1-2A region of viral genome were 

determined by nested RT-PCR method.  

{ Results:} All patients were male and mean ages were not different between the two groups 

(36.3 and 33.2 yo, in group A and B, respectively). All patients of group B were homosexual. In 

group A, seafood intake and sexual intercourse were suspected in 6 patients and 1 patient, 

respectively, as a route of infection, while in the rest of patients infectious sources were 

undetermined. In contrast, in group B, 10 out of 11 patients were supposed to be infected through 

sexual intercourse. Seven patients in group A (58%) were hospitalized from June to September. 

Severe form of AHA complicated with less than 40% of prothrombin time or acute renal failure 

was observed only in group A (1 patient each). Serum levels of direct bilirubin and alkaline 

phosphatase on admission tended to be higher in group A than those in group B (P<0.10). Viral 

genotypes in both groups were found to be 1B with some mutations except for one case with 1A 

in group A.  

{ Discussions & conclusions:} These results suggest that clinical course of AHA might be milder 

in patients with HIV co-infection than that without it. For homosexuals, fecal-to-oral 

transmission during sexual behavior might play a key role as a route of infection. It is also 

suggested that other contaminated foods besides well-known seafoods such as oysters during 

winter season in Japan have to be sought for infectious sources, considering loss of seasonal 

changes of morbidity. }" "MINI-OUTBREAK OF ACUTE HEPATITIS A IN TOKYO AREA 

IN 1999"  
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{ Aim:} To study the possible routes of transmission in HBsAg positive patients and to describe 

reasons and symptoms that led them to approach an Outpatient Hepatology Clinic.  

{ Patients & methods:} A retrospective analysis of 535 patient files with chronic hepatitis B of 

our Outpatient Hepatology Clinic was conducted from January to April 2000. Every file was 

carefully analyzed with emphasis on possible hepatitis B virus (HBV) route of transmission as 

well as on description of reasons and symptoms that led those patients to visit our Outpatient 

Hepatology Clinic. Our Outpatient Clinic is the only referral Center in Northwestern Greece.  

{ Results:} Analysis of our files showed 535 patients (353 males / 182 females) with chronic 

HBV infection. For only 67 out of these 535 patients (12.5%) we could identify the probable 

route of transmission, which was: 40.3% vertical transmission (mother to child), 44.8% 

transfusion in the past, 12% sexual contact and 2.9% intravenous drug abuse. The reasons for 

making the diagnosis of chronic HBV infection and approaching the outpatient clinic were: 42% 

during blood bank test for blood donation, 32.5% for general symptoms of malaise, weakness 

and dull abdominal pain, 12.7% because of a first degree relative, 6.7% during regular check up 

and 6.1% during hospital admission for another reason.  

{ Conclusions:} Only a minority of HBsAg positive patients offer doctors the chance to identify 

probable route of transmission, while blood bank warning during blood donation and general 

vague symptoms seem to be the most usual causes of making the diagnosis of chronic HBV 

infection and approaching the hepatologist. }" "TRANSMISSION ROUTES OF HEPATITIS B 

VIRUS AND REASONS FOR INITIAL VISIT TO THE PHYCISIAN"  
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\i Ege University, Gastroenterology Department, Izmir, Turkey There is no evidence that the 

outcome of hepatitis B in the pregnant patient differs from that in non-pregnant women. In this 

report we described hepatitis B reactivation in 5 patients during pregnancy and remission after 

delivery. All patients had been followed up in hepatology clinic and been performed liver biopsy 

before pregnancy. During at least 1 year prior to pregnancy they had inactive CHB [antiHBe (+), 

HBV-DNA (-), normal serum alanine transaminase (ALT) level]. Histopathologic examination 

showed nonspesific changes.  

Results: Patients had reactivation of HBV infection between 2nd and 8th months of pregnancy. 

The laboratory results of the patients are summarized in the Table. 

\tx690\tx1395\tx2100\tx3015\tx4140\tx5145\tx6060\tx7080\tx8150\fs4 \ul \tab \tab \tab \tab Pts 

Age \ul Before pregnancy \ulnone \ul Pregnancy \ulnone ALT HBeAg HBV-DNA MaxALT 

HBeAg MaxHBV-DNA \tab \tab \tab E.A 37 27 (-) (-) 205 (+) 20 M.T 20 48 (-) (-) 223 (+) 2000 

G.Ç 25 19 (-) (-) 65 (-) 20 N.K 32 36 (-) (-) 60 (-) 475 G.G 32 19 (-) (-) 62 (-) 711 \tab \tab \tab 

ALT:U/L, HBV-DNA: Hibridization pg/ml Serum ALT levels decreased to normal range, and 

HBV-DNA became negative following delivery in 3 months in all patients, spontaneously.  

Conclusions: Inactive HBV infection may reactivate during pregnancy but remission occurs in a 

short time following delivery. The patients with HBV infection needs a close follow up during 

pregnancy even in the inactive period before pregnancy. }" "PREGNANCY AND 

REACTIVATION OF CHRONIC HEPATITIS B VIRUS INFECTION"  
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{ Background:} Occult HBV infection has frequently been identified in patients with HCV-

related chronic hepatitis. Considerable evidence suggests that this occult infection may 

contribute to chronic liver damage and the development of hepatocellular carcinoma.  

{ Aim:} To elucidate the hepatocarcinogenetic role of HBV-DNA for patients with HCVAb 

positive chronic liver disease, we detected HBV-DNA in the liver and serum of these patients 

using the real time detection PCR method (RTD-PCR) and revealed the nucleotide sequence of 

the X-pre-C region of intrahepatic HBV-DNA.  

{ Results:} Serum HBV-DNA was detected in 1 of 45(2.2%) HCVAb positive liver cirrhosis 

(LC) patients, 10 of 45(22.8%) HCVAb positive hepatocellular carcinoma (HCC) patients 

(P<0.01). Whereas serum HBcAb was detected in 22 of 45 LC patients, in 25 of 45 HCC 

patients. The levels of serum HBV-DNA were almost very low level (1.3x102-3.5x103 copy/ml). 

Two of 5 HCC patients were positive for intrahepatic HBV-DNA. Analysis of the nucleotide 

sequence of the X-pre-C region of HBV-DNA in the liver of HCC patients had similar mutation 

sites of 1677, 1679, 1709, 1753, 1762, and 1764. 

{ Conclusion:}  Occult HBV infection was more frequently observed in HCC patients than in LC 

patients. This occult HBV infection with mutation sites in X-preC region may have related to 

hepatocarcinogenesis in patients with HCVAb positive chronic liver disease }" "DETECTION 

OF HBV-DNA IN THE LIVER AND SERUM OF PATIENTS WITH HCVAB POSITIVE 

CHRONIC LIVER DISEASE"  
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{ Introduction:} In hepatitis B, cytotoxic T lymphocyte attacks core peptides as a main target 

against HBV, and plays a important role to the activity. Japanese and Chinese patients with 

chronic hepatitis B (Jap and Ch, respectively) were divided into two groups (high and low 

activity groups) according to level of sALT value. The comparison of HBV core region between 

both groups in Jap or Ch has been studied.  

{ Subjects and methods:} Patients were characterized of two groups, high activity group (HA) 

was over 100 IU/L of sALT at least once and low activity group (LA) always below 100 IU/L. In 

26 Jap and 17 Ch, viral DNA was extracted from 100 ul of serum and subjected to PCR with 

specific primers to HBV core region. PCR products in Jap and Ch were cloned and sequenced. 

Under the base of DNA sequence of HBV core in Jap and Ch, Computer analyses by using 

GENETYX MAC ver 9, including predictive epitopes of HBV core region, was performed in Jap 

and Ch.  

{ Results:} From HBV core DNA sequence data, the frequencies of deduced aa substitutions 

were significantly higher in Jap-LA than in Jap-HA and higher in Ch-HA than in Ch-LA. In 

predictive epitope analysis, according to aa substitutions, the frequencies of disappearance or/and 

appearance of epitope associated with HLA classII were also significantly higher in Jap-LA than 

in Jap-HA and with HLA class I and II were higher in Ch-HA than in Ch-LA.  

{ Conclusion:}Amino acid sequences in HBV core region may be responsible for activity in 

chronic hepatitis B. }" "THE COMPARISON OF HEPATITIS B VIRUS (HBV) CORE 

REGION RELATED TO THE ACTIVITY OF CHRONIC HEPATITIS B BETWEEN 

JAPANESE AND CHINESE PATIENTS"  
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Clinical peculiarities of the course of delta hepatitis have been analyzed in 94 HDVAb-positive 

patients placed in three groups: 1) ``true mixed hepatitis - cases of simultaneous replication of 

HBV and HDV viruses; 2) ``monoreplicative mixed - with replication of one of the two viruses; 

3) ``nonreplicative mixed - without any evidence of both HBV and HDV replication. Replication 

activity markers of HBV and HDV were correspondingly HBeAg, HBcAb IgM, HBV-DNA and 

HDV-RNA. True mixed hepatitis was found only in 8,1% of patients, whereas the incidence of 

HDV-monoreplicative cases was significantly higher - 64,9% (p<0,05). 29,7% of cases of 

chronic hepatitis delta belonged to the nonreplicative form. The results obtained from the 

comparison of biochemical changes and clinical findings allowed to diagnose moderate chronic 

hepatitis in 40% of monoreplicative mixed HBV-HDV infection and in 54,5% of nonreplicative 

mixed HBV-HDV infection (p>0,05), severe chronic hepatitis - in 40% and 9% (p<0,05) 

correspondingly, cirrhosis of the liver - in 20% and 27,3% (p>0,05). All cases of ``true mixed 

hepatitis corresponded to clinical and morphological symptoms of liver cirrhosis. Thus, it has 

been found that clinical and morphological changes in the liver of patients with chronic delta 

infection are greatly influenced by the interrelations between HBV and HDV replicative 

activities; cases with simultaneous virus replication usually take a more severe course than 

mono- and/or nonreplicative versions of the disease. }" "THE INFLUENCE OF 

INTERRELATIONS BETWEEN HBV AND HDV REPLICATIVE ACTIVITY OF ON 

CLINICAL COURSE OF A CHRONIC HEPATITIS DELTA"  
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{ Background:} Donor blood containing antibody to hepatitis B core antigen (anti-HBc) but 

lacking detectable hepatitis B surface antigen (HBsAg) and antibody (anti-HBs) might transmit 

type B hepatitis.  

{ Aim:} To evaluate the role of HBcAb in blood screening for HBV infection in Egyptian blood 

donor. { Subjects and Methods:} Serum samples were collected from 150 blood donors who 

tested negative for HBsAg, HBsAb, HCV-Ab and HIV. All sera were subjected to HBcAb 

detection by using ELISA method and ALT level by using the calorimetric method. Samples 

which proved to be positive for HBcAb were further subjected for the presence of HBV-DNA by 

PCR.  

{ Results:} Antibodies to hepatitis B core antigen (HBcAb) were detected in 20 out of 150 

(13.3%) samples tested negative for HBsAg. HBV-DNA was detected in only two (10%) out of 

20 HBcAb positive samples. 

{ Conclusion:}  Donor blood which is negative for HBsAg may be infectious for type B hepatitis 

if it possesses antibody to hepatitis B core antigen. It is recommended that the addition of this 

screening marker for routine use in blood banks may prevent the remaining cases of post-

transfusion hepatitis B that might be transmitted from blood units screened only for HBsAg. }" 

"EVALUATION OF HEPATITIS B CORE ANTIBODY IN BLOOD SCREENING FOR 

HEPATITIS B INFECTION"  
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Patients with HBeAg-negative and HBV DNA-positive chronic hepatitis B usually show a 

poorer response to interferon therapy than do those with HBeAg-positive form. The aim of the 

study was to evaluate the sustained response rate to interferon therapy in HBeAg-negative HBV 

DNA-positive chronic hepatitis B patients. Sixteen biopsy proven HBeAg-negative HBV DNA-

positive chronic hepatitis B patients (13 male, 3 female, mean age 45 years, range: 24-54) were 

included in the study. Patients received 6 million units interferon alpha three times a week for 6 

months. At the end of therapy, ALT levels were normalized and HBV DNA was undetectable in 

9 patients (56.2%). The sustained response to interferon therapy was observed and maintained in 

7 patients (43.7%) - mean follow-up: 12.6 months (range: 6-42 months). Relapse after an initial 

response was observed in 2 patients within 2 and three months after the end of treatment. In this 

study, the sustained response rate in HBeAg-negative, HBV DNA-positive chronic hepatitis B 

patients was found higher than has been reported previously and similar to the response rate in 

HBeAg-positive patients. }" "THE RESPONSE TO INTERFERON THERAPY IN HBEAG-

NEGATIVE HBV DNA-POSITIVE CHRONIC HEPATITIS B PATIENTS"  
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The goal of antiepileptic therapy (AEDs) is to provide the most effective seizure control with 

minimal side-effects.This is delicate for epileptics with liver disease, because of hepatotoxic 

potential of AEDs.  

{ Patients and methods:} A group of 17 children and adolescents aged 3.5-17.5 yrs (mean 14.8) 

with epilepsy and viral hepatitis was studied for AEDs management. Epilepsy duration before 

hepatitis ranged 2.4 to 11.6 yrs. Patients were treated with valproate(7), carmabazepine(6), 

phenytoin(2) and phenobarbital(2). Benzodiazepine was added in 6 patients. Seizure control was 

achieved in 12 children for 0.5 to 5 yrs. Acute viral hepatitis A(HAV) was diagnosed in 13 of 

them, till chronic hepatitis B (HBV) was discovered in 4 recipients of blood products.  

{ Results:} Because of hepatotoxic potential, conventional AEDs were withdrawn in 8 HAV 

patients soon after the diagnosis. In remaining 5 children, seizure aggravation or recurrences 

followed with marked elevation of serum ALT, AST, gama-GT levels, and decreased albumine 

levels discovered an oligosymptomatic HAV infection. After that, current AED therapy was 

stopped. One of the new AEDs known to be either non metabolized in the liver before renal 

excretion (vigabatrine, gabapentine) or relatively safe (lamotrigine, topiramate) was started. No 

favourable therapeutic response was noted in 3/13 patients. After the clinical and biochemical 

recovery (4 to 8 months) conventional AEDs were reintroduced in 9 HAV patients, with no 

hepatic side-effects. In a group of 4 HBV patients, valproate or carmabazepine, was substituted 

with gabapentine or vigabatrine. Seizure control was unfavourable in 3/4 HBV children with 

generalized epilepsy. 

{ Conclusion:}  Children and adolescents with epilepsy and chronic viral hepatitis are a 

challenge for developing the AEDs with both acceptable long-term hepatic safety profile and 

efficacy in control of various seizure types. }" "VIRAL HEPATITIS IN CHILDREN WITH 

EPILEPSY: A CHALLENGE FOR ANTIEPILEPTIC MANAGEMENT"  
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The response rate to alpha interferon (IFN) in anti-HBe positive chronic hepatitis B (CHB) 

patients is variable. We investigated the long term response rate with IFN-a therapy in anti-HBe- 

positive CHB patients and factors affecting the response.  

{ Methods:} Fifty nine consecutive anti-HBe positive CHB patients (16F, 43M, age 40±10) were 

treated with 9 or 10 MIU i.m. t.w. (30 patients (A) received 9 million units IFN-a 2a, 29 patients 

(B) received 10 MU IFN-a 2b) for 6 months. The end of therapy response (ETR) was defined by 

normal ALT and undetectable serum HBV-DNA at the end of treatment, sustained response (SR) 

by the same criteria during at least 12 month of post-treatment follow-up. We investigated the 

relationship between labarotory parameters (HBV-DNA, ALT, Knodells score), type of the 

interferon (a2a, a2b) and response to treatment (ETR and SR).  

{ Results:} ETR was 56.6% (17/30) in group A and 89% (26/29) in group B (p<0.05). At the 

median 23 months (12-36) of follow-up, 7 patients in group A (23%) and 11 in group B (38%) 

had SR (statistically NS). ALT levels in patients with SR (186±115) were statistically higher 

than nonresponsives (120+110) at the begining of therapy.  

{ Conclusions:} 1. Almost 1/3 of antiHBe(+) patients (18/59, %33) had SR to IFN-a treatment. 

2. SR rate is higher in patients with higher ALT levels at the begining of therapy. 3. ETR of IFN-

a 2b was significantly higher than that of IFN-a 2a. Although it was not statistically significant, 

SR seems to be higher with IFN-a 2b comparing to IFN-a 2a (%38 versus %23). }" "LONG 

TERM RESPONSE TO IFN ALPHA THERAPY IN ANTI-HBE-POSITIVE CHRONIC 

HEPATITIS B PATLENTS AND AFFECTLNG FACTORS"  
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{ Background / aims:} This study was conducted to determine the effect of novel long-term 

maintenance treatment with lamivudine in patients with chronic active viral hepatitis B by 

gradual lengthening the medication interval.  

{ Methods:} All patients were non-responder or relapsed or intolerable patients to previous 

interferon therapy. Patients were divided into drug-interval changing study group and daily 

continual medication control group. Drug-interval changing protocol was gradual lengthening 

the medication interval after conversion to undetectable HBV-DNA in serum and reduction of 

serum aminotransferase to normal level on monthly monitoring.  

{ Results:} Before treatment, 15 patients of drug-interval change group and 11 patients of daily 

medication group were similar in laboratory and pathologic findings. Mean follow up periods 

were 12.8 months and 11.4 months respectively. HBeAg seroconversion rate was higher in 

patients with drug-interval change group than those with daily medication group (53.3% vs. 

18.2%, p<0.05). Suppression rate of serum HBV-DNA to undetectable level was also better in 

drug-interval change group compared with daily medication group(86.7% vs. 40.0%, p<0.05). 

The odds of loss of HBeAg, development of anti-HBe, and suppression of HBV-DNA are about 

11 times, 7 times, and 8 times higher in drug-interval change group compared with daily 

medication group, respectively (p<0.05). 

{ Conclusion:} Drug-interval lengthening method was effective in long term suppression of viral 

replication with low cost. }" "NOVEL MAINTENANCE THERAPY WITH LAMIVUDINE IN 

PATIENTS WITH CHRONIC ACTIVE VIRAL HEPATITIS B"  
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{ Background:} Interferon alfa has been the effective treatment for patients with chronic 

hepatitis B. Forty percent of patients have an initial response, but the rest are non responsive. We 

examined the effect of oral lamivudine for patients non-responsive to interferon therapy. This is 

the first study of this kind reported from Iran.  

{ Methods:} We studied 23 patients non-responsive to?-interferon treatment, who had positive 

serum HBV DNA (qualitative PCR) levels, sustained increased Knodell liver activity score, or 

increased serum aminotransferases. These patients received lamivudine (100 mg orally per day) 

for six months. All patients were assessed at the weeks 2, 4, 8, 12, 18, and 24. At the end of six 

months, virological, biochemical, and histologic response were evaluated. After treatment was 

completed, patients were assigned to continue therapy for one year. This abstract refers to end of 

six-month results.  

{ Results:} Patients were 23 adults (22 men, 1 woman) with mean age 37.9. At completion of 

treatment, serum HBV DNA levels became undetectable in 67% of the patients. Histologic 

improvement was found in 10 out of 12 patients who underwent liver biopsy and no change was 

found in the other 2 patients. Mean concentration of Alanine aminotranferase (ALT) and 

Aspartate aminotranferase (AST) decreased from 79 and 57.9 to 35.2 and 26.5, respectively 

(p<0.05); ALT and AST levels decreased in 91% and 87% of patients, respectively. 

Discontinuation of therapy for adverse drug reactions was not found.  

{ Conclusions:} In patients with chronic hepatitis B who do not respond to treatment with 

interferon, therapy with lamivudine results in a high rate of virologic, biochemical, and 

histologic response. However, sustained response in the long run must be more clearly evaluated. 

}" "LAMIVUDINE FOR THE TREATMENT OF CHRONIC HEPATITIS B NON-

RESPONSIVE TO INTERFERON ALFA"  
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Prognosis of decompensated cirrhosis due to chronic hepatitis B (HBV) infection is poor. 

Treatment with interferon in these patients is associated with severe side effects. Lamivudine 

(LAM) is a new therapeutic approach for patients with HBV infection. Treatment with LAM 

results in normalization of transaminase in most cases and significant reduction of HBV 

DNA.Experience of its use in patients with end-stage liver disease due to chronic HBV infection 

is limited.AIM:to evaluate the effectiveness and safety of LAM treatment in patients with 

decompensated cirrhosis due to HBeAg-ve/HBV DNA+ve chronic hepatitis.  

{ Patients and methods:} Between March 1999 and March 2000 15 consecutive patients were 

enrolled in the study. All the patients met the following criteria: 1)HBeAg-ve, 2)HBV 

DNA+ve(competitive PCR), 3)abnormal transaminase on at least two occasions and 4)Child-

Puge score>7. All the patients were treated with LAM 100mg/day. Eleven were men and 4 

women, aged 50-74(median=63). At baseline the mean ALT was 90,6±60U/L and the mean AST 

111±63U/L. The mean bilirubin was 3,5±2mg/dl and the mean albumin 3±0,6g/L. At baseline 9 

patients had ascites and 3 encethalopathy. Three patients had a history of variceal bleeds. One 

patient was HCV RNA+ve. None had co-infection with HIV and hepatitis D virus.  

{ Results:} Two patients with Child-Puge class C cirrhosis died within six months of starting 

LAM.The cause of death was liver failure in both cases. The remaining 13 patients were 

followed for a mean 6,1±3,1 months and all but 2 had normal transaminase at last visit. The 

mean Child-Puge score at baseline was 10,1±0,7 and at last visit 7,9±0,8 (p=0,01).A decrease in 

score>3 was observed in 3/13 patients. One of the three patients became HBV DNA-

ve(<400copies/ml) one year after starting treatment. None of the patients bled from esophageal 

varices during treatment period. One patient developed a biochemical breakthrough 9 month into 

treatment without deterioration of liver function. None of the patients developed significant 

adverse events and LAM was well tolerated by all patients. 

{ Conclusion:}  Our longitudinally collected data suggest that LAM therapy in patients with 

decompensated liver disease due to HBeAg-ve/HBV DNA+ve chronic HBV infection is 

associated with improvement of liver function as assessed by Child-Puge score. }" 
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{ Objectives:} The efficacy of Lamivudine alone and in combination with interferon was studied 

in patients with chronic hepatitis B who had previously failed to respond to interferon therapy 

alone.  

{ Methods:} Forty three patients were randomly divided into two groups. In group I, twenty five 

patients received Lamivudine 100mg daily for nine months. In group II, eighteen patients 

received 100 mg Lamivudine daily for nine months, in addition to interferon {\f1 a}{\dn6 2} A 

5-10\'d710{\up6 6} U three times a week subcutaneously for six months.  

{ Results:} In group I, thirteen of twenty five patients (52%) had sustained negative viral DNA 

(P = 0.0003) and eight of eleven HBeAg positive patients seroconverted (P = 0.008). One patient 

lost HBsAg. Mean AST value of 61.2 ± 58.95 U/L before treatment decreased to 26.92 ± 11.72 

U/L after treatment (P = 0.01) and the mean ALT value of 84.44 ± 85.17 U/L before treatment 

decreased to 31.20 ± 17.61 U/L after treatment (P = 0.006). HAI (modified Knodle scoring) 

value of 13.62 ± 19.73 before treatment dropped to 8.15 ± 3.29.In group II, eight of eighteen 

patients (44.4%) had sustained negative viral DNA (P = 0.008). Three of eight HBeAg positive 

patients seroconverted (P = 0.62). One patient lost HBsAg. Mean AST value of 67.29 ± 53.07 

U/L before treatment dropped to 26.88 ± 15.85 U/L (P=0.008). The mean ALT value of 98.2 ± 

75.92 U/L before treatment dropped to 28.06 ± 21.53 U/L after treatment. HAI value of 8.00 ± 

3.63 increased to 8.45 ± 3.17. 

{ Conclusion:}  It is concluded that Lamivudine alone has a better seroconversion rate, viral 

DNA clearance and histological improvement as well as lower adverse effects than combination 

therapy with interferon. It is suggested that chronic hepatitis B not responsive to interferon 

should be treated with Lamivudine alone. Adverse effects were more prevalent in group II. }" 
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Lamivudine is a nucleocide analogue with potent antiviral effect. There are no treatment options 

for patients with HBV cirrhosis besides liver transplantation. The aim of the study is to evaluate 

the effect of lamivudine treatment in cirrhotic patients waiting for liver transplantation. Twenty 

three cirrhotic patients were treated with lamivudine 100 mg/day, 19 male and 4 female, mean 

age 54.7 ± 6.7 years (16-70) with a follow up period 6 to 26 months. Nine had Child-Pugh class 

A, nine had class B and five patients had Child-Pugh class C liver disease. Two patients 

underwent liver transplantation, one of them died postransplantation and three patients died after 

12 months of treatment. After 6 months of treatment there was an improvement of liver function 

in the majority of patients. Six patients decreased Child-Pughs score and 4 out of 6 changed over 

a better Child-Pughs grade of liver function. 
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{ Conclusions:} The results of this study show that the treatment of patients with HBV cirrhosis 

with lamivudine is effective and results in improvement of liver function and finally reverse of 

the Child-Pugh status. }" "LAMIVUDINE TREATMENT IN PATIENTS WITH HBV 

CIRRHOSIS"  
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{ Background:} The antiHBe positive form is currently the prevalent type of chronic hepatitis B 

in Turkey. Mutations in the core gene may lead to an immune escape due to a T cell receptor 

antagonism. This study was aimed to assess the efficacy and safety of interferona2b (IFNa2b) 

and thymosina1 (Ta1) combination in the treatment of naive chronic hepatitis B patients with 

antiHBe antibody.  

{ Methods:} 21 patients were enrolled to the study. All of the patients were documented to have 

antiHBe positive chronic active hepatitis B but not to have cirrhosis by histological, serological 

and biochemical studies. Patients received a combination a 26 week course of Ta1 1.6 mg sc 

twice a week and IFNa2b 10 mu sc three times a week, then They went on to receive only 

IFNa2b at the same dose for another 26 weeks. After 26 weeks of follow-up period and at the 

end of 78 weeks totally, all of the patients were re-evaluated by liver biopsy in addition to 

serology and biochemistry which were also determined monthly during the treatment and follow 

up periods.  

{ Results:} Eighteen (87.7%) of 21 patients responded by losing serum HBV DNA and 

normalizing alanine aminotransferase values at the end of the 52 week treatment. Sixteen 

(76.2%) of them as sustained responders also kept these values at the end of following period of 

26 weeks. There were two nonresponders, two relaps and one break through. Significant 

improvements in the Knodell histological activity index were observed in the responders. No 

more adverse effects were noted than those seen with IFN monotherapy. 

{ Conclusion:}  Combination IFNa2b and thymosina1 treatment may provide a safe and 

potentially effective therapeutic approach even in antiHBe antibody positive chronic hepatitis B. 

Patients are on the follow-up program and being checked monthly for reactivation by ALT levels 

and HBV-DNA to obtain long term results. }" "COMBINATION OF THYMOSIN-ALPHA1 

AND INTERFERON-ALPHA2B IN THE TREATMENT OF ANTIHBE POSITIVE CHRONIC 

HEPATITIS B; PREVALENT TYPE IN TURKEY"  
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Known hepatitis viruses (A to G) occupy a very small portion of virus-associated aplastic anemia 

(AA). Hepatitis B virus (HBV) has been rarely associated with AA. The effect of antiviral 

treatment on the course of HBV-associated AA is not known. We herein report a case of HBV-

associated AA successfully treated with lamivudine (lam). A 21 year old male patient with 

severe AA was admitted to our hospital. At the time of diagnosis, viral serology revealed 

presence of ongoing HBV infection [HBs Ag (+), HBe Ag (-), HBe Ab (+), anti HBc IgG (+), 

anti HBc IgM (-), anti-delta (-)] with normal liver enzymes and undetectable HBV DNA by a 

hybridisation assay. Serology of other viruses were negative. A partial but transient response was 

obtained within 3 months by an immunosuppresive treatment consisting of methyl-prednisolone, 

anti-thymocyte globulin and cyclosporin. One month after cessation of a 8-month cylosporin 

treatment, he developed severe pancytopenia with elevated liver enzymes (ALT:504 U/L) and 

detectable HBV DNA (596 pg/ml) without evidence of other viral causes. Lam, 150-mg/qd, was 

started without immunosupressive treatment. Liver enzymes and pancytopenia gradually 

improved. At 6th month of lam treatment, serum transaminase levels were within normal range, 

HBV-DNA was undetectable and whole blood count was normal except moderate 

thrombocytopenia. After 20 months of lam therapy, HBsAg was lost from sera with concomitant 

development of HBsAb. Lam was continued for an additional 3 months at which time HBsAg 

and HBV DNA (PCR) negativity were documented on three occasions. 6 months after cessation 

of lam, HBsAb was still positive, and whole blood count was completely normal.In conclusion, 

HBV associated aplastic anemia can enter remission after viral clearence by lam treatment. This 

beneficial effect, for the first time, also provides indirect evidence of a causal link between HBV 

infection and AA. }" "REMISSION OF SEVERE APLASTIC ANAEMIA ASSOCIATED 

WITH HEPATITIS B VIRUS INFECTION AFTER VIRAL CLEARANCE BY LAMIVUDINE 
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Poor immune response against Hepatitis B Virus (HBV) in chronic hemodialysis patients causes 

difficulties both in the natural course of the disease and in immunization. It is reported that zinc 

deficiency seen in uremia plays a role in this defective immunity and that with zinc 

supplementation immune response can be stimulated. In this randomised prospective study we 

evaluated whether antibody response by immunization against HBV can be stimulated by zinc 

supplementation in hemodialysis patients. 24 uremic patients who did not respond against 

complete HBV immunization scheme were included in the study. 14 patients were given 220 mg 

of ZnSO4 daily (=50 mg zinc) starting 8 weeks before revaccination (study group), and 10 

patients were revaccinated without zinc supplementation (control group). The same vaccine and 

the same vaccination program is given to both groups. There were no significant difference 

between the two groups in the aspects of age, serum zinc levels, predialysis urea levels and total 

IgG levels. Pretreatment serum zinc levels in all patients were below normal when compared to 

healthy controls (Normal: 117 \'b5g/dl). Serum zinc levels after the treatment were 86 \'b5g/dl 

and 67.9 \'b5g/dl in the study and control groups, respectively (p<0.05). Revaccination created 

adequate antibody response in 5 and 2 patients in the study and control groups, respectively (p > 

0.05). There were no differences in the two groups in the aspects of total WBC, lymphocyte 

count and Ig levels.. In conclusion, we observed that zinc supplementation, in chronic 

hemodialysis patients with no antibody response against hepatitis B vaccination, does not effect 

antibody response when these patients are revaccinated. Inadequate elevation of zinc levels in 

serum and lymphocytes after zinc supplementation or immune deficiencies that are zinc 

independent may have a role in the inadequate antibody response. }" "HEPATITIS B 

IMMUNIZATION IN CHRONIC HEMODIALYSIS PATIENTS AND THE EFFECT OF ZINC 

SUPPLEMENTATION ON ANTIBODY RESPONSE"  
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{ Background/Aims:} The route of hepatitis C virus (HCV) infection other than blood 

transfusion and drug addiction is largely unknown in communities. A case-control study was 

conducted to evaluate risk factors for HCV infection in Japan.  

{ Methods:} A total of 900 consecutive patients with HCV-related chronic liver diseases and 900 

sex and age-matched anti-HCV negative controls were enrolled in this study. A questionare 

covering the history of blood transfusion, surgery, intravenous drug abuse, tattoring, 

acupuncture, intravenous injection with nondisposable syringe for common cold and arthralgia, 

intramuscular injection with nondisposable syringe in childhood and folk remedies was 

conducted among patients and control subjects. The adjusted odds ratios (ORs) and 95% 

confidence intervals (CIs) linking HCV infection and risk factors were estimated by univariate 

and multivariate analyses using conditional logistic regression.  

{ Results:} The univariate analysis demonstrated that the six variables excluding intramuscular 

injection and folk remedies were associated with HCV injection. In the final multivariate 

analysis, drug abuse (OR, 55.1; 95%CI, 9.3-417.4), blood transfusion (15.7; 11.3-21.8), and 

intravenous injection (8.4; 6.6-10.7) were independently predictive of HCV infection. 

{ Conclusion:}  This case-control study suggest that previous intravenous injection with 

undisposable syringe is an important risk factor for community-acquired HCV infection in Japan. 
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{ Background:} It has been reported that the patients with chronic hepatitis C (HCV) infection 

are more likely to be diabetic compared to those with chronic liver disease of other etiologies. 

However, others reported negative association between HCV infection and diabetes.  

{ Aims:} To establish a potential relationship between chronic HCV infection and diabetes in 

Korean patients Methods: We performed a prospective analysis of 404 patients with chronic viral 

hepatitis or liver cirrhosis who visited our hospital and analyzed whether age, sex, body mass 

index, hepatitis B virus (HBV) infection, HCV infection and cirrhosis were associated with 

diabetes. We also enrolled 627 diabetic patients attending our clinic and the seroprevalence of 

HBV surface antigen (HBsAg) and anti-HCV antibody was tested.  

{ Results:} Diabetes was observed more frequently in the individuals with HCV infected chronic 

liver disease (24.0%) than in those with HBV infected (10.4%) (p<0.05). Univariate analyses 

revealed that age, alcohol consumption and HCV infection were significant independent 

predictors for diabetes. The prevalence of diabetes was 3.2% in the patients under the age of 40, 

17.4% in those with the age of 41-60 and 26.9% in those over the age of 61. The mean age in the 

patients with HCV infected chronic liver disease was higher than that in HBV infected (56±16 vs 

44±13, p<0.05). The prevalence of diabetes in HCV infected group was higher than that in HBV 

infected group in the age of 41-60 (p<0.05). In diabetic group, the seroprevalence of HBsAg was 

4.5% which is similar to that of general population (4-7%). However, the seroprevalence of anti-

HCV antibody was 2.1% which seemse to be slightly higher than that is known in Korean 

population (~1.6%). Several physical and laboratory characteristics between HBsAg positive and 

anti-HCV antibody positive diabetics were similar.  

{ Conclusions:} Our study demonstrates an association between diabetes and chronic HCV 

infection in Korean patients. The prevalence of diabetes in the patients with HCV infected 

chronic liver disease is higher than that in those with HBV infected. Age and alcohol 

consumption are another risk factors for diabetes in the patients with chronic liver disease. }" 
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Chronic hepatitis C virus carriers may have no symptoms or signs of liver disease despite 

detectable viremia and histological hepatitis. The aim of this study was to evaluate the 

prevalence of HCV-RNA in saliva and semen, taken from symptom-free HCV carriers, to 

establish whether viral load or pathological severity exert any influence on the detectability of 

HCV-RNA in saliva or semen. Moreover, partners of HCV-infected individuals who had HCV-

RNA in saliva and semen will be evaluated for HCV-infection. Matched sera, saliva and semen 

(from 13 males) samples, from 25 individuals with persistent (>6 months) anti-HCV positivity, 

were examined for HCV-RNA by reverse-transcription polymerase chain reaction (RT-PCR). 

Viral titer was quantitated in the serum of viremic individuals by using branched DNA signal 

amplification. Also, liver biopsy specimens were taken from viremic patients. Ten sexual 

partners (6 females and 4 males) were screened for anti-HCV antibodies over a period of 10 

months. Out of the 25 studied individuals 20 had HCV-RNA in their sera. Of the 20 viremic 

subjects HCV-RNA was detected in saliva and semen in 11 (55%) and 2 (15.38%) subjects 

respectively. Viral titer was significantly higher in individuals with HCV-RNA in saliva and 

semen than in those without (13.6 ± 4.21 \'d7 10{\up6 5} eq/ml versus 3.6 ± 0.75 10{\up6 5} 

eq/ml and 15.685 ± 4.8 10{\up6 5} eq/ml versus 8.275 ± 2.73 \'d7 10{\up6 5} eq/ml). HCV-

RNA positivity in the sera, saliva and semen were unrelated to hepatitis activity index score or 

transaminase levels. Anti-HCV was positive in one of six sexual partners of subjects with HCV-

RNA in saliva and in 1/4 of those without (P = Ns). Anti- HCV was not detected in sexual 

partners of the two subjects with HCV-RNA in their semen. In conclusion, the degree of viral 

load in serum is directly related to the viral expression in saliva and semen. Extra precautions 

should probably be exercised with those patients. }" "HEPATITIS-C VIRAL EXPRESSION IN 

SALIVA AND SEMEN IN RELATION TO VIRAL LOAD IN SERUM"  
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Abnormal liver function tests are frequently observed in patients with diabetes mellitus (DM). 

There is also a known association between cirrhosis and impaired glucose tolerance (70%) and 

DM. Hyperinsulinemia, insulin resistance, reduced hepatic uptake of glucose, disorders of 

pancreas and underlying autoimmune processes, contribute to the development of DM. 

According to the recent evidences, prevalance of DM is found to be 18.7-50% among patients 

with hepatitis C virus (HCV) infection. Additionally, recent studies of patients with DM have 

suggested a possible association between DM and development of HCV infection. In this study, 

we investigated the frequency of HCV infection in 114 patients with type II DM, using HCV 

antibodies (Abbott Laboratories). The mean ages of the 114 patients with DM (68 F, 46 M) were 

53.7 years. Duration of DM was 11.6 years. Seventy-seven percent of the patients was being 

treated with oral antidiabetic drugs and 23 % with insulin at the time of anti-HCV testing. The 

frequency of HCV infection in our 114 patients was 1.8% (2 cases). According to various 

studies, the prevalance of HCV infection in DM is 7.9-11.5%. Increased prevalance of HCV 

infection in DM is attributed to the frequent admissions of diabetics to the health services, 

predisposition to viral infections because of impaired immune system and its diabetogenic viral 

activity. The frequency of anti-HCV we have found among our diabetic patients (1.8%) was 

similar to the prevalance in the normal population (0.3-1.8%). We conclude that DM is not a risk 

factor for HCV infection, and further studies to confirm this relationship and to elucidate the 

underlying mechanisms are needed. }" "IS TYPE II DIABETES MELLITUS A RISK FACTOR 

FOR HEPATITIS C VIRUS INFECTION?"  
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We previously documented that patients with HCV-related chronic hepatitis (CH) normally 

consumed alcoholic beverages also during interferon (IFN) therapy. This significantly affected 

the response to IFN. On the basis of this experience, we more accurately focused our attention on 

alcohol use in patients treated with IFN for biopsy-proven HCV-related CH (57 patients, 

M/F=43/14, median age 47 years, range 26-65). 38/57 (67%) normally used alcohol at the 

moment of enrolment into the study, with a median intake of 60 g/daily of pure ethanol (range 

15-135). During the treatment, only 6/38 (16%) continued alcohol intake. The number of 

``responders to IFN at one year of treatment, was of 13 patients in the group of abstainers (68%), 

18 patients (47%) in the group which stopped alcohol use at the diagnosis of CH, and 2 patients 

from those who continued alcohol consumption during the therapy (33%). Table compares data 

obtained on patients enrolled in the 1997 with actual data, both in basal conditions and during 

IFN treatment. \tx1860\tx3255\tx4155\tx8150\fs4 \ul \tab \tab \tab \tab 1997 1999 \tab \tab \tab 

Before treatment 94/138 (68%) 38/57 (67%) During the treatment 60/94 (64%) 6/38 (16%)* \tab 

\tab \tab *p<0.01 Data confirm that ethanol is still regularly consumed by the majority of 

subjects with HCV-related chronic liver disease, further suggesting an insufficient attention on 

alcohol use in these patients, even if it is abundantly known that ethanol affects the progression 

of liver damage. However, by comparing actual data with those of the past study, the number of 

subjects who drank before the diagnosis of liver disease was similar, but, a more greater people 

stopped ethanol intake during IFN therapy. This indicated that when we put attention and we 

correctly inform patients, they stop alcohol use, and this, in turn, ameliorates the response to IFN 

treatment. }" "THE EFFICACY OF A CORRECT MESSAGE ON ALCOHOL USE DURING 

INTERFERON THERAPY IN PATIENTS WITH HCV-RELATED CHRONIC LIVER 

DISEASE"  
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Hepatitis C virus (HCV) infection is one of the most important diseases with high chronicity rate 

(50-80%). Interferon alfa-2b (IFN{\f1 a} 2b), the currently available therapy for chronic HCV 

infection, usually results in an initial response in about a half of patients. Several parameters 

have been suggested as predictive indices of response to Interferon (IFN) therapy in patients with 

HCV-related chronic hepatitis (CH). However, it is impossible at present to predict which 

patients will experience a relapse after having normalization of serum ALT. This work was 

conducted to study the significance of estimation of serum {\f1 a}GST as a marker of 

hepatocellular damage as well as in predicting the outcome of interferon alpha therapy in patients 

with chronic hepatitis C virus infection. 50 patients with biopsy-proven chronic HCV infection 

were treated with IFN (3 MU/ 3times weekly for 6 months). Serum {\f1 a} GST was determined 

(ELISA), in basal condition, 1, 6 and 12 months after IFN therapy, in HCV chronic patients and 

15 apparently healthy subjects as a reference group. Response to interferon was determined 

virologically (negative serum HCV-RNA) and biochemically (normal alanine 

transaminase,ALT). {\f1 a} GST showed significant elevation, in basal condition, in chronic 

HCV patients compared to the reference group with direct correlation with ALT indicating a 

comparable sensitivity in the assessment of hepatocelluar damage. Relapsers showed higher 

basal (pre-interferon) level of {\f1 a}GST with persistence of this rise even after normalization 

of ALT. In conclusion, {\f1 a}-GST appears to be a very stable serum marker of hepatocelluar 

damage similar to conventional liver biochemistry in the evaluation of chronic HCV infection. In 

addition,patients with chronic HCV who have high and persistently altered levels of plasma {\f1 

a} GST (before and during INF therapy) will be relapsers or non-responders. }" "ALPHA-

GLUTATHIONE TRANSFERASE AS A PREDICTIVE INDEX OF RESPONSE TO 

INTERFERON THERAPY IN HCV-RELATED CHRONIC HEPATITIS"  
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The only means of diagnosing cirrhosis with certainty is to perform liver histology. However, 

among the non invasive markers available, thrombopenia constitutes one of the most relevant 

indirect parameters.  

{ The Aim of this study} was to assess the histological characteristics of patients chronically 

infected with hepatitis C virus with moderate thrombopenia (less than 20% of the normal value) 

but no signs of portal hypertension or hepatocellular failure.  

{ Methods:} Between January 1998 and April 2000, 110 patients with chronic hepatitis C (ALT 

> N, HCV RNA positive, HBs Ag negative, without prior IFN treatment) had a liver biopsy. 

Ninety of the patients had no clinical symptoms, biological disorders, ultrasonographic or 

endoscopic characteristics indicative of portal hypertension or hepatocellular failure. Isolated 

moderate thrombopenia (112-134 G/L, N > 140 G/L) was observed in 14 of the 110 patients. All 

the liver biopsies were analyzed by a single operator and the results were expressed in terms of 

the METAVIR score. The epidemiological, virological (HCV-genotype, HCV-RNA level) and 

histological parameters were compared between the two groups of patients. A logistic regression 

model was used to study the effects of the revelant univariate variables.  

{ Results:} 13 out of the 14 patients with thrombopenia had septal fibrosis with cirrhosis (F4), 

and one had only fibrosis (F3). Among the 90 patients with no thrombopenia, one had a F4 score, 

and the others were classified between F0 and F3 score (PPV = 93%, NPV = 99%). This 

distribution differed significantly between the two groups of patients (p < 0.001). The 14 patients 

with thrombopenia were older than the other patients (49 ± 13 vs 39 ± 10, p < 0.001). In the 

univariate analysis, the risk of thrombopenia was associated with 4 parameters: contamination by 

blood transfusion (p < 0.001) and patients age more than 40 years (p < 0.001), elevated 

ferritinemia (p = 0.008), and elevated histological activity (p = 0.02). In the logistic regression 

model, contamination by blood transfusion (p = 0.007), hyperferritinemia (p = 0.03) and alcohol 

consumption [p = 0.03, (p = 0.1 in univariate analysis)] were found to be significant factors.  

{ Conclusions:} In patients with chronic hepatitis C, isolated moderate thrombopenia constitutes: 

1) a good marker of hepatic fibrosis. 2) an excellent predictive non invasive marker of cirrhosis 



in the absence of clinical, biological, endoscopic or ultrasonographic signs of portal hypertension 

or hepatocellular failure. }" "RELEVANCE OF MODERATE ISOLATED THROMBOPENIA 

AS A STRONG PREDICTIVE MARKER OF CIRRHOSIS IN PATIENT WITH CHRONIC 
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{ Aim:} to study peripheral blood granulocytes and lymphocytes apoptosis in CVH B and C 

patients.  

{ Patients and methods:} Lymphocytes and granulocytes were isolated from peripheral blood of 

34 CVH patients (12 CVH B, 22 CVH C) and 15 healthy donors. Flow cytofluorimetry was used 

to identify cells in apoptosis immediately after isolation and after incubation during 24 hours in 

culture medium. ELISA was used to measure serum TNF-a concentration.  

Results. In CVH patients the relative number of lymphocytes in apoptosis was significantly 

higher in comparison with control group both before (7,7±1,3 vs 1,2±0,2; p<,05) and after 

incubation (15,4±2,4 vs 3,6±0,7; p<0,05). The similar results were demonstrated for 

granulocytes (15,3±1,8 vs 9,2±1,6 and 36,4±3,4 vs 22,0±3,0 respectively; p<0,05). We observed 

the correlation of lymphocytes and granulocytes apoptosis with serum TNF-a concentration 

(p<0,001 and p=0,004 respectively). 

{ Conclusion:}  1) CVH B and C patients are characterized by enchanced apoptosis of peripheral 

blood lymphocytes and granulocytes. 2) Correlation between leucocytes apoptosis and serum 

TNF-a concentration may be considered as an evidence of systemic inflammatory response 

syndrome in CVH. }" "ENHANCED APOPTOSIS OF PERIPHERAL BLOOD LEUCOCYTES 

IN CHRONIC VIRAL HEPATITIS (CVH)"  
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{ Aim:} to investigate the antigen CD 95 (FAS/APO-1) expression on the peripheral blood 

monocytes; to evaluate the role of cytokines in induction of apoptosis in CVH C.  

{ Materials and methods:} 20 pts with CVH C were inspected. The expression of antigen CD 95 

on the peripheral blood monocytes was estimated using monoclonal antibodies CD 95-R-PRE 

and CD-14-FITS, by the flowing cytoflurormetria (Catlag, USA). Method ELISA (``R&D 

Systems Europe, USA) was applied to assess the level of tumor necrosis factor alfa (TNF-alfa) in 

serum.  

{ Results:} coexpression of CD 14+ and CD 95 + was detected in 61% of the peripheral blood 

monocytes. The increased level of TNF-alfa (73,3±5,7 pg/ml) was found in serum of all pts. 

{ Conclusion:}  There is the increased expression of FAS-receptor (which mediates the process 

of apoptosis) in blood monocytes of pts with CVH C. These results correlate with high 

concentration TNF-alfa in serum of such pts (r=0,04, p<0,05). }" "THE APOPTOTIC 

MARKERS EXPRESSION ON THE PERIPHERAL BLOOD MONOCYTES IN PATIENTS 

WITH CHRONIC VIRAL HEPATITIS C(CVH C)"  
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{ Aim:} to study the proinflammatory cytokines content in serum of pts with CVH C before and 

after the 12-week - administration of Interferon-alfa (Intron A).  

{ Materials and methods:} 15 pts with CVH C, 17-42 y.o., were involved into the study. 10 

healthy donors served as controls. The concentrations of interleukin - 1 beta (IL-1 beta), IL-6 and 

tumor necrosis factor alfa (TNF-alfa) in serum of pts were measured using method ELISA 

(``R&D Systems, USA), before and after the 12-week - administration of interferon-alfa.  

{ Results:} The initial levels of IL-1beta, IL-6, TNF-alfa were found to be increased in 8 (53%), 

9 (60%) and 10 (63%) pts correspondently. The mean concentration of TNF-alfa exceeded that 

in controls trustworthy (p<0,05). 5 pts were excluded from the study for different reasons. In 

remaining 10 pts the normalization of ALT, AST- activity and elimination of HCV-RNA were 

observed after the 12-week - treatment. At the same time, the levels of IL-1 beta and TNF-alfa in 

serum had decreased significantly, but remained higher than those in controls. In contrast, the 

concentration of IL-6 tended to be higher after the course of treatment; the mean concentration of 

IL-6 exceeded that in controls trustyworthy (p<0,05). 

{ Conclusion:}  There is the increased content of proinflammatory cytokines (IL-1 beta, IL-6, 

TNF-alfa) in serum of pts with CVH C. The levels of IL-1 beta and TNF-alfa become lower 

during the effective therapy with interferon-alfa, while the level of IL-6 tends to be higher. The 

latter, probably, designates the dual role of IL-6 in inflammation. }" "THE DYNAMICS OF 

PROINFLAMMATORY CYTOKINES LEVELS IN SERUM OF PATIENTS WITH 

CHRONIC VIRAL HEPATITIS C (CVH C) IN THE COURSE OF TREATMENT WITH 

INTERFERON-ALFA"  
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The expression of p53 is believed to function as tumor suppressor. Mutated p53 acts as a 

dominant oncogene and mutation and deletion in the p53 gene are described in a large number of 

patients with hepatocellular carcinoma (HCC). It has been demonstrated that HCV core regulates 

trancriptionally cellular genes, as well as cell growth and apoptosis. No data are present, at the 

moment, about a possible relationship between foods intake and liver damage in humans. In this 

study we evaluated p53 expression on the liver samples and dietary intake derived from 25 

patients (12 males and 13 females, aged between 13 and 61 years, median age 47 years) with a 

biopsy-proven HCV-related chronic hepatitis and their alimentary intake. For the quantitative 

determination of p53 protein in cellular extracts we used an immunoluminometric assay (LIA-

mat p53 by AB Sangtec Medical, Bromma, Sweden). Liver samples were frozen in liquid 

nitrogen, homogenized in a microdismembrator and suspended in citosol buffer prior the 

determination. The luminescence was measured in the photoluminometer of a luminometer at 

425 nm for 15 sec. using LIA-mat Light Check method. For positive samples a cut-off of 0.69 

mg/mg of total proteins was utilized. For the determination of daily dietary intake we used a 

computerized questionnaire (Winfood by Microsoft).  

Results: p53 was overexpressed in 5/25 (20%), which were apparently similar for clinical and 

biochemical data to those p53 negative. However, liver histology documented the presence of 

cirrhosis in 2/5 p53 positive patients. Table reports the analysis of alimentary history (g/day) in 

relationship to p53 expression. \tx2175\tx3480\tx4470\tx8150\fs4 \ul \tab \tab \tab \tab p53 

positive p53 negative \tab \tab \tab Kcal/die 2058 ± 298 2403 ± 976 Monounsatured fatty ac. 

40,3 ± 6 52,6 ± 26,8* Vit. A (µg/die) 522,4 ± 28,4 661,6 ± 27,64 Vit. C (mg/die) 51,08 ± 14 87,2 

± 35,9* Riboflavin (mg/die) 2,3 ± 1,6 17,5 ± 62,5* \tab \tab \tab *P<0.05. Other nutrients were 

similarly used in both groups. Data indicate that a significant difference exists between p53 

positive and negative patients for the intake of some nutrients, all considered capable of 

influence, in animals, the type and the progression of liver damage. }" "DIETARY INTAKE 

AND P53 EXPRESSION IN LIVER SAMPLES OF PATIENTS WITH HCV-RELATED 

CHRONIC HEPATITIS"  
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Aims. Several cases of intravenous drug abusers have been reported in which acquired, 

generalized osteosclerosis ocurred that was not ude to any of the known causes of acquired 

osteosclerosis. These individuals suffer from Hepatitis C. Therefore, we tried to show the value 

of biochemical markers in the assessment of Hepatitis C-induced osteosclerosis and to 

demonstrate if this association is more than a coincidence.  

{ Methods:} 70 patients who had positive HCV serology were enrolled in this study. 36 patients 

were men and 34 were women. Average age was 56,4(13,2) year-old. We assessed transaminase 

levels, PTH levels, Osteocalcin levels, Deoxypyridinoline levels and Creatinine-adjusted 

Deoxypyridinoline levels. 

Results: Mean PTH levels were 66,88(31) pg/ml, mean Osteocalcin levels were 4,3(2,9) ng/ml, 

mean Deoxypyridinoline 89,1(53,9) nM, mean Creatinine-adjusted Deoxypyridinoline 8,3(4,7) 

nM/micrograms, mean ALT 67,5(52,9) UI/ml, mean AST 87,1(71,7) UI/ml. There were not any 

correlation between serum transaminase levels and any bone metabolism biochemical marker 

except, in women under 50 years-old there was a negative correlation between serum 

transaminases and PTH (r = - 0.8). In this age group, mean PTH levels were 81.5(33.7) pg/ml, 

mean Osteocalcin 4,3(4,4) ng/ml, mean D-Pyridinoline 50,7(25,7) nM, mean Creatinine-adjusted 

Deoxypyridinoline 7,1(1,54) nM/micrograms. In women over 50 years-old, mean PTH levels 

were 68,1(20,7) pg/ml, mean Osteocalcin was 4,7(3,3) ng/ml, mean Deoxypyridinoline 

85,6(40,8) nM, Creatinine-adjusted Deoxypyridinoline was 11,3(6,9) nM/micrograms. In the 

male group, mean PTH levels were 61,2(35) pg/ml, mean Osteocalcin 4(2,2) ng/ml, mean D-

Pyridinoline 103,3(62,7) nM, mean Creatinine-adjusted Deoxypyridinoline 6,8(2,4) 

nM/micrograms. In terms os age, PTH, Osteocalcin, Creatinine-adjusted Deoxypyridinoline, D-

Pyridinoline, AST and ALT, there were not any differences between both sexes. 

Conclusions: Serum and urinary bone metabolism biochemical markers were within normal 

values, except for women over 50 years-old, whose Creatinine-adjusted Deoxypyridinoline were 

above normal. In women under 50 years-old, there was an inverse relationship between serum 

transaminases and PTH. This may suggest that chronic hepatitis C inhibit PTH secretion in this 

age group. }" "BONE METABOLISM BIOCHEMICAL MARKERS IN CHRONIC 

HEPATITIS C PATIENTS"  
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The clinical usefulness of the ratio of Serum Aspartate Aminotransferase (AST) to Alanine 

Aminotransferase (ALT), has been investigated in patients with chronic liver diseases. Some AA 

suggested that in chronic hepatitis C virus infection (HCV), AST/ALT ratio > 1 has 100% 

specificity and positive predictive value to differentiate cirrhotic from non-cirrhotic pts.  

{ Aim:} We evaluated the value of AST/ALT to predict fibrosis stage in HCV pts.  

{ Methods:} A retrospective analysis of patients with chronic HCV infection was conducted. We 

studied 119 consecutive pts (77 men, 42 women, mean age 48 ± 12) with chronic hepatitis C 

infection (as defined by HCVRna positivity and elevated ALT or AST) who underwent liver 

biopsy. Patients with significant daily alcohol use (more than 40 g/day) were excluded. All 

biochemical determinations were done within 4 months of obtaining a liver biopsy and the 

histological features were graded and staged according to the method described by Ishaak.  

{ Results:} In 10 pts with cirrhosis, the mean AST/ALT (0.82) was higher (but not statistically 

significant) than in 108 pts without cirrhosis (0.59). A ratio > or = 1 had 96% specificity and 

50% positive predictive value in selecting cirrhotic from non-cirrhotic pts, with a 33% sensitivity 

and 93.7% negative predictive value. The ratio also paralleled the Ishaak score with respect to 

fibrosis but not with inflammation. 50% of HCV pts with AST/ALT {\f1\'b3} 1 had advanced 

fibrosis/cirrhosis; 33% of HCV pts with advanced fibrosis/cirrhosis had AST/ALT {\f1\'b3} 1.  

{ Conclusions:} AST/ALT {\f1\'b3} 1 is found in pts with and without fibrosis and thus is not 

usefull in predicting cirrhosis in chronic hepatitis C. }" "IS AST/ALT RATIO AN USEFUL 

PREDICTOR OF FIBROSIS/CIRRHOSIS IN CHRONIC HEPATITIS C PATIENTS?"  
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A generally accepted immunohistochemical staining for HCV is not available. The present study 

aimed to validate the immunoreactivity for the monoclonal antibody (mAb) 17H10 against the 

envelope glycoprotein E2, for the diagnosis of HCV infection. Diagnosis of chronic HCV 

infection (CHC) was made by the presence of anti-HCV, serum HCV-RNA and a compatible 

histology. Immunohistochemistry with mAb 17H10 was performed on cryostat sections of liver 

biopsy specimens using a 3 step indirect immunoperoxidase method. Liver biopsies from 

patients with CHC (group A, n=107) and from patients without CHC (group B, n=63) were 

stained. A cytoplasmic staining of hepatocytes was found in 90% of patients with CHC. In 3 

patients with HCV cirrhosis who underwent liver transplantation, reinfection of the 17H10 and 

HCV-RNA negative liver graft was suggested by immunoreactivity for mAb 17H10. The 12 

biopsies with immunoreactivity to mAb 17H10 but without proven CHC, showed marked 

lymphocytic aggregates in the portal tracts. One of these 12 liver biopsies tested positive for the 

presence of liver HCV-RNA. The remaining 11 patients need further follow-up. In conclusion, 

the present immunohistochemical staining for CHC has a sensitivity of 90% and a specificity 

81% (overall accuracy of 86,5%). The relevance of liver immunoreactivity for mAb 17H10 in 

the presence of lymphocytic aggregates, despite the absence of anti-HCV and serum HCV-RNA, 

requires further study. }" "VALIDATION OF IMMUNOHISTOCHEMICAL STAINING WITH 

THE MONOCLONAL ANTIBODY 17H10 IN LIVER BIOPSIES FOR THE DIAGNOSIS OF 

CHRONIC HEPATITIS C"  
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{ Background/Aims:} This study was conducted to determine whether Hepatitis C virus 

infection has a role in patients with schistosomal liver disease.  

{ Methodology:} Sixty patients with hepatosplenic schistosomiasis and evidence of portal 

hypertension were seen at the Armed Forces Hospital Riyadh over 5 years. The impact of 

Hepatitis C virus infection on chronic schistosomal liver disease was studied in 30 of these 

patients (group one) who were Hepatitis C virus positive and compared with the other 30 patients 

(group two) who were Hepatitis C virus negative (control group).  

{ Results:} Hepatitis C virus may be an important factor contributing to deterioration of liver 

function for patients with hepatosplenic schistosomiasis. Liver functions showed elevated ALT 

in 83.3% in group one compared to 23.4% in group two. Liver biopsy in 19 patients (group one) 

and 16 patients (group two) showed evidence of schistosomiasis and in patients of group one, 

liver biopsy also showed chronic active hepatitis together with Schistosoma in 57.9%, and 

cirrhosis in 31.6%. None of group two patients had cirrhosis. Alpha-fetoprotein levels were 

elevated in 16 patients (group one) and 3 of these patients had hepatocellular carcinoma. None of 

the control group had radiological or histological evidence of hepatocellular carcinoma. Non of 

the control group had radiological or histological evidence of hepatocellular carcinoma. 

{ Conclusion:}  The mean age of HCV positive patients was less than the HCV negative patients, 

which may indicate that Hepatitis C virus infection leads to decompensation of liver function 

earlier in patients with Schistosoma and severeliver disease may be promoted at a younger age in 

Schistosoma patients with hepatitis C. }" "IMPACT OF HEPATITIS C VIRUS INFECTION 

ON SCHISTOSOMAL LIVER DISEASE"  
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{ Background and aims.} The aim of this study was to assess the efficacy of combined therapy 

Interferon (IFN)-Ribavirin\'ae in HCV compensated liver cirrhosis.  

{ Methods.} 24 patients with HCV compensated cirrhosis received treatment with IFN 3x3 

MU/week + Ribavirin 1000 mg/day over a period of 6 months (group I). 20 patients with the 

same diagnosis received conventional treatment (group II). All patients had chronic HCV 

infection, defined as anti-HCV positivity for more than 6 months, HCV-RNA detectable by RI-

PCR, abnormal ALAT levels and evidence of cirrhosis on liver biopsy. Follow-up after lasted at 

least 12 months.  

{ Results.} Treatment was interrupted in 2 patients of group I due to side effects. In patients of 

group I we remarked the decrease in the serum levels of ALAT (p=0.002), of bilirubinemia 

(p=0.03), of {\f1 g}GT (p=0.05) and of {\f1 g}-globulins (p=0.001). In group II we did not 

register any statistically significant modifications. Complete response defined by a normal 

ALAT and undetectable HCV-RNA at the end of therapy and at least 12 months after therapy 

was 38% and 32% (confidence interval 3-75%) respectively in group I and 0% in group II. 12 

months after the treatment we remarked a different incidence of complications: ascites (7.1% vs. 

20%), Child C class (0% vs. 10%), hepatocellular carcinoma (0% vs. 5%).  

{ Conclusions.} 1. IFN-R determines a favorable clinical, biological and virusological response 

in patients with HCV compensated cirrhosis. 2. This combination is likely to become the 

antiviral therapy of choice for cirrhosis HCV. }" "INTERFERON - RIBAVIRIN FOR HCV 

COMPENSATED CIRRHOSIS"  
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Hepatic siderosis is associated with alcohol abuse, and mild to moderate iron overload has been 

described in patients with chronic hepatitis C infection.It is not known whether the C282Y HFE 

gene mutation influences the degree of hepatic iron overload in the presence of chronic hepatitis 

C.  

{ Aims:} To examine the degree of haemosiderosis in the presence of chronic hepatitis C and to 

assess the role of the C282Y gene mutation in hepatic iron overload in patients with chronic 

hepatitis C infection.  

{ Methods:} In a study of 386 patients from an ethnically mixed population investigated for liver 

disease demographic data and information about past alcohol intake were obtained using a 

standard protocol. Subjects with a history of significant alcohol consumption were excluded 

from further study because of the confounding effect of alcohol on siderosis.HCV was diagnosed 

by presence of positive antibody test and viaemia confirmed on qualitative PCR. Genomic DNA 

was extracted from EDTA anticoagulated blood, DNA fragments were amplified by restriction 

fragment analysis using restriction endonucleases. Semiquantitative histology was used to grade 

liver iron from 0 to 4. Data were analysed using the Mann-Whitney U test.  

{ Results:} Overall there was no significant difference in siderosis score between patients with 

chronic hepatitis C and liver clinic patients without chronic hepatitis C (mean score 0.26 v 0.24 

p=0.83).The presence of chronic HCV did not influence hepatic siderosis in patients with wild 

type genes. However there was a significant increase in siderosis score in patients with chronic 

HCV who were heterozygotes. Relationship of C282Y gene mutation and chronic HCV to liver 

siderosis score: \tx2025\tx2610\tx4575\tx5385\tx5970\tx8150\fs4 \ul \tab Subgroup n Mean 

siderosis score S.D P value* Wild type/HCV-ve 86 0.25 0.669 _ Wild type/HCV+ve 71 0.23 

0.665 0.616 Heterozygote/HCV-ve 7 0.36 0.476 0.159 Heterozygote/HCV+ve 12 0.50 0.522 

0.016 *p values compared with wild type genes and non-HCV patients.  

{ Conclusion:}Chronic HCV has no independent effect on hepatic iron, however combination of 

C282Y heterozygosity and HCV is associated with significant increase in hepatic siderosis. }" 

"HETEROZYGOSITY FOR THE C282Y GENE MUTATION AND CHRONIC HEPATITIS C 

INFECTION HAVE ADDITIVE EFFECT ON HEPATIC SIDEROSIS"  
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{ Aim of Investigation:} To compare the iron status (serum indexes of iron metabolism and 

indexes of iron in the liver tissue) in patients with chronic viral hepatitis (ChVH) and liver 

cirrhosis (LC).  

{ Materials and methods:} Investigation was conducted in 80 pts (42 ± 1.7 y.o.): 69 pts with 

ChVH and 11 pts with LC. Diagnosis of ChVH C (HCV-RNA+) was verified in 58 pts, ChVH B 

(HBV-DNA+) in 10 pts and ChVH B + C in 13. Liver biopsy was carried out in 47/69 pts with 

ChVH. According to the criteria Knodell & author activity of hepatitis was minimal or weak in 

38/47 pts, moderate 9/47 pts. Level of serum transaminases did not increased 1.5-5 of normal. 

The diagnosis of the LC was established in 11 patients. By Child-Pugh criteria the patients with 

LC was distributed: class A-2 pts, class B-5 pts, class C-4 pts. Liver biopsy was carried out in 

6/11 pts with LC. Fibrosis of liver according to the criteria METAVIR (4 grade) in 6/6 pts.  

{ Results:} \tx975\tx2010\tx3135\tx4710\tx5745\tx6375\tx8150\fs4 \ul \tab \tab Group Ferritin 

Iron Iron binding TRF TRF mkg/l mkmol/l capacity mkmol/l % \tab ChVH 1468 ± 2 27.3 ± 1.7 

77.2 ± 1.9 37 ± 2.6 2.5 ± 0.0 (n = 69) 16 5 LC 570 ± 24 18 ± 2.5 61 ± 6.4 32.7 ± 4. 2.5 ± 0.0 (n = 

11) 8 4 5 p p < 0.05 p < 0.02 p < 0.05 p > 0.05 p > 0.05 \tab d\fs20 

{ Conclusion:}  The levels of serum ferritin, iron and iron binding capacity in pts with LC were 

significantly lower then in pts with ChVH (p < 0.05). TRF% and serum ferritin in two groups 

were the same (p > 0.05). There was a correlation between serum ferritin and ferritin in liver 

tissue (r = 0.8). We didnt find out the correlation between serum iron and iron in the liver tissue 

(r = 0.05). }" "METABOLISM OF IRON IN PATIENTS WITH CHRONIC VIRAL 

HEPATITIS AND LIVER CIRRHOSIS"  
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{ Introduction:} Chronic Hepatitis C is now recognised as an important health care problem. 

Initial therapy with interferon and ribavirin is more effective than interferon alone. Increasing 

number of patients with Hepatitis C are being referred to our hospital in rural Wales. This audit 

examines Hepatitis C therapy in a district general hospital setting.  

{ Methods:} Patients referred with hepatitis C to our clinic were investigated. Those who were 

positive for HCV RNA and whose liver biopsy showed chronic hepatitis received combination 

treatment with ribavirin (600mg BD) and interferon(3 mega units sc 3 times a week). Patients 

FBC, LFT, HCV RNA were monitored. Treatment was given for an initial period of 6 months 

and those who remained HCV RNA positive were given treatment for a further of 6 months. 

Liver biopsy was repeated at the end of treatment. No genotyping was undertaken.  

{ Results:} Over a period of 40 months 16 patients with hepatitis C were referred. Male to 

female ratio 3:1. Age group ranging from 21-70 years(mean 42.6, median 43). Out of 16 patients 

8(50%) were HCV RNA positive and received treatment. 7 patients received combination 

treatment and 1 interferon alone. All patients had peteatment liver biopsy. 4 had features of 

chronic hepatitis and 4 had non-specific chages but in keeping with hepatitis c. The one patient 

who received 12 months course of interferon was a treatment failure and was lost in follow up. 

5(71.4%) patients responded to combination treatment(PCR for HCV RNA negative for more 

than 6 months at the end of treatment and are being monitored). 1(14.3%) patient was a treatment 

failure(who had 6 months initial interferon treatment followed by 12 months of combination 

treatment). 1(14.3%) patient was lost in follow up. 5 patients developed flu like symptoms. 

Haemoglobin remained normal during treatment and follow up. 4 patients had liver biopsy at the 

end of treatment and the overall score was better than pre-treatment biopsy. 

{ Conclusion:}  Combination treatment with interferon and ribavirin for hepatitis C can safely 

and effectively be undertaken in a district general hospital. }" "TREATMENT OF HEPATITIS 

C IN A DISTRICT GENERAL HOSPITAL"  
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To determine the real efficacy of the combination therapy for the retreatment of chronic hepatitis 

C non-responders to previous IFN courses, we report our data in the immediate and in a long-

term follow-up. One hundred patients with chronic hepatitis C unresponsive to rIFN 3 MU tiw, 

were randomly assigned to two groups of fifty subjects each: group A continued rIFN therapy for 

six further months but at a double dose (6 MU tiw) in association with ribavirin; group B patients 

were treated as group A but without ribavirin. All responding patients were then followed up for 

at least 12 months. At the end of the treatment and at the end of the follow up period we 

distinguished between complete responses (ALT normalisation with undetectable serum HCV-

RNA) and biochemical responses (ALT normalisation with still detectable viraemia). Side-

effects were observed only in patients treated with rIFN plus ribavirin: 12% discontinued the 

therapy due to haemolytic anaemia. In group A the percentages of end-of-treatment complete 

response (ETCR), end-of-treatment biochemical response (ETBR), sustained complete response 

(SCR), and sustained biochemical response (SBR), were 38%, 20%, 8%, and 14% respectively. 

In group B the percentages of ETCR, ETBR, SCR, and SBR were 12%, 16%, 6%, and 16% 

respectively. These results indicate that in patients with chronic hepatitis C unresponsive to 

previous rIFN therapy, a retreatment with higher rIFN doses, both alone and in combination with 

ribavirin, obtain mild long-term benefit. However the satisfactory ETCR in group A suggests 

that a significant percentage of patients are sensitive to the combination therapy, and that a more 

aggressive therapeutic protocol in this selected subset of subjects could obtain a higher number 

of long-lasting responses with a more favourable cost-effectiveness ratio. }" "HIGH-DOSE 

INTERFERON PLUS RIBAVIRIN IN CHRONIC HEPATITIS C UNRESPONSIVE TO 

RECOMBINANT ALPHA-INTERFERON (rIFN)"  
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The aim of this study was to assess whether baseline viremia level predicts the response to 

interferon (IFN) treatment in IFN naive chronic hepatitis C patients (CHC) with genotype 1b.  

{ Patients and methods:} Sixty biopsy-proven CHC with detectable HCV RNA by PCR and 

elevated ALT (>x1.5 of upper limit) who were treated with 3 or 5 MU/TIW interferon-alpha 2b 

for 6 months were included in the study. According to baseline viral load measured by bDNA 

assay (Chiron), patients were divided into 3 groups: group A (n: 29) <2x10{\up6 6} MEq/mL; 

group B (n:14) 2-5x10{\up6 6} MEq/mL; group C (n:17) >5x10{\up6 6} MEq/mL. The rate of 

end of treatment (mo.6), sustained (mo.12) and long-term (mo. 18-24) virological (loss of HCV 

RNA by PCR) and biochemical response (normalization of ALT) were compared between 

groups. Two patients (one from group A, one from group B) were dropped out during follow-up.  

{ Results:} Patient age, sex, baseline ALT and HAI were not different between patient groups. 

Virological response rates were given in table 1. 86% of patients with virological response had 

also biochemical response. \tx1695\tx2715\tx3720\tx4725\tx5280\tx8150\fs4 \ul \tab Type of 

response Group A Group B Group C (n: 28) (n: 13) (n: 17) End of treatment 67% 69% 35% NS 

Sustained 64% 38% 17.6%* *p<0.05 Long-term 53% 30.6% 5.8%** **p<0.01 

{ Conclusion:}  More than half of the patients with low level viremia have long-term response to 

IFN but patients with high viral load rarely respond to this treatment. High response rate in 

patients with low level viremia is comparable to results observed with IFN plus ribavirin 

combination. The results underline the importance of assessment of baseline viral load before 

introduction of antiviral treatment in interferon naive CHC. }" "THE IMPORTANCE OF 

VIRAL LOAD ON OUTCOME OF INTERFERON TREATMENT IN PATIENTS WITH 

GENOTYPE 1B CHRONIC HEPATITIS C"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.689#" " Abstract: P.689 0 Citation: Gut 2000; 47(Suppl III): 

A185 EFFECT OF DAILY INTERFERON ALFA 2B(INF)INDUCTION DOSING PLUS 

RIBAVIRIN(R)TREATMENT IN NAIVE PATIENTS WITH CHRONIC HEPATITIS 

C(CHC)GENOTYPE 4  

Medhat EL Sahhar
1
, Hala Talkhan{\up6 2}, Mohamed Saleh

1
  

\i 
1
 Department of Gastroenterology & Liver, Police Hospital, Agouza, Giza, Egypt; {\up6 2} 

Department of Clinical Pathology, Ain Shams University, Cairo, Egypt  

{ Background:} In contrast to other HCV genotypes, few data are available regarding response to 

treatment in na\'efve patients with CHC genotype 4.  

{ Aim:} to assess efficacy and tolerability of combined daily INF induction dosing and R in 

na\'efve patients with CHC genotype 4.  

{ Methods:} single arm open label pilot trial, 20 Egyptian patients(pts) (17 males& 3 

females)aged 30-53 (median 42) with ALT more than one and half the normal for more than 6 

months, serum HCVRNA positive, and with liver biopsies proven CHC,7(pts)35% had cirrhosis 

F2.After base line quantitative serum HCVRNA and HCV- genotype,all pts received INF-alfa 2b 

5 MIU SC OD and R (70 kg b.w.or more 1200 mg po OD, less than 70 kg b.w. 1000 mg OD) for 

30 days then we reduced INF dose to 5 MIU TIW for another 5 months, plus the same dose of R.  

{ Results:}18 pts(90%) had genotype 4 and 2 pts (10%) had genotype 4&3a, 2pts(10%) did not 

tolerate daily INF from the first month due to leucopenia, and at month 4: 2 pts(10%) did not 

tolerate INF, one from leucopenia and one from increased irritability and psychosis, and 2 

pts(10%) did not tolerate R due to hemolysis. Daily INF induction dosing and R leads within 30 

days to virological response in 14 pts (70%),serum HCV RNA became negative.At the end of 6 

months of the treatment, 4pts(20 %) relapsed.However the level of viremia after relapse was 

significantly lower than that before treatment. 2 pts (10%) relapsed after 6 months from stopping 

treatment with net result of 40% of the pts had sustained response. 

{ Conclusion:}  1-Daily INF induction dosing and R in na\'efve pts with CHC genotype 4 

resulted, in 70% virological response after 30 days. After we dereased the dose of INF from the 

second month, the response decreased to 50% at the end of 6 months treatment, then decreasing 

again to 40% as sustained response,6 months after stopping treatment.2- The relapsers had at the 

end of 6 months treatment highly significantly lower level of viremia than the started level 3- 

This daily,combined regimen can be tolerated by 70% of patients. }" "EFFECT OF DAILY 

INTERFERON ALFA 2B(INF)INDUCTION DOSING PLUS RIBAVIRIN(R)TREATMENT 

IN NAIVE PATIENTS WITH CHRONIC HEPATITIS C(CHC)GENOTYPE 4"  
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{ Background:} Several studies have reported a suppressive effect of interferon (IFN) on the 

incidence of hepatocellular carcinoma (HCC). But the dose and duration of treatment necessary 

to prevent HCC have not been investigated.  

{ Aims:} We evaluated the effect of varying treatment regimens using IFN-alpha to suppress the 

development of HCC after IFN treatment in patients with chronic hepatitis C.  

{ Methods:} A total of 291 patients with chronic hepatitis C without hepatitis B virus coinfection 

in whom hepatitis C virus (HCV) was not eradicated by IFN-alpha therapy were retrospectively 

analyzed. The incidence of HCC after IFN therapy was compared according to the total dose or 

duration of treatment.  

{ Results:} The duration of IFN treatment ({\f1\'a3}24 weeks vs. >24 weeks) had no effect on 

the incidence of HCC. However, the incidence of HCC was significantly lower in patients who 

received >500 mega-units (MU) of IFN as a total dose than in patients who received {\f1\'a3}500 

MU of IFN ({\i P} = 0.0480), and the total dose of IFN (>500 MU) was an independent factor 

affecting the incidence of HCC ({\i P} = 0.0405). In addition, when focusing patients whose 

histology before IFN was F2 or F3, the suppressive effect of the total dose of IFN (>500 MU) 

was emphasized ({\i P} = 0.0049 in comparison of incidence of HCC and {\i P} = 0.0178 in 

multivariate analysis).  

{ Summary/Conclusions:} IFN therapy appears to suppress the incidence of HCC, when a high 

total dose of IFN (more than 500 MU) was administered. Patients with chronic hepatitis C should 

receive more than 500 MU of IFN when IFN is used to decrease the incidence of subsequent 

HCC. }" "ASSOCIATION BETWEEN REGIMEN (DOSE AND DURATION) OF 

INTERFERON (IFN)-ALPHA AND THE INCIDENCE OF HEPATOCELLULAR 

CARCINOMA IN NONREPONDERS TO IFN FOR CHRONIC HEPATITIS C"  
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{ Background:} A better understanding of cellular immune responses in the pathogenesis of 

hepatitis C virus (HCV) infection may aid in the development of therapeutic strategies. However, 

whether the cellular immune responses limit HCV infection is still unclear.  

{ Aims:} We aimed to determine the circulating levels of important cytokines of cellular 

immune responses (i.e. leptin, TNF-a and IL-4) and to consider the efficiency of IFN-a treatment 

on these cytokines. Methods: Fifteen of the patients attending our hepatology division (6 males, 

9 females; aged 18-60 years) who were diagnosed as chronic hepatitis C after liver biopsy were 

enrolled in the study. Serum leptin, TNF-a and IL-4 were measured before and after the high 

dose IFN-a-2b treatment regiment (5 MU/day) of six months. Statistical analysis was made by 

using Mann-Whitney U test and Students t-test.  

{ Results:} Serum leptin and TNF-a levels of the patients were significantly high when 

compared to healthy controls (11.85±5.60 vs. 4.02±2.15 ng/ml and 78.62±57.57 vs. 14±8.24 

pg/ml). We have managed to improve in serologic and histological parameters in ten of the 

patients (66.6 %) at the end of treatment. Serum ALT levels and Knodell scores were decreased 

significantly (p<0.01). Consistent with these results, serum leptin and TNF-a levels were also 

lowered (p<0.05). However, IFN-a treatment did not make any significant difference in IL-4, 

albumin, prothrombin time measurements and in Body Mass Index (BMI).  

{ Conclusions:} The effect of IFN-a on leptin and TNF-a in this study indicates the significant 

role of cellular immunity in HCV infection }" "THE EFFECT OF INTERFERON-A 

TREATMENT ON LEPTIN, TNF-A AND IL-4 LEVELS IN PATYENTS WITH CHRONIC 

HEPATITIS C"  
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Results of interferon therapy for chronic HCV hepatitis in patients with schistosomiasis were not 

fully assessed. The present study aimed at comparing efficacy and safety of interferon therapy 

for patients with chronic hepatitis C with and without schistosomiasis. Patients over 18 years old 

and had persistent elevation of alanine aminotransferase, positive HCV antibodies by ELISA-2 

and HCV-RNA by PCR were enrolled. Patients had decompensated cirrhosis; HCC; or evidences 

of autoimmune, alcoholic, HBV or HDV hepatitis were excluded. Schistosomiasis was 

diagnosed by history of infection and treatment, fresh rectal snip, anti-schistosomal antibody titer 

and/or liver biopsy. According to presence of schistosomiasis, patients were included into group 

I for those had schistosomiasis (53 patients) or group II for patients with only HCV hepatitis (53 

patients). All patients received alpha-interferon-2b, 3 MU subcutaneously three times a week for 

six months. Both groups were comparable as regards age, gender, and Child-Pugh grade. 

Normalization of ALT and clearance of HCV-RNA with histological improvement at end of 

therapy was achieved in 15 (28.2%) patients in group I and in 20 (37.7%) patients in group II 

(p>0.05). Side effects were minor and showed no differences. The study showed that 

schistosomiasis infection seems not to affect response to interferon therapy for chronic HCV 

hepatitis. }" "RESPONSE TO INTERFERON THERAPY FOR CHRONIC HEPATITIS C IN 

PATIENTS WITH SCHISTOSOMIASIS"  
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{ Aim of the study.} A multicentre, retrospective survey was conducted to evaluate, in chronic 

hepatitis C patients with no or transient response to interferon (IFN) standard course, the efficacy 

of IFN retreatment.  

{ Methods.} Data of 256 patients (184 males and 72 females; mean age: 49.9±12.2 years) from 

30 Italian hospitals were analysed. Following an initial unsuccessful IFN treatment (167 

nonresponders and 89 relapsers), all patients had been retreated (years 1991-1998) with IFN 

(mean±SD weekly dose: 13.4±5.0 MU; mean±SD duration of therapy: 8.5±3.4 months), given as 

a monotherapy (215 cases) or in combination with ribavirin (800-1200 mg daily for 6 months; 41 

cases).  

{ Results.} An end-of-retreatment (ER) biochemical (normal serum ALT) and virological 

(undetectable serum HCV-RNA) response was observed in 46.5% and 30.1% of patients, 

respectively, whereas a sustained (6 months) biochemical response was observed in 22.7%. ER 

(biochemical and virological) and sustained biochemical response rates were significantly 

higher: 1) in patients retreated with IFN plus ribavirin than in patients retreated with IFN 

monotherapy (61.0, 47.2 and 34.1% vs. 43.7, 25.9 and 20.5%, respectively); 2) in relapsers than 

in nonresponders (69.7, 39.0 and 32.6% vs. 34.1, 25.8 and 17.4%, respectively); 3) in patients 

retreated for more than 6 months than in patients retreated for no more than 6 months (60.6, 37.4 

and 30.7% vs. 32.6, 21.4 and 14.7%, respectively). Multiple/logistic regression analysis showed 

that both ER and sustained response to retreatment were independently related to three factors: 

relapse (rather than no response) after previous treatment, combined (IFN plus ribavirin rather 

than IFN alone) retreatment, and long (more than 6 months) retreatment duration. No 

independent correlation was found with other variables such as patients age, HCV genotype and 

retreatment IFN weekly dose.  

{ Conclusions.} In chronic hepatitis C with no or transient response to standard IFN therapy, a 

sustained response can be obtained in about 1/5 of patients retreated with a second course of IFN 

alone and in about 1/3 of those retreated with IFN plus ribavirin. Both a status of relapser (rather 

than of nonresponder) after standard treatment and a long retreatment duration are positive 

predictors of retreatment response. }" "INTERFERON RETREATMENT OF PATIENTS WITH 

CHRONIC HEPATITIS C WHO FAILED TO RESPOND OR RELAPSED AFTER 

STANDARD INTERFERON THERAPY"  
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{ Background:} Poynard, et al introduced the concept of fibrosis progression per year (estimated 

FPPY) as an indicator of liver fibrosis in chronic hepatitis C (CH-C). They also reported that the 

observed FPPY improved in the interferon (IFN) therapy group in comparison with a non-treated 

group (Gastroenterology 116: 378, 1999). But there were no studies conducted on effects in the 

case of the disappearance of HCV-RNA. This study assessed the impact of IFN on liver fibrosis 

progression according to virological and biochemical response.  

{ Patients and methods:} In 71 cases of CH-C, liver biopsy was performed before and after 

administration of IFN. They had received IFN for the first time and heavy drinkers were 

excluded. The criteria of the Japanese Ministry of Welfare for the evaluation of the results of 

IFN treatment was used to divide them into three groups; ``CR; (HCV-RNA negative at 6 

months after treatment), ``IR; (HCV-RNA positive but peak s-ALT {\f1\'a3} 40 IU/L for at least 

6 months after treatment), and ``NR. Estimated FPPY (U/yr) was determined as the ratio of 

METAVIR unit (fibrosis stage: Hepatology 20: 15, 1994) and duration of infection (years). In 

cases in which the infection source was unknown, FPPY was calculated from the equation in 

accordance with Poynard, et al. The observed FFPY was determined by dividing the (2-nd 

fibrosis stage-1st one) by the (interval between the 2nd liver biopsy and the 1st one).  

{ Results:} 32 of the 71 cases (45.1%) were determined to be CR, 13 cases (18.3%) IR, and 26 

cases (36.6%) NR. Changes in staging following IFN therapy as represented by improved, no 

change and exacerbated, respectively, CR; 15, 17, 0, IR; 3, 7, 3, and NR; 2, 16, 8 (p = 0.002). 

Mean values for estimated FPPY (U/yr) were CR; 0.121, IR; 0.128 and NR; 0.122 (N.S.). Values 

for observed FPPY (U/yr) were CR; {\f1 -}0.065 ± 0.076, IR; 0.000 ± 0.087 and NR; 0.033 ± 

0.82 (CR vs IR p = 0.038 and NR p = 0.002). In addition, observed FPPY values were 

significantly lower than estimated FPPY values for all groups (CR: p < 0.0001, IR: p = 0.009, 

NR: p = 0.0004). There were no differences in the background factors of each group. 

{ Conclusion:}  IFN therapy has the possibility to modify the natural course of CH-C, and 

particularly in cases in which HCV-RNA has disappeared, improvement in FPPY was observed. 

}" "EFFECTS OF INTERFERON ON THE CLINICAL COURSE OF CHRONIC HEPATITIS 

C FOCUSING PARTICULARLY ON CHANGES IN FIBROSIS PROGRESSION RATE PER 

YEAR (FPPY)"  
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{ Introduction:} Hepatitis C virus (HCV) infection was suggested as an additional risk factor for 

the development of diabetes. Hyperinsulinemia and insulin resistance are well-described features 

of cirrhosis. Insulin has been shown to stimulate sympathetic nervous activity in healthy normal 

subjects. The aim of the present study was to evaluate the impact of chronic HCV infection on 

blood glucose and plasma catecholamine concentrations, as well as on plasma insulin state. The 

response to therapeutic administration of interferon-alpha (IFN-alpha) was also assessed.  

Methods: The study was conducted on 50 subjects; 10 apparently healthy subjects as controls 

and 40 patients proved to have chronic HCV infection. Fasting blood sugar (FBS), plasma 

insulin, insulin autoantibodies and catecholamine (norepinephrine, NE; epinephrine, E; and 

dopamine, DA) concentrations were determined in all subjects; and in patients were re-evaluated 

6 months after antiviral therapy (IFN-alpha: 3 MU three times weekly, and ribavirin: 1-1.2 g 

daily).  

Results: Significant elevations of FBS, plasma insulin autoantibodies, NE, E, and DA were 

recorded in patients as compared to controls. Positive correlation was observed between FBS and 

plasma insulin autoantibodies. After antiviral administration, only plasma insulin autoantibodies 

showed a significant decrease. Cases with positive response to antiviral therapy, [become 

seronegative for HCV-mRNA; responders, n = 17], showed significant decrease in FBS and 

plasma insulin autoantibodies. Both values, however, were still significantly elevated as 

compared to the controls.  

Conclusions: Chronic HCV infection is associated with insulin resistance, not deficiency, that 

might contribute to hyperglycemia. Sympathetic activation observed in patients with chronic 

HCV infection is neither related to HCV infection per se, nor to plasma insulin levels }" 

"HYPERGLYCEMIA AND INSULIN RESISTANCE IN PATIENTS WITH CHRONIC 

HEPATITIS C VIRUS INFECTION: EFFECTS OF INTERFERON-ALPHA THERAPY"  
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{ Objective:} The first aim of this study is to evaluate the risk factors of developing 

hepatocellular carcinoma (HCC) in patients (pts) with HCV related liver cirrhosis; the second 

one is to evaluate whether interferon (IFN) has a therapeutic effect of preventing HCC.  

{ Methods:} The incidence and the risk of developing HCC were calculated in 134 moroccan pts 

with histologically proven hepatic cirrhosis (Knodell and Metavir scores) due to viral `` C 

infection (Hbs Ag -, alcohol -) followed from 1991 to 2000 (mean follow up 61 months). In all 

pts, the cirrhosis was well compensated (Child A) and mean rate of alphafoeto-protein was 4,2 

Ui/ml (RIA).The genotyping performed by INNO LIPA HCV assay in 67 pts has shown type 1b 

in 43 cases (64%). Large cell dysplasia (LCD) and small cell dysplasia (SCD) were also 

evaluated in liver biopsy. Among the 134 pts, 65 received IFN with a mean dose of 360millions. 

The control group (69 pts not treated) did not differ significantly from that receiving 

IFN(demographic, biological characteristics and follow up). Are considered as responders, pts 

treated who have shown favourable biochemical and histological response.  

{ Results:} 1) 3 /65 pts treated and 12 /69 pts from the control group developed HCC. The 

relative risk (RR) of developing HCC was significantly greater in males (RR=2,368; p<0,01) and 

patients not treated (RR=3,426; p<0,01) and would increase significantly (p<0,001) with each 

passing year after 60 (RR= 1,371). 2) The evaluation of the dysplasia in pre and post therapeutic 

liver biopsies (by sonography in the same spot) was as follows: Biopsy (1): LCD: 65% - SCD: 

61% Biopsy (2): LCD: 43% - SCD: 39%. 

{ Conclusion:}  IFN seems to have a significant effect in preventing HCC when pts treated were 

matched with controls (p<0,01), which was also found when non responders were compared with 

controls (p<0,01). In addition, LCD and SCD may disapear in a significant proportion in pts 

treated with IFN (p<0,01). These results support the proposition that independently of its ability 

or not to stop the progression of viral liver disease, IFN may have therapeutic effect of lowering 

the risk of developing HCC. }" "DOES INTERFERON PREVENTS HEPATOCELLULAR 

CARCINOMA IN HEPATITIS C - A PROSPECTIVE STUDY IN MORROCO"  
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Objective: To compare the ``standard therapy for chronic hepatitis C (combination of interferon 

(IFN) 3 x 3 MU/week and ribavirin (R) for 12 months) with a shorter therapy (half the standard 

12 months) of IFN and R, but with higher doses in the first month (the ``induction therapy).  

{ Method:} Two groups of na\'efve patients diagnosed with chronic hepatitis C, raised 

aminotransferases and positive serum RNA (mostly of 1b genotype) were enrolled in this 

prospective study. The first group (group A, n = 39), was treated for 12 months with an 

association of IFN (3 x 3 MU / week) and R (1 - 1.2 g / day), and the second group (group B, n = 

37), was treated 6 months with IFN (5 MU/day in the first month, then 3 x 3 MU / week, another 

5 months) and R in the same dose. The results (normalization of aminotransferases and 

disappearance of serum RNA) were compared at the end of therapy (complete response) and 

after 6 months of follow-up (sustained response) using the chi-squared test. Both groups were 

matched for sex, age and history of blood transfusions.  

{ Results:} A complete response was obtained in 22/39 patients (56.4%) from group A and in 

30/37 (81%) from group B (p<0.05). Six months after the end of therapy, the response persisted 

in 5/39 patients (12.8%) from group A, and in 7/37 patients (19%) from group B (p>0.05). 

Adverse reactions were noted more frequently in patients from group B, in the first month of 

therapy, but all patients completed the treatment schedule.  

{ Conclusions:} These results indicate that even if the end of therapy efficacy of the ``induction 

therapy was higher than ``standard therapy, the advantage was lost after 6 months of follow-up. 

These results request additional studies to compare the actual therapy with a prolonged 12 

months ``induction therapy, at least in patients infected with genotype 1b. }" "LACK OF AN 

IMPROVED RESPONSE AFTER 6 MONTHS OF INDUCTION THERAPY COMPARED 

WITH 12 MONTHS STANDARD THERAPY IN PATIENTS WITH CHRONIC HEPATITIS 

C"  
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Therapy of patients with hepatitis C not responding to the initial therapy with interferon-{\f1 a} 

is still under discussion. Aim of the present study was to evaluate the efficacy of a high-dose-

induction therapy interferon-{\f1 a}-2b and 1000 - 1200 mg ribavirin/d.  

{ Methods:} 22 patients (genotype I = 81.8 %) not responding to a prior therapy with at least 3x3 

MU interferon-alpha sc. for at least 3 months were iniatially treated with 7x5 MU/week 

interferon-{\f1 a}-2b for at least 4 weeks or 8 weeks or 12 weeks. Determination of HCV-RNA 

was performed at week 4, 8 or 12. If HCV-RNA was not detectable dose reduction to 3x5 

MU/week was performed in week 5 or 9 or 13 respectively. In patients with maintained 

virological response dose reduction to 3x3 MU/weekly was performed in week 24 and therapy 

was continued until week 52.  

{ Results:} A marked decrease of serum aminotransferases after 4, 8 or 12 weeks was evident. 

After 4 weeks 7/22 patients (31.8 %) were HCV-RNA negative. After 8 weeks the response rate 

was 16/22 (72.8 %), after 12 weeks 16/22 patients (72.8 %) showed a virological response. 

Treatment was stopped in 1/22 patients (4.5 %) because of undesired effects. The end-of-

treatment (EOT) response was calculated to be 11/22 (50.0 %).  

{ Conslusion:} The EOT-response rates indicate an enhanced response to the high-dose-

induction therapy with interferon-{\f1 a}-2b and 1000 - 1200 mg ribavirin/d in non-responders to 

a prior treatment with interferon-{\f1 a}-2. The sustained response rates have to be evaluated. }" 

"HIGH-DOSE-INDUCTION THERAPY WITH INTERFERON-ALPHA2B + RIBAVIRIN 

FOR THE RE-THERAPY OF CHRONIC HEPATITIS C IN NON-RESPONDERS TO 

INTERFERON-ALPHA"  
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{ Objective:} Up to now no effective treatment of IFN-nonresponders is accepted. But previous 

studies on the hepatitis C viral kinetics under interferon-alpha therapy showed a dose-dependent 

bi-phasic decline of the viral load. Therefore we tried a retreatment protocol with daily high-dose 

interferon induction therapy with/without ribavirin and in relation to the degree of side-effects.  

{ Methods:} A total of 43 patients with histological proven hepatitis C (grading 1-5, staging 1-6), 

genotype 1 in 96% were included. Retreatment protocol: group A: IFN-alpha week 1-6: 9 MU 

daily, week 7-24: 6 MU daily, week 25-52: 3 MU daily; group B: addtional 1000 mg ribavirin 

daily (week 1-52). Viral load was measured by TaqMan-PCR (ABI Perkin Elmer) at day 0, 3, 14, 

30 and every month. Side effects were recorded by the patients themselves.  

{ Results:} ETR response was 53% in total; the regime of induction therapy plus ribavirin (group 

B) was superior. But in 11% a breakthrough occured after several months of negativity. 26% 

stayed NRs with only a minimal decline of viral load.  

{ Conclusions:} Retreatment of NRs with daily high-dose interferon-alpha plus ribavirin resulted 

in a distinct decline of the viral load, in most cases below the traceable limit. Individual 

retreatment of previous nonresponders can be recommended but breakthroughs occured in the 

period of lower dosing in 11%. }" "VIRAL KINETICS IN PREVIOUS IFN-NON-

RESPONDERS UNDER IFN-RIBAVIRIN-INDUKTIONS-RETHERAPIE"  
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The development of adverse events is a well known problem during therapy with IFN-A and 

ribavirin for chronic hepatitis C. Previous reports suggest that dermatologic symptoms are more 

frequently associated with IFN-A plus ribavirin therapy than IFN-A alone. In this study we 

analysed the prevalence of dermatological adverse events in naive patients undergoing therapy 

with IFN-A and ribavirin for chronic hepatitis C. Fourty-one naive patients, (11 F, 30 M; mean 

age 44 years, range 26-71) with chronic active hepatitis C, were treated with IFN-alpha2b (3-6 

MU x t.i.w.), and ribavirin (1000-1200 mg/die) for 12 months. Patients were controlled every 15 

days during the first month of treatment and every 30 days in the following 11 months. The 

treatment was interrupted after 6 months in the absence of either a virological or biochemical 

response. Dermatological side effects were observed in 15 out of 41 patients (36,5%). They 

included skin rash (4 out of 41, 9.7 %) and pruritus requiring symptomatic therapy (10 out of 41, 

24.3 %) but no discontinuation of the antiviral treatment. Three out of 41 (7.3 %) patients 

developed a severe generalized eczema associated with face edema that required discontinuation 

of treatment. In these latter cases, no previous history of allergies or drug adverse reactions had 

been found. Skin symptoms appeared within 15 days to 4 months from the beginning of 

treatment and were not related to the biochemical or virological response to the antiviral therapy. 

In patients who continued the antiviral therapy up to 12 months, these symptoms persisted but 

were relatively well tolerated. We conclude that dermatological adverse events are frequent in 

patients undergoing therapy with IFN and ribavirin. Although they are generally well tolerated, 

in a limited number of cases their severity may require the interruption of treatment. }" 

"DERMATOLOGICAL ADVERSE EVENTS DURING INTERFERON ALPHA, IFN-A, PLUS 

RIBAVIR IN THERAPY"  
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{ Background:} Alpha-interferon ({\f1 a}-INF) is now widely used to treat chronic hepatitis C. 

The main objectives of this therapy are sustained elimination of serum HCV RNA and 

attenuation of liver damage reflected by serum transaminases and histopathology.  

{ Aims and Method:} We are currently following 60 patients (26 males, 34 females; median age: 

47, range: 25-70) with chronic active hepatitis (CAH) C who were treated with {\f1 a}-IFN 

between April 1994 and June 1996. Thirty-four had mild or no fibrosis (group A) when treatment 

was initiated, and 26 had severe fibrosis or cirrhosis (group B). Response to treatment was 

defined as normalization of ALT levels and absence of serum HCV RNA. The long-term 

outcome (improved, stationary, worsened) was defined in terms of histological findings on repeat 

liver biopsies, transaminases, Child class, and development of HCC.  

{ Results:} The mean follow-up is 48 months (range 36-60). While primary responses to {\f1 a}-

IFN have been observed in 23/60 patients (42%), only four (6.6%) have achieved sustained 

responses. Primary responders were more common in Group A (16/34; 47% vs. 7/26; 26% in 

Group B - P < 0.001). At time of the present analysis, 12 have been lost to follow-up. Of the 

remaining 48, 28 (51%) are stationary, 14 (29%) have worsened (including two have died from 

HCC), and six show clear improvement. In univariate analysis, negative outcome (worsened) 

was significantly associated with male gender, presence of fibrosis and/or cirrhosis at the 

beginning of therapy, and duration of infection. Outcome was not related to viral load or 

genotype or to the primary response to {\f1 a}-IFN.  

{ Conclusions:} These findings confirm the importance of the histopatological data as a 

prognostic index in the chronic hepatitis C. When fibrosis and cirrhosis have already developed, 

however, {\f1 a}-interferon should still be attempted and continued even in the apparent absence 

of a primary response to therapy. }" "[alpha]-INTERFERON IN CHRONIC C HEPATITIS: 

PROGNOSTIC FACTORS FOR LONG-TERM OUTCOME"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.702#" " Abstract: P.702 0 Citation: Gut 2000; 47(Suppl III): 

A188 PREVALENCE OF ADVERSE EVENTS DURING COMBINATION THERAPY, 

INTERFERON ALPHA-2B AND RIBAVIRINE, FOR CHRONIC VIRAL HEPATITIS  

C Sophie Herv\'e9
1
, R\'e9mi Varin{\up6 2}  

\i 
1
 GRAD, Rouen, France; {\up6 2} Pharmacy Department, Rouen University Hospital, Rouen, 

France  

The combination of interferon alpha-2b (INF-alpha) and ribavirine has been shown to be more 

effective in the treatment of chronic hepatitis C than IFN alone.  

{ Aims:} To assess efficacy and safety of combination therapy (INF-alpha+ribavirine) in chronic 

hepatitis C patients non-responding or relapsing to INF alone in our university hospital.  

{ Patients and methods:} From January 1997 and January 1999, a total of 81 consecutive patients 

with chronic hepatitis C were enrolled in this study. They were 55 male and 26 female, mean 

age: 48.2 years, range: 31-68. Forty heights (59.3%) of them were non-responder and 33 (40.7%) 

were relapser to a previous treatment by INF-alpha. Each patient received interferon alpha-2b 

3MU three times a week with concomitant ribavirine 1000-1200mg per day, adapted to the body 

weight. For each patient we noticed all the adverse events during treatment. The response to 

treatment at six month was defined by the absence of detectable HCV RNA and could be 

assessed among 62 of them.  

{ Results:} Twenty three (37%) patients among the 62 had no more detectable HCV RNA at six 

months of treatment. We noticed 48% of asthenia, 27% of loss of weight, 21% of depression, 

13.5% of dyspnea, 12% of arthritis, 9.8% of cutaneous manifestation, 8% of non specific 

abdominal pain, diarrhoea, or vomiting and 7% of palpitation. Only 10% of the patients 

performed an excellent tolerance of the therapy. Severe anaemia (<10gr/dl) was noted in 16% of 

the patients, leucopenia in 9.8% and thrompenia in 8.6%. No difference was observed in the 

prevalence of adverse events according to the response to treatment. This adverse events 

conducted at a ribavirine dose reduction in 11% of the patients and both drugs were discontinued 

in 14.8% patients. 

{ Conclusion:}  Combination therapy is an effective treatment but induced a lot of adverse 

effects. That is why it seems to be important to monitor adequately these patients. }" 

"PREVALENCE OF ADVERSE EVENTS DURING COMBINATION THERAPY, 

INTERFERON ALPHA-2B AND RIBAVIRINE, FOR CHRONIC VIRAL HEPATITIS C"  
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Thyroid dysfunction has been described in relation to hepatitis C, both in terms of chronic liver 

disease and interferon a therapy.  

{ The aim} of our study was to estimate the thyroid dysfunction and the thyroid auto-antibodies 

(antimicrosomal and antithyroglobulin) abnormalities in patients with chronic hepatitis C, during 

a 48 week therapy with interferon-{\f1 a} and ribavirin.  

{ Materials and methods:} Between May 1998-June 2000, a total of 38 patients (30 M, 8 F, age 

range 26-59 years, mean 46) with chronic hepatitis C documented serologically (anti-HCV 

positive), HCV-RNA positive and histologically were treated with ribavirin (1000-1200 mg daily 

per os) accorded on weight concurrently and interferon-{\f1 a} (5-10 MU 8 weeks, 3-6 MU 40 

weeks daily or t.i.w., subcutaneous). All patients were euthyroid before treatment and also were 

negative for thyroid autoantibodies. ATPO, antithyroblobulin autoantibodies and thyroid 

hormones were measured before treatment and every 4 months during therapy.  

{ Results:} Ten patients (9 M, 1 F-26.3%) developed very high titers ATPO, 7 (6 M, 1 F-18.4%) 

without thyroid abnormalities and 3 (M-7.9%) with elevation of TSH after 3-6 months of 

therapy. Three patients (1 M, 2 F-7.9%) presented elevation of thyroid hormones (T4, TSH) 

without abnormalities of ATPO and antithyroglobulin autoantibodies titers at the sixth and eighth 

month of therapy. All received anti-thyroid treatment. 

{ Conclusion:}  Combination therapy with interferon-{\f1 a} and ribavirin appeared not to cause 

more thyroid abnormalities than the interferon-{\f1 a} monotherapy. }" "INCIDENCE OF 

THYROID DYSFUNCTION AND AUTOIMMUNE DISORDERS IN CHRONIC HCV 

PATIENTS TREATED WITH INTERFERON AND RIBAVIRIN"  
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{ Background & Aims:} One of the mechanisms of liver cell injury in chronic hepatitis C (CH-

C) is thought to involve apoptosis, which develops via the Fas/Fas ligand (Fas L) system. In this 

study, we investigated the significance of measuring soluble Fas L (sFas L) by IFN treatment for 

chronic hepatitis C, by comparing sFas L and the extent of liver tissue degeneration before and 

after IFN treatment, and further comparing sFas L levels and background factors prior to 

treatment and the effects of treatment.  

{ Subjects and Methods:} The subjects were 30 patients (18 males and 2 females; mean age of 

48.8 years) who diagnosed with chronic hepatitis C were administered 10 MU/day of r-IFN 2 b 

for 2-4 weeks, then intermittently 3 times a week for 20-22 weeks, and underwent liver biopsy 

before and after IFN treatment. Those in whom alanine aminotransferase (ALT) was normal for 

at least 6 months after treatment, and who remained negative for blood HCV-RNA 6 months 

after treatment were defined as complete response (CR) cases, and other subjects were defined as 

non-response (NR) cases, sFas L was determined by sandwich EIA method, and the extent of 

liver tissue degeneration were examinated using the HAI score.  

{ Results:} The sFas L value was significantly higher in the CH-C group than in the healthy 

controls (p < 0.001). The post-treatment sFas L value decreased significantly from the value 

prior to IFN treatment (p < 0.001). Post-treatment the extent of liver tissue degeneration also 

significantly improved from the pre-treatment liver tissue degeneration (p < 0.001). The sFas 

value after treatment significantly decreased among both CR cases and NR cases (p < 0.001). 

There was no significant correlation between sFas L and sex, age, pre-treatment ALT, and HCV-

RNA titer. Comparison between sFas L and the extent of liver tissue degeneration, revealed a 

positive correlation between sFas L and HAI score values after IFN treatment (r = 0.490; p < 

0.01). There was a positive correlation between pre-treatment sFas L and portal inflammation (r 

= 0.469; p < 0.05). And, there was a positive correlation between post-treatment sFas L and 

intralobular degeneration & focal necrosis (r = 0.402; p < 0.05).  

{ Conclusions:} The fact that sFas L correlated with an improvement in the extent of liver tissue 

degeneration suggests that liver cell injury mediated by Fas/Fas L was inhibited by IFN, thereby 

ameliorating the inflammation. Assay for sFas L is considered useful for predicting tide 

therapeutic effects in hepatitis and as a marker for inflammation. }" "SIGNIFICANCE OF THE 

EXAMINATION FOR sFAS LIGAND IN INTERFERON TREATMENT FOR CHRONIC 

HEPATITIS C"  
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{ Aim of the study.} A retrospective survey was conducted to evaluate, in patients with chronic 

hepatitis C and sustained biochemical and virological response to interferon (IFN), the long-term 

liver histology changes induced by therapy.  

{ Methods.} Eighty-two patients (56 males and 26 females; mean age: 45.0±12.8 years) from 14 

Italian hospitals were included in the study. All patients had received a 6-12-month alpha-IFN 

course (mean dose: 13.7±5.8 MU per week), followed by a complete and sustained response 

(normal serum ALT and undetectable serum HCV-RNA at the end of treatment and 12 months 

after therapy discontinuation). In each patient, two liver biopsies had been performed: 1?12 

months (mean ± SD: 4.4±3.2) before treatment and, respectively, 12 or more months (mean ± 

SD: 29.8±14.5) after its completion. Both liver biopsies were read by a pathologist unaware of 

patients treatment status and scored according to Knodells Histology Activity Index.  

{ Results.} Before treatment, mean (± SD) liver necroinflammation and fibrosis scores were 

6.8±2.9 and 1.4±1.1, respectively. After treatment, both mean scores were significantly lower 

(2.8±2.0, p < 0.01 vs. baseline and, respectively, 0.9±1.0, p < 0.01 vs. baseline). On an individual 

basis, necroinflammation score decreased in 74 patients (90.2%) and equalled 0 in 15 (18.3%), 

whereas fibrosis score decreased in 28 patients (34.1%) and equalled 0 in 13 (15.9%). In patients 

with liver biopsies performed 12-24 months (n. = 32), 24-36 months (n. = 23) or more than 36 

months (n. = 27) after the end of IFN treatment, a progressive decrease of necroinflammatory 

score was observed (mean ± SD: -2.6±2.0, -4.5±3.3 and -5.2±3.7 points, respectively; p < 0.01). 

A similar pattern was observed in fibrosis score (-0.3±0.7, -0,3±0,9 and -0,7±0,9 points, 

respectively; p < 0.01). No relationship was found between the improvement in liver histology 

and individual factors, such as sex, age, HCV genotype, weekly dose and duration of IFN 

treatment.  

{ Conclusions.} Histologic follow-up of chronic hepatitis C patients with sustained biochemical 

and virological response to IFN shows, in most subjects, a posttreatment progressive reduction 

and, in some cases, a complete regression of liver necroinflammation and fibrosis. }" 

"HISTOLOGIC FOLLOW-UP OF CHRONIC HEPATITIS C PATIENTS WITH SUSTAINED 

RESPONSE TO INTERFERON THERAPY"  
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HCV infection results in a brisk immunological response which, however seems insufficient to 

cause eradication of the virus in majority of cases. Neutrophils which are capable both of 

phagocytosis and release of toxins or mediators which regulate the course of immunological 

reactions, can be also responsible for chronicity of the disease and the liver damage with 

subsequent cirrhotic and neoplasmatic changes. In this study the effect of the IFN-{\f1 a} on 

expression of receptor CD11b and phagocytic capacity of neutrophils in children with chronic 

hepatitis C were analyzed.  

{ Material and methods:} The study was comprised of 60 children (34 boys and 26 girls) from 3 

to 15 years of age with chronic hepatitis C. Diagnosis was made on the basis of biochemical and 

histological evidence and the presence of HCV RNA in serum. In 30 children IFN-{\f1 a} 

(Intron A, Schering Plough) 3 MU subcutaneously 3 times a week for 6 months were 

administrated. Thirty children received no treatment. The control group was comprised of 40 

healthy children. Analysis of surface receptor expression (CD11b) on neutrophils rested and 

stimulated with FMLP was done by flow cytometry using standard techniques for 

immunofluorescence staining of neutrophils from whole blood. Monoclonal antibodies (CD11b, 

Becton-Dickinson) were used. The percentage of fluorescently labeled cells and mean 

fluorescence intensity (MFI) was determined by multiparameter analysis using FACScan flow 

cytometer (Becton-Dickinson). Phagocytosis was assessed on neutrophils from whole blood 

using fluorescein-labeled {\i E. coli} (Phagotest, Orpegen). The samples were analyzed for 

phagocytic activity on a FACScan flow cytometer. The degree of phagocytosis was measured as 

the percentage and the MFI of neutrophils capable of phagocytysing fluorescein-labelled 

bacteria. The investigations were performed at the beginning of and after 6 months of 

observation.  

{ Results:} At the beginning of observation in the all study group the percentage of rested and 

stimulated by FMLP neutrophils expressing CD11b did not differ significantly from the control 

group. The CD11b density on stimulated neutrophils was significantly lower compared with the 

control group. The percentage of neutrophils with phagocytic activity was higher in comparison 

with the control group. MFI of neutrophils capable of phagocytising fluorescein-labelled bacteria 

did not differ significantly from the control group. After a 6 month observation, in the children 

treated with IFN-{\f1 a} increase in the percentage of rested neutrophils expressing CD11b and 

increase in MFI of neutrophils capable of phagocytising fluorescein-labelled bacteria were 

observed. In the untreated children the decrease in the percentage of rested and stimulated by 



FMLP neutrophils expressing CD11b and increase in the CD11b density on rested neutrophils 

were demonstrated.  

{ Conclusions:} Applying IFN-{\f1 a} in children with chronic hepatitis C increases the 

percentage of receptor CD11b as well as increases the capacity of neutrophils to phagocytize. }" 

"EFFECT OF THE IFN-ALPHA ON EXPRESSION OF RECEPTOR CD11B AND 

PHAGOCYTIC CAPACITY OF NEUTROPHILS IN CHILDREN WITH CHRONIC 
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HCV infection is a serious epidemiological and clinical problem in children. The pathogenesis of 

chronic hepatitis C and mechanisms of elimination are still little recognised. Hosts immune 

response may determine the course of HCV infection. A better understanding of the 

immunologic mechanisms induced by HCV infection should make it possible to develop more 

effective strategies for the prevention and treatment of the disease. This study aims was to assess 

number and function of T lymphocytes in children with chronic hepatitis C who were treated 

with IFN-{\f1 a}.  

{ Material and methods:} The study included 30 children with chronic hepatitis C confirmed by 

biochemical, histological parameters and presence of HCV RNA in the serum. All the children 

were treated with 3 MU IFN-{\f1 a} (Intron A, Schering Plough) administered subcutaneously 3 

times a week for 6 months. Forty healthy children were included in the study as the control 

group. We examined subsets of blood lymphocytes T (CD3, CD4, CD8, CD3 TCR{\f1 g} {\f1 

d}) and lymphocytes with expression of CD3 /HLADR, CD3/CD25 antigens using monoclonal 

antibodies IMK plus and flow cytometry FACScan (Becton-Dickinson). The investigations were 

performed at the beginning of and after 6 months of observation.  

{ Results:} After IFN-{\f1 a} therapy a significant increase in subsets of CD4 and CD3/TCR{\f1 

g} {\f1 d} lymphocytes, significant decrease in CD8, increase in CD4/CD8 ratio and increase in 

lymphocytes with expression CD3 /HLADR, CD3/CD25 receptors were observed.  

{ Conclusions:} Applying IFN-{\f1 a} in children with chronic hepatitis C stimulated 

immunological response by increasing subsets of CD4 lymphocytes, {\f1 g} {\f1 d} and 

stimulated lymphocytes. }" "PERIPHERAL BLOOD MONONUCLEAR CELLS IN CHRONIC 

HEPATITIS C CHILDREN TREATED WITH IFN-APLHA"  
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{ Background/aim:} There is evidence that ursodeoxycholic acid (UDCA) decreases hepatic 

damage in HCV-related chronic liver disease (Liver 1999; 19: 381-8). We investigated the effect 

of long-term treatment with UDCA on liver function and structure and on HCV-RNA in patients 

{\f1\'b3} 65 with HCV-related chronic hepatitis/cirrhosis.  

{ Methods:} 45 patients with laparoscopy-biopsy proven HCV-associated chronic hepatitis 

(n=18) or cirrhosis (n=27) were given 600 mg/day of UDCA for 12-24 months. Conventional 

liver function tests (LFTs) including serum ALT, AST, GGT, total bilirubin, {\f1 g}-globulin 

and qualitative HCV-RNA were measured before and every six months during treatment. 

Moreover, two dynamic LFTs - galactose elimination capacity (GEC; n=24) and 

monoethylglycinexylidide (MEGX; n=14) formation from lidocaine - were also performed at 

time 0 and at the end of the treatment period. Liver biopsy scores assessing changes in the degree 

of hepatic inflammation (grading) and fibrosis (staging) were calculated in ten patients.  

{ Results:} UDCA therapy was well tolerated. Mean ALT, AST and GGT levels decreased 

significantly (p=0.05-0.0001-ANOVA) in all patients at months 6, 12, 18 and 24 and so did {\f1 

g}-globulin but only after one year of therapy. Bilirubin levels were unchanged throughout. 

When data were analysed according to the severity of liver disease, patients with cirrhosis 

showed a better outcome than those with chronic hepatitis: transaminase and GGT decreased 

respectively by 44%, 39% and 58% in cirrhotics and by 27%, 36% and 21% in the other group at 

mo. 24. Grading decreased from 4.2±0.9 to 3.3±0.5 (p<0.05), while staging was unchanged and 

so were MEGX and GEC. HCV-RNA remained positive in all patients.  

{ Conclusions:} Long-term therapy with UDCA, despite a lack of an antiviral effect, seems 

beneficial in reducing disease activity in elderly patients with type C chronic hepatitis or 

cirrhosis who are not suitable for conventional antiviral therapy or liver transplantation. }" 

"LONG-TERM TREATMENT OF CHRONIC HEPATITIS C WITH URSODEOXYCHOLIC 

ACID IN ELDERLY PATIENTS"  
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Hepatitis C virus (HCV) is a frequent cause of chronic liver disease, and HCC in Egypt. Current 

therapy with interferon is directed at viral clearance, but sustained response is achieved in less 

than half of treated patients especially in genotype 4. A non-pathogenic strains of Lactobacillus 

brevis coagulan has been shown to provoke production of INFs in the body when administered 

orally and that it enhances immunity without any side effects. The objectives of the present study 

was to investigate safety and efficacy of Lactobacillus brevis coagulan for chronic hepatitis C 

among Egyptians. Patients had persistent elevation of alanine aminotransferase (ALT) for at least 

six months, positive HCV antibodies by ELISA-2 and HCV-RNA by PCR were enrolled. 

Patients had decompensated cirrhosis; HCC; or evidences of HBV, HDV, alcoholic or 

autoimmune hepatitis were excluded. Two hundred patients were enrolled and divided into two 

groups. Group I received Lactobacillus brevis coagulan (LABRA-Five capsule of 60 mg) twice 

daily for six months, and group II had no specific treatment. At end of treatment, normalization 

of ALT had been obtained in 51% of group I patients and in 5 of group II (p<0.05). After six 

months of follow up, sustained biochemical response was achieved in 30% of group I and in no 

patients in group II. No clearance of HCV RNA was obtained. Therapy was well tolerated with 

no side effects.In conclusion, Lactobacillus brevis can normalize ALT in Egyptian patients with 

HCV which may indicate suppression of inflammation in liver. The feasibility and efficacy of 

long-term treatment of Lactobacillus brevis in preventing HCC is now under investigation in a 

new randomized controlled trial. }" "LACTOBACILLUS BREVIS: A POTENTIAL 

TREATMENT FOR CHRONIC HEPATITIS C"  
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To asses the safety and efficacy of consensus interferon (IFN & Con & 1), 30 patients with 

chronic hepatitis C infection were treated with 9 \'b5g IFN & Con &1 for 24 weeks, followed by 

12 weeks of observation.15 patients received 9 \'b5g IFN&Con&1 s.c. every day (group A) and 

15 patients three times a week (group B). At the end of the 24 week treatment period the serum 

ALT had normalized in 80% of patients given the IFN-Con-1 daily (group A) and 42% of 

patients given the IFN-Con-1 three times a week (p < 0.05). At the end of the postreatment 

observation period, the serum ALT was stil normal in 75% of patients group a and in 50% of 

patients group B (p < 0.05). Also, at the end of the 12 week treatment period 85% of patients of 

group A and 75% of group B had undetectable serum HCV RNA. At the end of the posttreatment 

observation period, the proportion of patients with undetectable HCV RNA ranged from 75 of 

those given the daily dose to 50% (p < 0.05) of those given the dose three times a week. Our 

study indicates that treatment with IFN-Con-1 appears to be safe and effective, in addition, use 

daily dose resulted in significantly more patients with sustained ALT normalization and absence 

of HCV RNA 3 months after cessation of therapy compared with treatment with three times 

doses of IFN-Con-1. }" "TREATMENT OF CHRONIC HEPATITIS C WITH CONSENSUS 

INTERFERON"  
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{ Background:} Radiofrequency ablation (RFA) recently emerged as a promising technique for 

the treatment of liver tumors. The aim of our study was to evaluate the sensitivity of PET scan in 

the diagnosis of liver tumors and in the assessment of complete RFA.  

{ Patients and methods:} Patients with at least 1 non resectable malignant tumor, demonstrated 

on biopsy or by the combination of characteristic image and elevated markor, treated by RFA 

were prospectively evaluated. RFA were performed by open surgery, under US guidance. For 

each patient, pre- and postoperative (1 week, 1, 3 and 6 months) CT and PET scans were 

compared.  

{ Results:} 13 patients were evaluated, consisting in 7 hepatocarcinoma (HCC) in Child A 

cirrhotic patients, 1 lymphoma and 5 metastasis (4 colorectal and 1 breast). None of the HCC 

was visible on preoperative PET scan. In the 6 remaining cases, all the tumors demonstrated on 

CT were PET positives. In 1 case (colonic metastasis) an additional liver metastasis was 

observed on PET as compared with CT. Additional centimetric liver metastasis, not seen on PET 

scan, were found at laparotomy in 2 cases. Among the 6 patients with PET scan positive 

metastasis, 5 became negative after RFA. In 1 case, PET scan performed 1 week after RFA 

demonstrated a residual tumor, not visible on CT. This patient underwent a new intervention, 

guided on PET scan positivity, confirming residual tumor and leading to PET negative image 

after second RFA. In the 13 patients, no local recurrence was observed (f. up: 1 to 12 months), 

but 1 developed new liver metastasis. 

{ Conclusion:}  These data suggest that PET scan may be useful in the preoperative work-up and 

post-RFA evaluation for patients with liver metastasis. In contrast, PET scan is not sensitive for 

the detection of HCC in cirrhotic patients. }" "RADIOFREQUENCY ABLATION FOR 

MALIGNANT LIVER TUMORS: CONTRIBUTION OF THE PET SCAN IN THE PRE- AND 

POSTOPERATIVE EVALUATION"  
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{ Background:} Though radiofrequency ablation (RFA) is a promising therapy which can treat a 

wider necrotic area than percutaneous ethanol injection therapy (PEIT) and percutaneous 

microwave coagulation therapy (PMCT), it is also unstable as the relation between ablation time 

and necrotic area is dependent on blood flow in the nodule-surrounded liver. Therefore, after 

introducing RFA in our department, PEIT or PMCT was chosen frequently. Here, we 

investigated survival rates and recurrence rates in patients with hepatocellular carcinoma (HCC) 

who have undertaken PMCTs.  

{ Subjects:} 52 patients with HCC with 56 nodules, who were treated with PMCT between 

September 1995 and February 2000, were included in the study. As for tumor diameter, 48 were 

10 to 20 mm and four were 21 to 30 mn.  

{ Methods:} A microwave electrode for percutancous treatment (Monopolar Electrode; 

AZWELL Inc., Osaka, Japan) was used in PMCT (an old type electrode was used in 20 patients 

until September 1997, while a new type of low-temperature electrode was used in 32 patients 

from August in the same year). The Kaplan-Meier method was used for analyses of survival rates 

and cumulative recurrence rates after PMCT.  

{ Results:} Tumor necrosis was observed in all nodules. Survival rates after PMCT were: 1 year 

in 92.4%, 2 years in 84.9%, 3 years in 79.6%, and 4 years in 69.6%. Cumulative local recurrence 

rates were: 1 year in 9.9%, 2 years in 29.4%, 3 years in 29.4% and 4 years in 29.4%. Local 

recurrence was observed in seven out of 20 nodules (35%) with the old type electrode and in two 

out of 36 nodules (5.6%) with the new type electrode. 

{ Conclusion:}  The local recurrence rate was reduced by introducing a new type electrode. 

PMCT was the therapy to obtain coagulation necrotic area reliably; however, development of a 

new electrode capable of obtaining more extensive necrotic area is required. }" "PROSPECTS 

OF PERCUTANEOUS MICROWAVE COAGULATION THERAPY (PMCT) IN 

THERAPUETIC STARATEGY FOR HEPATOCELLULAR CARCINOMA"  
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{ Objective:} To evaluate long-term prognosis of unresectable hepatocellular carcinoma (HCC) 

patients treated with transcatheter arterial chemoembolization (TACE) using cisplatin- Lipiodol 

suspension.  

Patients and Methods: 134 patients with HCC less than 5 cm in diameter were treated with 

TACE alone (without any other treatments) from February 1984 to December 1999. 108 patients 

were treated with TACE using cisplatin powder mixed with Lipiodol (CDDP/LPD group) and 26 

patients using doxorubicin hydrochloride-Lipiodol emulsion (ADM/LPD group). We excluded 

patients classified as Child C, with portal vein involvement in the first trunk, and with 

extrahepatic metastasis. The survival rates were calculated by Kaplan-Meier method and 

compared between the two groups by generalized Wilcoxon test. There were no statistical 

difference between the two groups in the parameters including age, sex, tumor size, number of 

tumor, TNM classification, tumor markers, Child classification, total serum bilirubin, and serum 

albumin.  

Results: The average dosage of CDDP in the initial treatment was 41 mg/body, while that of 

ADM was 57 mg/body. The survival rates in CDDP/LPD group were 81% at 1 year, 41% at 3 

years, 19% at 5 years, 13% at 7 years, while those in ADM/LPD group were 67% at 1 year, 18% 

at 3 years, 0% at 5 years. CDDP/LPD group showed significantly better survival than ADM/LPD 

group (p<0.05). In CDDP/LPD group, there were no significant difference in survival rates with 

(n=33) or without (n=75) embolization by gelatin sponge. There were a statistically significant 

prolongation of survival in patients with monofocal HCC (p<0.05) and in those with HCC 

assessed as a complete accumulation of Lipiodol (p<0.05). There was little injury of the hepatic 

artery and the incidence of collateral formation was seldom found. We could performed TACE 

repeatedly (maximum; 8 times, Total CDDP dose 320 mg). Complications such as 

encephalopaphy (2 cases; 2%) and renal dysfunction (3 cases; 3%) were occasionally observed 3 

cases (3%) after treatment in CDDP/LPD group, resolving spontaneously with appropriate 

medications.  

Conclusion. Although this is a non-randomized retrospective study, TACE using low dose of 

CDDP/LPD could contribute the prolongation of the patients with unresectable HCC with 

reduced complications. }" "LONG-TERM PROGNOSIS OF TRANSCATHETER ARTERIAL 

CHEMOEMBOLIZATION USING CISPLATIN-LIPIODOL SUSPENSION FOR 

UNRESECTABLE HEPATOCELLULAR CARCINOMA"  
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In Asian countries, transarterial chemoembolization (TACE) is considered an effective treatment 

for patients with hepatocellular carcinoma (HCC) who are not candidates for surgery; however, 

the therapeutic efficacy of TACE has not been confirmed by randomized, controlled trials, and 

furthermore, such an approach raises important ethical problems because a number of patients 

would be left untreated. Therefore, we compared the therapeutic effect of TACE with that of a 

standard treatment (surgical resection; SR) in patient who generally have less advanced tumor 

stage and better liver function, to identify a special subgroup of individuals in whom TACE may 

benefit their outcome. From 1993 through 1994, 183 patients with HCC in UICC T1-3N0M0 and 

liver function of Child-Pugh class A were enrolled. The median duration of follow-up was 56 

months. The patients were divided into two groups (SR group and TACE group) according to the 

initial treatment modality. Stratification was performed according to the tumor stage (UICC or 

CLIP) and the pattern of Lipiodol retention on Lipiodol CT. Median survival time of SR group 

was significantly longer than that of TACE group (p=0.005; 59 and 36 mos, respectively); in 

subgroup analysis, it was still significantly longer in SR group than in TACE group in T1 

(p=0.083; 54 and 31 mos, respectively) and T2 (p=0.025; 65 and 31 mos, respectively) HCCs 

and in CLIP-0 HCCs (p=0.012; 65 and 31 mos, respectively) but not in T3 (p=0.77; 22 and 27 

mos, respectively) HCCs and in CLIP-1 HCCs (p=0.99; 31 and 39 mos, respectively). Among 

the patients with UICC-T1 or -T2 HCC, those who showed compact Lipiodol uptake, median 

survival times of SR group and TACE were not different (p=0.15; 65 and 50 mos, respectively). 

In contrast, those in patients with UICC-T1 or -T2 HCC which showed partial Lipiodol uptake 

were significantly (p=0.029; 65 and 31 mos, respectively) longer in SR group than in TACE 

group. In conclusion, when compact Lipiodol uptake is observed, repeated TACE may be as 

effective as surgical resection in patients with HCC of UICC T1, 2 or CLIP 0, as well as in 

patients with more advanced HCC. }" "TACE IS AS EFFECTIVE AS SURGICAL 

RESECTION IN RESECTABLE HCC WHEN LIPIODOL IS RETAINED COMPACTLY IN 

THE TUMOR; A CONTROLLED COMPARATIVE TRIAL"  
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{ Objective:} Intra-arterial chemotherapy for hepatocellular carcinoma (HCC) has been of 

limited value in clinical practice, because only a small number of patients experience significant 

effects. This study was conducted to evaluate the anti-tumor activity and toxicity of a novel 

lipophilic platinum derivative (SM-11355) for HCC.  

{ Patients and methods:} Sixteen chemonaive HCC patients (15 males, 1 female) with 

measurable disease were enrolled. The patients with portal vein occlusion, arterioportal shunts, 

distant metastasis, and decompensated cirrhotic condition were excluded. They were treated with 

a transcatheter arterial injection of SM-11355-lipiodol emulsion (20-120 mg/body). Treatment 

was repeated based on the lipiodol accumulation in tumors.  

{ Results:} According to the assessment by computed tomography 3 months after treatment, 

complete response (CR) was defined as the disappearance or 100% necrosis of all tumors, and 

the lipiodol accumulation in tumors was regarded as being necrosis. The results indicated that 

nine patients achieved CR (56%; 95% confidence interval, 30-80%), three showed no change, 

three showed progressive disease and one patient was not evaluated. The peak levels of total 

platinum concentration were observed 3 weeks after the administration of SM-11355-lipiodol 

emulsion. The levels reduced very slowly, and remained about 40% of peak concentration 6 

months after that. These results suggested a gradual release of SM-11355 from lipiodol. The 

main grade 3 toxicities observed in patients were neutropenia (19%), bilirubin increase (19%), 

GOT increase (44%), and GPT increase (19%). However, these toxicities were reversible, and 

none of the patients demonstrated grade 4 toxicities or episodes of renal dysfunction. Other 

common adverse effects were eosinophilia (100%) and pyrexia (94%), and these reactions 

recovered spontaneously also. 

{ Conclusion:}  Intra-arterial chemotherapy with SM-11355, which is well tolerated, 

demonstrated significant anti-tumor activity in patients with HCC. }" "PHASE II TRIAL OF 

INTRA-ARTERIAL CHEMOTHERAPY USING A NOVEL LIPOPHILIC PLATINUM 

DERIVATIVE (SM-11355) IN PATIENTS WITH HEPATOCELLULAR CARCINOMA"  
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While resection is the sole chance of cure in patients with primary or metastatic liver tumors, 

most patients are not candidates for surgery at the time of diagnosis. Strategies aiming down-

staging large or multicentric tumors to achieve resection is appealing. This study was designed to 

evaluate the role of neoadjuvant intra arterial chemotherapy in patients with unresectable primary 

or metastatic liver tumors in absence of extrahepatic disease.  

{ Methods:} From April 1996 to November 1999, 30 patients with unresectable liver tumors (7 

primary and 23 metastasis) underwent a laparotomy with insertion of an ARROW pump catheter 

into the gastroduodenal artery. Two weeks postoperative the patients with liver metastases 

received FUDR 0.2mg/kg/d alone during 14 days, followed by 14 days of saline perfusion. 

Cisplatin and doxorubicin was added in patients with hepatoma or cholangiocarcinoma. Patients 

were evaluated by CT scan after 3 cycles of chemotherapy. Response to chemotherapy was 

defined by a decrease of tumor size on CT by at least 30%.  

{ Results:} There were no surgical complications related to pump insertion. The median follow-

up was 14.6 months and the median hospitalization time for pump insertion was 3 days. 

Chemotherapy was well tolerated in 66% of patients. Chemotherapy was discontinued in 4 

patients due to abnormal liver function tests, and two of them required a biliary stent to relieve a 

biliary stricture The overall actual survival was 63 %. The 6, 12 and 24 months survival of these 

patients were 92%, 79% and 39%. In 9 patients downstaging enabled curative resection. Seven 

of these patients are currently alive and tumor free, with at least a one year follow-up (table). 

\tx2040\tx3255\tx4590\tx6720\tx8150\fs4 \ul Total number Response No response Curative 

resection of patients \tab \tab \tab \tab Metastases 23 9/23 (39%) 14/23 (61%) 6/23 (26%) 

Hepatoma 5 4/5 (80%) 1/5 (20%) 3/5 (60%) Cholangio carcinoma 2 0/2 (0%) 2/2 (100%) 0/2 

(0%) \tab \tab \tab \tab d\fs20 

{ Conclusion:}  About one third of patients with unresectable liver tumors can be successfully 

treated by neoadjuvant intra arterial chemotherapy followed by curative resection. Hepatomas 

are particularly good responders. This approach should be further investigated. }" 

"NEOADJUVANT INTRA ARTERIAL CHEMOTHERAPY FOR UNRESECTABLE 

PRIMARY AND SECONDARY LIVER TUMORS. RESULTS OF A 4 YEARS 

PROSPECTIVE STUDY"  
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Nucleoside analogs (NAs) coupled to galactosyl terminating peptides selectively enter into 

hepatocytes through the asialo-glycoprotein receptor. When set free from the carrier inside 

hepatic cells, NAs partly exit from these cells into the bloodstream, resulting in higher 

concentrations in hepatic blood than in the systemic circulation. According to this finding, 

conjugation with a hepatotropic carrier might be a way to selectively increase the penetration of 

NAs not only in hepatocytes, but also in cells infiltrating the liver and nourished by hepatic 

sinusoids, such as those of liver micro-metastases. We found that a conjugate of floxuridine 

(FUdR) with lactosaminated poly-L-lysine (L-poly(LYS)) inhibited, in mice, the growth of 

hepatic metastases of the murine colon carcinoma C-26. We obtained evidence that inhibition 

was the consequence of FUdR release into liver bloodstream after the conjugate was selectively 

taken up by hepatic cells. Conjugated FUdR inhibited the growth of the metastases at a dose 

which was >11 times smaller than the highest not producing systemic toxicity, as assessed by 

decrease in body weight. Free FUdR, even at a dose which was 1-2 times lower than the non 

toxic one, had no effect on metastases. These results suggest that L-poly(LYS)-FUdR might be a 

candidate for the treatment of human liver micro-metastases. The release of FUdR in liver blood 

following conjugate administration might reproduce the loco-regional therapy performed by 

intraportal infusion of drugs, with the advantage of being a non invasive treatment. Moreover, 

since the peripheral areas of most vascularized macrometastases are blood supplied by 

surrounding sinusoids, the conjugate might also improve the outcome of treatments directed at 

interrupting arterial flow or delivering tumoricidal agents via the hepatic artery. }" 

"FLOXURIDINE COUPLING TO LACTOSAMINATED POLY-L-LYSINE FOR A 

REGIONAL, NON INVASIVE TREATMENT OF LIVER MICROMETASTASES"  
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{ Background and Aim:} TNM Classification by UICC is generally composed only by 

anatomical factors. Most of hepatocellular carcinoma (HCC) develops in hepatic or cirrhotic 

liver and liver function is known as a strong prognostic factor. We tried to revise TNM 

classification of HCC considering liver function.  

{ Patients and Method:} Patients (n=1085) with HCCs that were resected from 1973 to 1999 

were the subject of this analysis. As items of liver function, albumin and Total bilirubin were 

adopted for uni-variant analysis.  

{ Results:} When each stage was divided into two categories according to the serum albumin 

3.5mg/dl or more (stage 1G,2G,3G) and less than 3.5mg (stage 1P,2P,3P), the survival rates were 

clearly separated. The 5-year survival rate (%+SD) of stage 1G(n=85), 2G(n=350, 3G(n=232) 

and stage 1P(n=19),2P(n=119),3P(n=88) were 75.2+5.0, 63.6+2.9, 38.7+3.5 and 62.4+11.3, 

43.2+4.9, 33.6+5.3, respectively. That of stage 4 (n=192) was 30.8+3.6. Between 1B and 2A, 2B 

and 3A, and 3B and stage 4, the differences were not observed. Bilirubin has no correlation with 

prognosis. { Discussion:} In TNM classification of some malignant tumours have taken not only 

anatomical but also clinical (thyroid) or biochemical (Testis, mole, osteosarcoma) factors into the 

criteria of the stage. As the items of liver function that are used in TNM classification should be 

as simple as to be employed in any institute in the world. This study showed the value of serum 

albumin is a good prognostic indicator of HCC patients. 

{ Conclusion:}  In patients with HCC, when albumin is less than 3.5g/dl, one worse TNM stage 

than that defined by the current TNM stage should be assigned. }" "A FACTOR OF LIVER 

FUNCTION SHOULD BE INVOLVED IN TNM CLASSIFICATION OF LIVER CANCER"  
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{ Background:} Most patients with hepatocellular carcinoma (HCC) have coexisting cirrhosis or 

chronic hepatitis, often complicated with diabetes mellitus (DM). However, few report analyzed 

the impact of DM on the prognosis of patients with HCC.  

{ Aims:} We evaluated the impact of DM on the prognosis of patients with HCC.  

{ Methods:} Among 581 patients with HCC who had been diagnosed and treated between 1990 

and 1999, survival and rate of recurrence after treatment were compared between patients with 

and without DM.  

{ Results:} Among the 581 patients studied, 92 (15.8%) had DM. There was no significant 

difference in background of patients (age, gender or alcohol intake) or liver function between 

patients with and without DM. No differences were observed either in survival or in the rate of 

recurrence between patients with DM and patients without it. Among the 195 patients with a 

solitary HCC lesion {\f1\'a3} 3 cm in diameter, the survival of the 32 patients with DM was 

significantly poorer than that of the 163 patients without DM ({\i P} = 0.0273), despite the lack 

of a difference in liver function between the two groups. In addition, DM was one of independent 

factors affecting lower survival after treatment ({\i P} = 0.0077), as well as Child-Pugh 

classification before treatment ({\i P} = 0.0006) and therapy ({\i P} = 0.0137), by multivariate 

analysis. No difference in the rate of recurrence was observed between the two groups. { 

Summary/Conclusions:} The presence of DM did not affect the prognosis in overall patients with 

HCC. However, DM worsened the prognosis of patients with a solitary HCC lesion {\f1\'a3} 3 

cm in diameter. DM does affect prognosis in patients with HCC when HCC is treatable, based on 

the size and number of lesions. }" "IMPACT OF DIABETES MELLITUS ON THE 

PROGNOSIS OF PATIENTS WITH HEPATOCELLULAR CARCINOMA"  
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{ Background:} Hepatocellular carcinoma (HCC) can be associated with obstructive jaundice 

due to direct invasion or migration of tumor debris into the bile duct. Case reports on such 

icterogenic hepatocellular carcinoma (IHCC) have increased in number recently.  

{ Aims:} We describe our clinical experiences and evaluate the results of our management of the 

disease.  

{ Methods:} A retrospective study was undertaken to review 17 cases of IHCC between 1988 

and 1999. All patients were investigated with blood tests, ultrasonograpy and CT. Biliary 

drainage (endoscopic or transhepatic) were carried out in 10 patients, transcatheter arterial 

embolization (TAE) in 14, and surgical resection in 4. Post-mortem examinations were 

performed in 9.  

{ Results:} The incidence of IHCC out of all HCC was 4.4%(17/387) in our series. Four out of 

the 17 patients were resected successfully and survived more than 5 years. Unless resectable, 

biliary drainage (stent) and/or TAE were carried out in 9 patients and they survived for 5.4 

months on the average (1-24 months). The remaining 4 patients were considered too terminally 

ill and survived for 1.5 months (1-3 months) on supportive treatment. Hemobilia was noted in 5 

of the 17 patients.  

{ Conclusions:} Clinical features management, operative or post-mortem findings and survival 

of the 17 patients of IHCC was reviewed. Successful surgical resection can cure the disease 

occasionally. A combination of biliary drainage and TAE is a treatment of choice in unresectable 

cases. Proper use of metallic or plastic stents also brings good palliation on to some patients. }" 

"MANAGEMENT OF HEPATOCELLULAR CARCINOMA PRESENTING WITH 

OBSTRUCTIVE JAUNDICE"  
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Rat liver progenitor cells (oval cells) can give rise to hepatocellular carcinoma. We previously 

found evidence for the existence of human putative progenitor cells, which are defined as small 

single cells with scant cytoplasm, immunoreactive for OV-6, cytokeratin (CK) 7 and 19 (1). 

Reactive ductules are thought to be (at least partly) derived from progenitor cells and displasy 

the same phenotype. We recently described that some small cell dysplastic foci, a possible 

premalignant lesion in human liver, have a progenitor cell phenotype (2). To investigate the 

possible role of human putative progenitor cells in HCV-induced carcinogenesis, we screened 

HCV-cirrhotic liver specimens for the immunoreactivity to a monoclonal antibody directed 

against the E2 evelope region of the hepatitis C virus (Hepatitis Program, Innogenetics, Gent, 

Belgium), which we have recently validated (3). We found 7 liver specimens of patients with 

HCV-cirrhosis in our files of the last year which showed immunoreactivity for anti-HCV-E2 in 

putative progenitor cells and some reactive ductules. The anti-HCV-E2 immunoreactivity in 

addition was seen in clusters of hepatocytes, and strikingly in small cell dysplastic foci. 3/7 

patients had hepatocellular carcinoma (HCC) which all showed focal immunoreactivity to anti-

HCV-E2. In conclusion, the immunoreactivity for anti-HCV-E2 in human putative progenitor 

cells, in small cell dysplastic foci and in HCC in the same patients with HCV-cirrhosis is 

compatible with a carcinogenetic sequence of progenitor cells giving rise to small cell dysplastic 

foci and in some occasions evolving into HCC. Our results support a role for HCV in this 

carcinogenetic process d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Roskams 

et al. J Hepatol 1998;29:455-63 d\plain \s16 \f0\fs16 \i \li1134 2. Libbrecht et al. J Hepatol 

2000;33:76-84 d\plain \s16 \f0\fs16 \i \li1134 3. Verslype et al. J Hepatol 2000; 32(Suppl 2):113 
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{ Background:} Mutations of the p53 gene have been identified in human malignancies, 

including hepatocellular carcinoma (HCC). However the significance of p53 gene mutation in 

long term outcome of HCC patients is still unknown.  

{ Aims:} To investigate the correlation between p53 gene mutation and long term outcome of 

HCC patients, we analyzed 90 HCC tumors (83 patients) for mutations in the p53 suppressor 

gene.  

{ Methods:} The patients group consisted of 67 men and 16 women (ages 46 to 77 years, follow 

up range: 22-80 months). Fifty patients (60.2%) had cirrhosis. The samples were obtained by 

surgically curative resection. Genomic DNA was extracted with phenol-chloroform. Mutations in 

the p53 gene were analyzed by the PCR-SSCP method and the direct sequencing method.  

{ Results:} Mutations of the p53 gene were detected in 16 patients (19.3%). The following types 

of mutations were detected: 12 cases of missense mutations 1 case of nonsense mutation, and 3 

cases of deletions. No mutation was observed in tumors less than 2 cm in diameter. There was a 

significant correlation between mutation and pathological indicator of malignancy. The survival 

rate of patients with p53 gene mutation-positive tumors was significantly poorer than those in 

patients with p53 gene mutation-negative tumors (p=0.0011). Intrahepatic metastasis was 

common recurrent pattern in mutation-positive patients. However the recurrent pattern in 

mutation-negative patients was mainly multicentric recurrence.  

{ Conclusions:} Our data suggest that loss of p53 function is associated with a shortened 

survival, and that it also determine the recurrent pattern. These results may provide the improved 

treatment of HCC. }" "P53 GENE MUTATION STATUS AND CLINICAL FEATURES IN 

HEPATOCELLULAR CARCINOMA PATIENTS"  
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The aim of the study was to evaluate the relationships between cell proliferation and cell 

apoptosis in postinflamatory liver cirrhosis and hepatocellular carcinoma that arrises in cirrhotic 

liver tissue. Liver samples was derrived from 17 patients with postinflamatory liver cirrhosis 

operated upon concomitant surgical reasons and from 19 patients who underwent curative liver 

resection for HCC. Paraffin sections of liver tissue and the tumour tissue were examined for 

expression of proliferating cell nuclear antigen (PCNA) and MIB-1 (Ki-67), whereas apoptosis 

was assessed in these specimens using BclX/Bac - related proteins tests in combination with 

morphological criteria. There were significant differences in expression of proliferation indices 

(p<0.001) and no difference in apoptosis between investigated tissues (table 1). 

\tx2190\tx3870\tx5535\tx6270\tx8150\fs4 \ul PCNA expression MIB-1 expression Apoptosis 

\tab \tab \tab \tab Postinflamatory cirrhosis 15% 10% 15% Cirrhotic tissue in HCC 5% 3% 15% 

Tumour tissue itself 60% 40% 15% \tab \tab \tab \tab d\fs20 The results indicate corelation 

between nuclear positivity of the liver cell for PCNA and MIB-1 (Ki-67) and carcinoma 

transmutation. They also suggest that growing carcinoma restrains proliferating activity of the 

liver tissue in cirrhotic liver. Unfortunately, changes in apoptosis could not be related to 

proliferation indices. }" "PROLIFERATIVE ACTIVITY AND APOPTOSIS IN 

HEPATOCELLULAR CARCINOMA AND LIVER CIRRHOSIS"  
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{ Background:} Arsenic trioxide (As2O3) has been shown to be effective for treatment of 

patients with refractory or relapsed acute promyelocytic leukemia as well as a variety of 

hematopoetic malignancies including adult T-cell leukemic cells as we reviewed (Leukemia 

Lymphoma 2000;37:649). Recently, it has been shown this agent have antiproliferative effects 

for solid tumors. Aim of this in vitro study was to assess antitumoral effects of As2O3 on 3 

human hepatoma cell lines.  

{ Methods:} Human hepatoma-derived cell lines, Huh7, HepG2 and SKHep1 cells were 

maintained in DMEM, supplemented with 10% heat-inactivated FBS, 100U/ml penicillin and 

100 mg/ml streptomycin. Cell viability after treatment with final concentrations of 0.5-4 microM 

As2O3 for 24-120 h was assessed by colourimetric MTT assay. Apoptosis was identified and 

quantified by flow cytometry with propidium iodide (PI) staining. Furthermore to detect 

apoptotic cells, a mitochondrial membrane protein 7A6 antigen, exposed on cells undergoing 

apoptosis, was determined by using the monoclonal antibody APO2.7 after treatment with 

digitonin.  

{ Results:} In Huh7 cells, As2O3 reduced proliferation time-and dose-dependently at 1 and 2 

microM; while, in HepG2 and SKHep1 cells, As2O3 inhibited proliferation at 4 microM. Cell 

cycle analysis in Huh7 cells showed that compared to untreated control, the percentage of cells in 

the sub G1 phase were increased by about 3% and 11% after treatment with 1 microM and 2 

microM As2O3, respectively. In Huh7 cells Apo2.7 positive cells were detected after treatment 

with 2-4 microM As2O3. 

{ Conclusion:}  As2O3 inhibited the growth of hepatoma-derived cell lines partly by induction 

of cell apoptosis at a tolerable dose of the agent for the patients. The marked sensitivity of Huh7 

cells in vitro suggests that As2O3 may have therapeutic potential for the treatment of patients 

with hepatocellular carcinoma. }" "INHIBITORY EFFECTS OF ARSENIC TRIOXIDE ON 

CELL GROWTH IN HUMAN HEPATOMA-DERIVED CELL LINES"  
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{ Aims:} Clinicopathological prognostic factors including expression of matrix metaroproteinase 

7 (MMP 7) were examined in patients with metastatic liver tumors from colorectal cancer.  

{ Patients and methods:} Metastatic liver tumors from colorectal cancer were resected without 

macroscopical cancer residuals in 81 patients between January 1990 and August 1999. Age, sex, 

histoligical type of primary colorectal cancer, the presence or absence of other distant metastasis 

at the initial hepatectomy, the number and maximum diameter of liver tumors, serum levels of 

CEA and CA19-9 at initial hepatectomy, and surgical free margin of the resected liver. MMP 7 

was stained immunohistochemically with anti-human mouse monoclonal antibody (NeoMarkers, 

INC. CA) on formalin-fixed and paraffin embedded sections of cancerous and noncancerous 

tissues. MMP 7 expression was evaluated by three indpendent blinded observers.  

{ Results:} The cumulative survival rate in the 81 patients were 90.1% at 1-year, 53.2% at 3-year 

and 41.9% at 5-year after initial hepatectomy. Significant poor prognosis was observed in 

patients who had other distant metastasis (5 year survival rate: 12.9 vs. 50.7%, p=0.012), whose 

primary cancer was mucin producing type (5-year survival rate: 0 vs. 23.1 vs. 55.8%, p<0.0001), 

who had cancer exposure at the resected liver stump (5-year survival rate: 14.6 vs. 53.2%, 

p<0.01), or who had MMP 7 positive liver tumors (5-year survival rate: 11.3 vs. 51.4%, p=0.03). 

Coxs proportional hazard model with stepwise selection showed that other distant metastasis 

(p=0.0001), type of primary colorectal cancer (p<0.0001), and MMP 7 expression (p=0.0352) 

were independent prognostic factors.  

{ Conclusions:} The presence or absence of MMP 7 expression in metastatic liver tumors may 

be a useful prognostic factor after removal of metastatic liver tumors from colorectal cancer. }" 

"IMMUNOHISOCHEMICAL ANNALYSIS OF MATRIX MATAROPROTEINASE 7 

EXPRESSION IN METASTATIC LIVER TUMORS FROM CORORECTAL CANCER"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.726#" " Abstract: P.726 0 Citation: Gut 2000; 47(Suppl III): 
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RESULTS OF A SINGLE CENTER EXPERIENCE  

Wim Ceelen, Roberto Troisi, Piet Pattyn, Uwe Hesse, Bernard de Hemptinne  

\i Ghent University Hospital, Ghent, Belgium  

{ Background:} non colorectal metastases present a minority of patients undergoing hepatic 

surgery. We reviewed the morbidity and outcome of this group of patients.  

{ Patients and methods:} between august 1991 and july 1999, 26 patients were treated. Mean age 

was 56 years (range 35-76); 14 patients (54%) were female. Primary tumor histology included 

melanoma (5), carcinoid tumor (4), hypernephroma (4), endocrine pancreatic tumor (3), 

leiomyosarcoma (3), and miscellaneous tumors (7). In 24 patients (92%), metachronous 

metastases developed after a mean interval of 56 months (range 2-144). Mean tumor size was 7 

cm (range 2-19); 7 patients (27%) had more than one lesion. The type of resection performed 

included left or right lobectomy (7), extended lobectomy (5), bi-or trisegmentectomy (7), and 

atypical resection (7). In 3 patients (11%), peroperative cryodestruction was used as an adjunct to 

resection.  

{ Results:} 30 day mortality was 4%; this patient died of fulminant liver failure 2 days 

postoperatively. Complications were seen in 8 patients (30%); mean hospital stay was 15 days 

(range 8-27). Actuarial 3-year disease-free and overall survival were 32% and 41%, respectively. 

Resection margin status proved to be the most important prognostic parameter. 

{ Conclusion:}  liver resection for non colorectal hepatic metastases can be performed with 

acceptable morbidity and mortality. Provided a clear resection margin is obtained, resection can 

offer a chance for cure in this group of patients. }" "SURGICAL TREATMENT OF NON 

COLORECTAL HEPATIC METASTASES: RESULTS OF A SINGLE CENTER 

EXPERIENCE"  
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A194 THE STIMULATING EFFECT OF GLUCOCORTICOSTEROIDS ON INTESTINAL 

LIPID UPTAKE IN RATS IS ENHANCED BY FEEDING A SATURATED FATTY ACID 

DIET  
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 University of Alberta, Edmonton, Canada; {\up6 2} McGill University, Montreal, Canada  

Glucocorticosteroids (``steroids) enhance some digestive and sugar absorptive functions of the 

intestine of weaning and adult rats. Modifications in dietary lipids alter the nutrient transport 

properties of the intestine: feeding adult rats a semisynthetic saturated fatty acid diet increases 

intestinal lipid uptake as compared with animals fed an isocaloric polyunsaturated diet. We 

undertook these studies to test the hypothesis that feeding weaning rats a saturated as compared 

with a polyunsaturated diet will enhance the increased intestinal uptake of lipids observed when 

animals are given steroids. This study was undertaken to assess the influence of four weeks 

treatment with daily gavage of budesonide (BUD; 0.25 mg/kg per day), prednisone (PRED; 0.75 

mg/kg per day), or control vehicle in weaning male rats fed either a semisynthetic isocaloric 

saturated fatty acid diet (SFA) or a polyunsaturated fatty acid diet (PUFA), on the in vitro jejunal 

and ileal uptake of lipids. In rats fed PUFA, prednisone increased the jejunal uptake of 12:0, 18:1 

and 18:2, and increased the ileal uptake of 18:3. In rats fed SFA and given prednisone, there was 

no change in the jejunal uptake of lipids, whereas the rates of ileal uptake of 12:0 and 18:2 were 

increased; the uptake of 16:0 was decreased. Giving budesonide to rats fed PUFA increased the 

jejunal uptake of 16:0, 18:1 and 18:2, and enhanced the ileal uptake of 18:1. In rats fed PUFA, 

the jejunal uptake of 16:0 and the ileal uptake of 18:1 was higher with budesonide than with 

prednisone. In those fed SFA, the rates of ileal uptake of 12:0, 18:0 and 18:2 was lower with 

budesonide than with prednisone. In rats fed SFA, budesonide increased the jejunal uptake of 

12:0, decreased the jejunal uptake of cholesterol, and reduced the ileal uptake of 16:0. In rats 

given prednisone or budesonide, the uptake of many fatty acids was higher when the animals 

were fed SFA rather than PUFA. For example, the rates of jejunal uptake of fatty acids 16:0 and 

18:0 and cholesterol were 50% greater with prednisone in animals fed SFA as compared with 

PUFA.. The influence of these steroids on lipid uptake was not explained by variations in food 

intake or body weight gain. SFA increased the ileal expression of c-jun and proglucagon in 

animals given control. Steroids did not change the expression of ERG and ODC, but prednisone 

increased increased the ileal expression of proglucagon in animals fed PUFA, as well as 

budesonide in those fed SFA. In summary, these locally and systemically active steroids, when 

given in doses that are used clinically, increase the intestinal absorption of some lipids by a 

process which can be enhanced by the substitution of saturated for polyunsaturated lipids in the 

diet. Dietary lipid signalling of this adaptive response may involve c-jun and proglucagon 

whereas steroid signalling may involve proglucagon. The implications of these findings to 

humans remains to be established. }" "THE STIMULATING EFFECT OF 

GLUCOCORTICOSTEROIDS ON INTESTINAL LIPID UPTAKE IN RATS IS ENHANCED 

BY FEEDING A SATURATED FATTY ACID DIET"  
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Locally and systemically acting glucocorticosteroids (``steroids) alter the morphology and 

transport function of the intestine of adult animals with an intact intestinal tract. This study was 

undertaken to assess the effect on sugar uptake of the locally acting steroid budesonide (Bud, 

0.25 mg/kg, po), or the systemically active prednisone (Pred, 0.75 mg/kg, po) or dexamethasone 

(Dex, 128 mg/kg, subcutaneously). Adult male Sprague Dawley rats (200-250 g) underwent 

intestinal transection or resection of 50% of the middle portion of the small intestine, leaving the 

proximal 25% and distal 25%. Bud, Pred, Dex or vehicle control (Con) were given for two 

weeks from the time of transection or resection. The rats were fed ad libitum standard rat chow. 

The 50% enterectomy did not affect food intake, body weight gain or intestinal weight, or the 

uptake of glucose or fructose. Pred had no effect on the uptake of glucose or fructose. In contrast, 

Bud increased by over 120% the value of the jejunal maximal transport rate (Vmax) and the 

Michaelis affinity constant (Km) for the uptake of glucose. Dex reduced by 73% the jejunal 

uptake of fructose in resected rats, whereas Bud increased by 170% the ileal uptake of fructose. 

These effects on the uptake of sugars were not due to an alteration in non-mediated uptake, as 

suggested from their lack of effect on the uptake of L-glucose, and were not explained by 

variations in the animals food intake, body weight gain or intestinal weight. SGLT1 and GLUT5 

protein and mRNA expression did not correlate with the rates of glucose and fructose uptake. 

The expression of Na+/K+ ATPase alfa 1 and beta 1 and GLUT2 did not explain the enhanced 

effect of budesonide on glucose and fructose uptake. Budesonide, prednisone and 

dexamethasone reduced the jejunal expression of c-jun in resected animals. ODC expression in 

the jejunum of resected animals was reduced and steroids reduced the jejunal expression of 

proglucagon in resected animals. We speculate that the influence of the locally acting Bud on the 

steroid receptors in the enterocytes is responsible for its enhancing effect on the activities of 

SGLT1 and GLUT5. It remains to be determined whether Bud may be useful to stimulate the 

absorption of sugars following intestinal resection in humans. }" "THE LOCALLY ACTING 

GLUCOCORTICOSTEROID BUDESONIDE ENHANCES INTESTINAL SUGAR UPTAKE 

FOLLOWING INTESTINAL RESECTION IN RATS"  
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Orally administered systemically active glucocorticosteroids (``steroids) enhance some digestive 

and absorptive functions of the intestine of weanling and adult rats. This study was undertaken to 

assess the influence of four weeks treatment of weaning male rats with a daily oral gavage of 

budesonide (BUD; 0.25 mg/kg per day), prednisone (PRED; 0.75 mg/kg per day), or control 

vehicle (CON) on the in vitro jejunal and ileal uptake of glucose and fructose. BUD and PRED 

had no effect on the brush border membrane (BBM) uptake of D-mannitol, L-glucose, or D-

glucose by SGLT1 (the sodium-dependent glucose transporter in the BBM). In contrast, the 

uptake of D-fructose by GLUT5 (the sodium-independent fructose transporter in the BBM) was 

similarly increased in BUD and in PRED as compared with CON. Higher doses of BUD (up to 1 

mg/kg) given to adult rats for 2 weeks had no effect on glucose uptake, but increased further the 

uptake of fructose. The changes in the uptake of fructose were not due to variations in the weight 

of the intestinal mucosa, in food intake or in GLUT5 protein or mRNA expression. There was no 

steroid-associated changes in mRNA expression for c-myc, c-jun, c-fos or proglucagon, but ileal 

ornithine decarboxylase (ODC) mRNA was increased with PRED. In summary, giving post- 

weanling rats four weeks of BUD or PRED in doses equivalent to those used in clinical practice 

up-regulates fructose uptake but not glucose uptake. The enhanced uptake of fructose was likely 

regulated by post-translational processes. The implication of these findings to humans remains to 

be established. }" "LOCALLY AND SYSTEMICALLY ACTIVE 

GLUCOCORTICOSTEROIDS MODIFY INTESTINAL ABSORPTION OF SUGARS IN 

RATS"  
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\i Departments of Internal Medicine and Pathology, Medical Faculty, Black Sea Technical 

University, Trabzon, Turkey  

{ Aim:} To investigate the effect of octreotide on food intake and body composition in rats.  

{ Methods:} Thirty male Sprague-Dawley rats were divided into two groups. Group 1 received 

octreotide (25 \'b5g/Kg bid via ip route) and group 2 saline. Each group was fed by standard rat 

chow, containing 2750 Kcal/kg, ad libitum and followed for a period of 60 days. Food intake of 

the rats were calculated every day by weighting the amount of remained food on food shelves 

and each rat was weighted weekly in order to assess weight gain. Blood samples were taken via 

intra-cardiac puncture under anesthesia and final body density of each rat was measured by under 

water weighting.  

{ Results:} Mean body weight of Group 1 and 2 were similar in the beginning of the study 

(256.2 ± 21.7 g vs 242.1 ± 12.5 g respectively). A significant weight gain was observed in both 

groups throughout the study period but food consumption of Group 1 was higher then group 2 

and as a result mean body weight of Group 1 significantly exceeded group 2 by the end of 

second week. At the end of the study period mean body weight of Group 1 was significantly 

higher then those of group 2 (310.6 ± 14.1 g vs 273.2 ± 11.2 g respectively, p < 0.0001). Body 

density of group 1 was found to be significantly lower (0.952 ± 0.009 g/cm{\up6 3} vs 0.991 ± 

0.041 g/cm{\up6 3} respectively, p = 0.035). Body fat percentage (69.9 ± 5.0% vs 50.2 ± 20.8% 

respectively, p = 0.033) and total fat mass (217.1 ± 10.5 g vs 136.6 ± 56.4 g respectively, p < 

0.0001) was also higher in group 1. Total fat free mass of the two groups were not found to be 

different statistically (93.5 ± 20.7 g vs 136.6 ± 57.5 g respectively)  

{ Conclusion:}  The somatostatine analogue, octreotide caused a significant increase in food 

consumption and weight gain in rats. This weight gain was characterized by a significant 

increase in body fat percentage. }" "THE EFFECT OF OCTREOTIDE ON FOOD INTAKE 

AND BODY COMPOSITION IN RATS"  
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\i Saga Medical School, Saga, Japan  

Intestinal mucosal growth is a common but uncharacterized observation associated with diabetes 

mellitus. Epithelial homeostasis is balanced by regulation of cell proliferation and cell death. To 

determine the contribution of apoptosis to the overall maintenance of intestinal growth, we 

examined intestinal apoptosis in the well characterized streptozotocin induced diabetes model 

rats.  

{ Methods:} Rats were injected with 75 mg/kg body weight of streptozotocin(STZ), thereafter 

they were allowed free feeding or restricted feeding for three weeks. Food intake and intestinal 

mucosal height were evaluated. Animals were injected with streptozotocin, thereafter rats were 

fed ad libitum for one or three weeks. Ornithine decarboxylase activity, ratio of fragmented DNA 

to total DNA, and electrophoresis of fragmented DNA were examined.  

{ Results:} Food intake gradually increased in free feeding rats after induction of diabetes. 

Intestinal mucosal height in free feeding diabetic rats was significantly longer than controls, but 

this increase in mucosal height was not observed in restricted fed diabetic rats. Ornithine 

decarboxylase activity in intestinal mucosa in diabetic rats did not differ from that of control rats. 

Percent fragmented DNA of diabetic rats one week after streptozotocin injection was 

significantly lower than that of control rats, and this decrease returned to the control level 3 

weeks after drug treatment. 

{ Conclusion:}  The present study shows that hyperphagia is important for increased intestinal 

mucosal growth in the STZ diabetic rats, and that suppression of apoptosis during the early phase 

of hyperphagia was responsible for this hyperproliferative response of the intestinal mucosa. }" 

"INCREASED INTESTINAL MUCOSAL THICKNESS AND SUPPRESSION OF 
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Cellobiose/mannitol and Lactulose/mannitol tests are currently used in the investigation of 

Intestinal Permeability (IP) in many gastrointestinal diseases. The use of cellobiose, however, 

has been criticised due to possible cellobiase activity in the small intestine (Dahlqvist A 1962; 

Bjarnason I et al. 1995). This study was aimed to compare the two large sugar probes (cellobiose 

ans lactulose) in association with mannitol, in their function of intestinal permeability tests. 18 

healthy volunteers were enrolled (F = 6, M = 12; mean age ± SD = 27.94 ± 8.01). The subjects 

had not assumed NSAIDs and/or antibiotic therapy, alcohol or tobacco for at least two days 

before each test. The IP tests consisted of either Cellobiose (5 g) and Mannitol (2 g), or 

Lactulose (5 g) and Mannitol (2 g), given as oral isosmolar loads. Sugars were recovered in urine 

collected for 5 hrs and determined by means of HPLC-Dionex DX500. The %LA, %CE, %MA 

recovered in urinary excretions were evaluated and their ratios (CE/MA and LA/MA) were 

calculated. Each subject assumed both tests, with seven days interval in between; moreover, each 

subject also collected 5 hrs urine in the absence of any sugar probe administration (urine 

control). Obtained values in the 18 subjects are reported as mean ± SD: 

\tx1665\tx3360\tx4935\tx8150\fs4 \ul \tab \tab \tab \tab Large probe Small probe Ratio \tab \tab 

\tab CE%: 0.22 ± 0.16 MA%: 14.9 ± 7.11 CE/MA: 0.015 ± 0.007 LA%: 0.26 ± 0.10 MA%: 18.6 

± 7.07 LA/MA: 0.015 ± 0.006 \tab \tab \tab d\fs20 No significant differences were found in any 

parameter. Cellobiose and Lactulose give the same results in respect to the function of large 

probe in IP tests. As a consequence, CE/MA and/or LA/MA tests are similarly useful in the 

clinical investigation of IP. }" "CELLOBIOSE AND LACTULOSE ARE SIMILARLY 

USEFUL PROBES IN SMALL INTESTINAL PERMEABILITY TESTS"  
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Serum 7 alpha hydroxy cholestenone(7HCO)is used as an alternative to SeHCAT in detecting 

bile acid malabsorption with reportedly comparable sensitivity of 90%. Glucose Hydrogen breath 

test (GHBT) is used in the detection of small bowel bacterial overgrowth and has a reported 

sensitivity of 93% compared to jejunal aspirate culture. The specificity of 7HCO has been 

reported to be 79% however and it is possible that a number of these false positives represent 

small bowel bacterial deconjugation of intraluminal bile salts and elevation of 7HCO but a 

normal SeHCAT test (Radionuclide is resistant to bacterial deconjugation). 105 patients with 

idiopathic diarrhoea who had been investigated using contemporaneous GHBT and 7HCO were 

taken and details of results diagnosis and outcome were made. 50 patients had normal 7HCO and 

GHBT. Of the abnormal breath tests (n=33),26 had significantly raised 7HCO (79%) as 

compared to those with normal breath tests (n=72) of whom 22 had raised 7HCO 

(31%)(p<0.0001). Of note, 12 of the 22 with normal breath tests and raised 7HCO had had 

previous terminal ileal resections for Crohns disease. Treatment of those patients with both 

raised 7HCO and GHBT was subject to the physicians interpretation of the results. 8 were given 

antibiotics alone(improved),1 was given antibiotics and questran(improved),and 4 were given 

cholestyramine alone(2 improved). In 13 patients no treatment was documented. Bacterial 

overgrowth of the small bowel may cause raised 7HCO and should be considered when 

investigating idiopathic diarrhoea. }" "THE VALUE OF CONTEMPORANEOUS SERUM 7 

ALPHA CHOLESTENONE AND GLUCOSE HYDROGEN BREATH TEST IN THE 

MANAGEMENT OF IDIOPATHIC DIARRHOEA"  
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\i Department of Pediatrics, Sao Marcos Hospital, Braga, Portugal The prevalence of celiac 

disease is unknown in Portugal.  

In European countries the prevalence is between 1: 200 and 1: 400. The prevalence obtained 

through diagnosed cases in the paediatric gastroenterology units in Portugal is 1: 3648. To 

determine the best current celiac disease screening method and its prevalence in a Portuguese 

population, 536 serums of teenagers with 14 years ± 6 months from Braga town schools were 

tested for total IgA, antibody anti-transglutaminase, isotype IgA, in guinea pig liver, by ELISA 

method and antiendomysium antibody, IgA isotype, by indirect immunofluorescence method, in 

frozen cuts of primate intestine and liver, the dilutions were 1:10. It were considered positive for 

tissue anti-transglutaminase antibody values of >30UI, slightly positive between 20-30UI, and 

negative <20UI. All samples and controls were doubly tested. One adolescent girl, with negative 

antiendomysium antibodies and transglutaminase had a diagnosed celiac disease and was 

complying with her diet. Eleven adolescents had positive anti-transglutaminase antibody and 4 

from these had also a positive antiendomysium antibody. A jejunal biopsy was carried out on 

these 4 adolescents. Three presented intestinal villous atrophy, 2 a flat mucosa and 1 a moderate 

atrophy. An adolescent girl had a normal mucosa. The prevalence was 1:134, ] confidence 

interval at 95%, 1:53-1:500 [.  

{ Conclusions:} the total IgA with determination of tissue anti-transglutaminase seems, at this 

moment, the best screening method as it is less expensive and less dependent on the observer 

because is an ELISA method. In positive cases of the anti-transglutaminase antibody, the 

antiendomysium antibody should be carried out in reference laboratories. The celiac disease 

prevalence found corresponds to the prevalence recently found in other European countries, 

which implies that the celiac disease is under-diagnosed in Portugal. }" "FIRST PREVALENCE 

OF CELIAC DISEASE IN A PORTUGUESE POPULATION"  
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{ Background:} Recent serological screening programmes suggest that the prevalence of coeliac 

disease approaches 1:300. No data are available yet in France.  

{ Methods:} we tested 1163 plasma samples collected from a random sample population (35 to 

64 years) living in the North of France (WHO-MONICA survey). The sample was equally 

distributed in males and females and in 10 year age classes. The serological screening procedure 

comprised the determination of anti-gliadin IgG (AGA IgG), anti-gliadin IgA (AGA IgA), anti-

endomysium IgA (EmA IgA). Total IgA was measured on samples positive only for IgG AGA. 

Upper endoscopy with duodenal biopsies was proposed to each patient who had at least one test 

positive in agreement with their general practitioner. Reading of all biopsies were made by the 

same pathologist (KG) and lesions were scored according to Marshs classification (1).  

{ Results:} One patient had a diagnosis of coeliac disease known before the screening. 1111 

samples were negative for the 3 tests whereas at least one positive test was found in 52 samples: 

3 had EmA IgA (1 with IgG AGA, IgA AGA; 1 with IgA AGA); 15 had only IgA AGA and 34 

had only IgG AGA. At the present time 17 endoscopies have been performed. Biopsies of 2 of 

the 3 patients who had EmA IgA displayed a subtotal villous atrophy. Biopsies were normal in 4 

subjects with IgA AGA and in 11 with IgG AGA. 

{ Conclusion:}  based on EmA IgA positivity only, the prevalence of CD in Northern France can 

be estimated at 1:388. This result strongly suggests a high frequency of undiagnosed CD and 

further underscores the value of serological screening in general population. d\plain \s14 \f0\fs16 

\i \fi-1134\li1134\tx1134 Reference:\tab 1. Marsh MN. Gastroenterology 1992; 102:350-4. }" 
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``Anti Endomysial Ab(AEA) and ``Anti Gliadin Ab(AGA) are used to diagnose celiac disease 

(CD). Chronic diarrhea (Chr. D) is a major manifestation of CD. We studied prevalence of CD 

among Iranian patients with Chr. D using AEA and AGA. Sera of patients with Chr. D. lasting 

more than 6 weeks were tested for total IgA, AEA and AGA. Patient with positive serology had 

endoscopic biopsy of duodenum and Marsh classification was applied to them by two 

pathologists. All patients with positive serology were given gluten free diet (GFD) and were 

reassesed after 6 months.100 patients with Chr. D.(45 F, 55M, mean age 31.36±15)were 

enrolled. 21 had a positive test(AGA+, AEA+:14, AGA-, AEA+:6, AGA+AEA-:1). The AGA +, 

AEA- patient did not respond to GFD and turned out to have Crohns disease. Marsh 

classification of the 20 AEA+ patients(12 F, 8 M, mean age 34.4±16)were as follows:one 

M{\dn6 0}, 3 M{\dn6 I}, 1 M{\dn6 II}, 8M{\dn6 IIIa}, 2 M{\dn6 IIIb} and 5 M{\dn6 IIIc}. 13 

were anemic and 7 had radiologic stigmata of malabsorption. 15 had an excellent response to 

GFD, 3 had a good response, 1 a relative response and one did not complied with GFD. 18 of the 

20 patients had a repeat AEA after 6 months of GFD,9 became negative.Our data shows a 20% 

prevalence of CD among Iranian adult patients with Chr.D. As CD is treatable, hence preventing 

its major complications it is advised to check AGA & AEA in all patients with Chr. D. }" 

"PREVALANCE OF CELIAC DISEASE AMONG IRANIAN PATIENTS WITH CHRONIC 

DIARRHEA"  
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An increased frequency of cancer (7-21%), including non-Hodgkins Lymphoma (2-9%), has 

been found in CD in adults. To our knowledge, in Europe only 4 cases of CD and cancer in 

children have been published. In a previous inquiry among ESPGHAN members, no such cases 

were found. We made an inventory of cases with childhood CD and cancer from 1989-1999 by a 

postal inquiry among the ESPGHAN members mentioned in the Societys WebPages. Out of 298 

members, 296 could be traced and invited. 172 (58%) responded. 143 (48%) treated CD patients. 

113 Members (80%) had more than 10 years of practice as a paediatric gastroenterologist. 63 

Members (45%) treated 25-100 CD patients, 30 (21%) treated more than 200 CD patients. 16 

Members (11%) reported 20 children with CD and cancer (1 already published). Mean age at 

diagnosis of cancer: 8.1 years. Cancer was diagnosed before CD in 2 cases, at the same time in 3 

and after in 15. Primary site: 5 intestinal (4 lymphoma, 1 sarcoma), 15 extraintestinal (3 

lymphoma, 2 leukaemia, 2 medulloblastoma, 8 miscellaneous). Of the 15 patients with cancer 

after CD diagnosis, only 7 were on strict glutenfree diet and these 7 children all developed 

extraintestinal cancer. All patients with intestinal cancer were not on a glutenfree diet. 

{ Conclusion:}  The ESPGHAN members reported 20 cases of CD and cancer in children: 19 

had not been published before. In addition, 3 published cases were not reported in this inquiry. In 

total, 23 children with CD and cancer have now been found in Europe, many more than thought 

before. We stress the importance of reporting all such cases so that underestimation of cancer in 

childhood CD may not occur. }" "CANCER IN CHILDREN WITH COELIAC DISEASE (CD). 

RESULTS OF AN INQUIRY IN EUROPE"  
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{ Objective:} Primary small bowel malignancy is difficult to diagnose, has a delayed 

presentation and a poor outcome. This prospective survey aimed to obtain current clinical 

information about such malignancy in the UK, particularly in relation to coeliac disease.  

{ Methods:} A four-step procedure was adopted under the auspices of the British Society of 

Gastroenterology (BSG) and data was collected over a 20-month period (June 1998-January 

2000). Step 1: A card was posted by the BSG Research Unit to physicians, surgeons, histo- 

pathologists and paediatricians in the UK for the reporting of any case of primary small bowel 

malignancy. Step 2: Following a positive report, a preliminary form was sent to the reporting 

consultant requesting an anonymous identification and diagnosis of the patient. Step 3: A 

detailed questionnaire was sent, asking for specific clinical details of patients with 

adenocarcinoma, lymphoma or carcinoid. Step 4: Contact by telephone was made either with the 

consultant or secretary to obtain further clinical information.  

{ Results:} A mean of 1400 cards (range 1347-1437) was sent out each month; the mean 

response rate was 44.4%. The mean number of reported cases of small bowel malignancy was 23 

per month. A total of 463 cases was reported. The preliminary form was returned in 343 cases 

(74%). Primary small bowel malignancy was confirmed in 299 cases (87%) and 44 (13%) were 

excluded owing to incorrect diagnosis or duplication in reporting. Detailed information was 

obtained in 204 cases (74%) using the questionnaire which was sent to 269 cases of 

adenocarcinoma, lymphoma and carcinoid. Adenocarcinoma was diagnosed in 132 patients 

(44%), lymphoma in 86 (29%), carcinoid in 51 (17%) and miscellaneous in 30 (10%) (including 

22 cases of leiomyosarcoma). Coeliac disease was present in 33 cases (38%) of lymphoma and 

12 cases (9%) of adenocarcinoma. 80% of patients with lymphoma in association with coeliac 

disease had enteropathy associated T-cell lymphoma and only 25% of that group were alive at 

the time of reporting. Patients with adenocarcinoma, carcinoid and lymphoma without coeliac 

disease had a similar survival rate at the time of reporting (80%, 83% and 75% respectively). 

30% of patients with carcinoid had had another maligancy.  

{ Conclusions:} Primary small bowel malignancy is rare; a national data collection system like 

this is important to establish its true incidence. Primary small bowel lymphoma is commonly 

associated with coeliac disease and that group carries a poor prognosis. }" "PRESENTATION 

OF PRIMARY SMALL BOWEL MALIGNANCY IN THE UK - A PROSPECTIVE 

NATIONAL SURVEY"  
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{ Introduction.} Clinical and preclinical forms of Coeliac Disease (CD) have been detected by 

the presence of specific antibodies. Association between CD and autoimmune disorders has been 

reported.  

{ Aim of the Study.} Our study, performed in a group of patients with autoimmune thyroid 

diseases, evaluate frequency of CD, clinical picture and associated pathologies.  

{ Materials and Methods.} We prospectively studied 170 consecutive patients with autoimmune 

thyroid disorders (164 females, 6 males, mean age 43,5 ± 15,4, range 16-78): 28 had Graves 

disease and 142 had Hashimotos thyroiditis. We determined total serum IgA, IgA class 

endomysial antibodies (EMA), IgA and IgG class gliadin antibodies (AGA). Gastrointestinal 

endoscopy with duodeno-digiunal biopsy was performed on EMA e/o AGA positive patients. 

The diagnosis of CD was based on the criteria of European Society for Pediatric 

Gastroenterology and Nutrition (ESPGAN).  

{ Results.} Five patients (2,9%), all without gastrointestinal symptoms, were affected by CD 

(none of them had IgA deficiency). Furthermore three of them had osteoporosis (with secondary 

hyperparathyroidism) and 3 presented mild hypoferric anaemia.  

{ Conclusions.} Our results confirm current medical literature: there is higher prevalence of CD 

in patients with autoimmune thyroid disorders (even in asymptomatic patients). Therefore we 

propose to screen for CD all patients with autoimmune thyroid disorders using serum EMA and 

AGA. Detection of preclinic or silent CD could be important in order to prevent complications of 

CD (i.e. osteoporosis, anaemia and bowel lymphoma). }" "COELIAC DISEASE AND 

AUTOIMMUNE THYROID DISORDERS"  
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{ Background and aim:} patients with CD are at increased risk of ATD, but the reason for this 

association is unclear. The aim of our study was to verify whether the prevalence of ATD in 

adult CD patients is related to the duration of exposure to gluten.  

{ Patients and methods:} the study group comprised 204 CD patients diagnosed and 

prospectively followed up in our centre, in the period 1995-2000. The diagnosis of CD was 

based on the clinical history, laboratory and histological findings, and a good clinical response to 

a gluten free diet. Thyroid microsomal (TM) and thyroglobulin (TG) antibodies were determined 

by indirect immunofluorescence and haemagglutination; in addition, free T3 and T4 and TSH 

were measured by standard RIAs to assess thyroid function. After checking the distribution of 

the variables, Student t test was used to compare means, and Fishers exact test was adopted to 

compare percentages.  

{ Results:} overall, an associated thyroid disorder was found in 73/204 patients (35.8%): 37 of 

them (50.7%) were hypothyroid, while the remaining 36 patients had TM and/or TG antibodies 

with a normal thyroid function. Female sex prevailed in CD patients with associated ATD (68/5 

vs. 97/34, p = 0.001). The mean age at diagnosis of patients with both CD and ATD (37 years) 

was significantly higher than that of those with just CD (30.8 years, p < 0.01); similarly, a 

significant difference was found as far as the duration of exposure to gluten is concerned (38 vs. 

32.6 years, respectively; p < 0.01). Finally, the prevalence of associated ATD progressively 

increased with increasing the age at diagnosis and the duration of exposure to gluten (see table). 

\tx1755\tx3105\tx4635\tx6075\tx7020\tx8150\fs4 \ul \tab 0-20 years 21-40 years 41-60 years 61-

80 years Age at diagnosis 5/36 (13.9%) 40/109 (36.7%) 24/50 (48.0%) 4/9 (44.4%) Exposure to 

gluten 4/29 (13.8%) 41/116 (35.3%) 23/49 (46.9%) 5/10 (50.0%) d\fs20  

{ Conclusions:} these results confirm that ATD are exceedingly frequent in patients with adult 

CD, and suggest that the prevalence of associated autoimmune diseases may depend, at least in 

part, on the duration of gluten exposure. Taken together, our data emphasize the importance of 

early detection of CD by serological screening in order to minimize the risk of developing ATD. 

}" "THE PREVALENCE OF AUTOIMMUNE THYROID DISEASE IN PATIENTS WITH 

CELIAC DISEASE IS RELATED TO THE AGE AT DIAGNOSIS AND DURATION OF 

EXPOSURE TO GLUTEN"  
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Coeliac disease(CD) is common in Northern Europe. In Greece there are no data concerning its 

prevalence. The aim of our study was to evaluate the prevalence of symptomatic CD among a 

population having an indication of UGI endoscopy for anemia in an open-access general hospital 

in Athens and to assess the correspondent endoscopic and serological profile.  

{ Materials & methods;} we analyzed retrospectively the files of ugi endoscopies performed on 

adults between the period 1995-99 and the correspondent pathology reports.  

{ Results:} A total of 6674 consecutive UGI endoscopies were analyzed, including 1409 cases of 

anemia. The reasons of anemia were 576 cases of overt hemorrhage and 833 of obscure origin 

whereof 444 with accompanying digestive symptoms. Biopsies of the distal duodenum were 

taken from 528 patients. We revealed 6 new cases of CD. Four out of 6 patients had endoscopic 

markers for villous atrophy(VA). The prevalence of CD among adult population having an 

indication of UGI endoscopy for anemia was 0.42%,95%CI:[0.17-0.82] and those of obscure 

anemia 0.72%,[0.24 -1.48]. All patients were positive for antigliadin and IgA endomysial 

antibodies. All CD patients had iron deficiency anemia but only 4 out of 6 had diarrhea. 

Diarrheas were associated in 2 cases with a diabetes mellitus type I and a severe 

malabsorption.In the same period we revealed 4 cases of VA not related to CD (2 bacterial 

overgrowth, 1 common variable immuno-deficiency and 1 Giardia lamblia), 2 new cases of 

Wipple disease and 4 new cases of Crohns disease which had not been diagnosed by other 

means. All patients improved clinically and histologically with appropriate gluten-free diet. In 5 

out of 6 patients IgA endomysial antibodies became negative parallel with a suboptimal 

pathologic VA improvement.  

{ Conclusions:} 1) Symptomatic CD seems to be rare in the population of adult patients having 

an indication of endoscopy for anemia in Athens; 2) All patients with CD were positive for 

antigliadin and IgA endomysial antibodies but half of them had a serious delay of their diagnosis 

emphasizing the poor recognition of the disease by the non-specialists. 3) Biopsies of the second 

part of the duodenum remain a reliable additional tool for the diagnosis and follow-up of the 

disease. }" "THE PREVALENCE OF SYMPTOMATIC COELIAC DISEASE IN URBAN 

GREEK POPULATION SEEMS TO BE LOW"  
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Tissue transglutaminase (tTG)-based new ELISA tests offer an observer non-dependent, 

quantitative testing of coeliac disease autoantibodies and were previously found over 95% 

specific and sensitive in untreated coeliac patients. We investigated how concordant tTG and 

endomysial antibody (EmA) results are in the routine follow-up evaluations of known coeliacs 

and whether positivity tresholds differ.  

{ Methods:} A prospective, cross-sectional testing for EmA and tTG antibodies was carried out 

in all consecutive coeliac serum samples submitted to a paediatric gastroenterology center 

between 1.1.2000-30.6.2000. Samples from patients with known biopsy-proven coeliac disease 

or dermatitis herpetiformis who had had EmA positive results at some time earlier as well as 

newly found EmA positive samples were enrolled. EmA was tested on monkey oesophagus and 

tTG antibodies with a sandwich ELISA using human erythrocyte-tTG. ELISA results were 

expressed in arbitrary units (AU), being the reference serum of the ESPGHAN 100AU.  

{ Results:} Altogether results of 378 serum samples were evaluated till the submission of the 

abstract. Median age of the patients was 9.5 years (range:1.2-56). 114 samples were negative and 

221 were positive for both EmA and tTG antibodies (together 89% of all samples), when the cut-

off was 10 AU, a previously found optimal value to distinguish untreated coeliac patients from 

controls. This cut-off gave the best efficiency results (89%) also in the present study. 7 samples 

below tTG cut-off were slightly (<1:10 titer) positive for EmA and 36 samples with tTG AU 

between 10-30 AU were EmA negative (2 and 9% of all samples, respectively). Increasing AU 

values around the cut-off were associated with increasing percentage of EmA positivity among 

the samples. EmA and tTG antibody levels correlated with each other (r=0.87) and with the 

clinically estimated dietary compliance.  

{ Conclusions:} We found a good correlation of EmA and tTG antibody levels in unselected 

coeliacs undergoing routine follow-up evaluation. tTG antibody testing was slightly more 

sensitive then EmA. }" "THRESHOLD OF HUMAN TRANSGLUTAMINASE 

AUTOANTIBODY POSITIVITY IN KNOWN COELIACS"  
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The majority of celiac disease patients carry the extended major histocompatibility complex 

(MHC) haplotype. Of the alleles present in this haplotype, only the human leukocyte antigen 

(HLA) DQ2 allele has been proven to be associated with celiac disease. Strong linkage 

disequilibrium (LD) in this region leads to many spurious associations. We developed a method 

that allows testing for association given LD. This method uses a maximum likelihood approach 

for calculating haplotype frequencies on affected and unaffected chromosomes. The HLA-DQ 

genes and three microsatellite markers in the MHC region were typed in 133 biopsy-proven 

celiac patients and 72 unaffected relatives from 59 families. Association of the individual 

markers with CD was tested. Furthermore, haplotype frequencies of all possible combinations of 

two markers were determined. HLA-DQ2 and one allele at a locus 1.1 Mb telomeric to HLA-DQ 

were both strongly associated with celiac disease (P = 1.8E-20 and 1.0E-18 respectively). It was 

shown that in the haplotype containing HLA-DQ2 and the risk allele at this new locus, both loci 

contributed almost equally to celiac disease. In all other haplotypes, the observed association was 

mostly due to presence of either HLA-DQ2 or this new risk allele. We identified a new locus 

involved in celiac disease susceptibility. The risk allele at this locus is associated with celiac 

disease to nearly the same extent as HLA-DQ2. The new risk locus is confined to a region of 150 

kb, containing at least 4 genes which are currently being further investigated for their potential 

role in celiac disease. }" "A NEW LOCUS WITHIN THE MHC REGION STRONGLY 

CONTRIBUTES TO CELIAC DISEASE"  
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Endomysial antibody (EMA) is highly sensitive and specific for untreated coeliac disease. 

However, there has only been two studies which show that a fall in EMA titre in patients on 

gluten free diet (GFD) correlates with an improvement in the duodenal histology.  

{ Method:} we retrospectively and prospectively collected EMA titre and duodenal histology at 

diagnosis and after a period of GFD in 23 subjects. One pathologist (ND) with an interest in 

gastrointestinal diseases was blinded to the identities of the 46 sets of biopsies, and scored them 

according to the modified Marsh system: from grade 0 = normal, to grade III = flat mucosa.  

{ Result:} two subjects non-compliant with GFD showed no change in the severity of their 

histological abnormalities with time; the EMA titre remained unchanged in one subject, but 

improved in the other. The EMA titres fell in all 21 subjects compliant with GFD, 10 of which 

had negative EMA at follow-up. Of these 21 compliant patients, the histology worsened in one, 

remained the same in another, and improved in the remaining 19 subjects. 3 subjects had total 

resolution of their histological abnormalities having low but detectable titres of EMA (1:5, 1:5, 

1:20) whilst on GFD. All 10 subjects with negative EMA on GFD had abnormal follow-up 

duodenal histology (7 with grade I, and 3 with grade II changes). 

{ Conclusion:}  a fall in EMA titre in the majority of coeliac patients on GFD is associated with 

an improvement in duodenal histology, but a negative EMA at follow-up does not necessarily 

imply total resolution of histological abnormality. Repeat duodenal biopsy thus remains the gold 

standard in assessing the effectiveness of GFD in the resolution of histological changes. }" "THE 

CORRELATION BETWEEN ENDOMYSIAL ANTIBODY TITRE AND THE DUODENAL 

HISTOLOGY IN PATIENTS WTH COELIAC DISEASE ON GLUTEN FREE DIET"  
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{ Background:} Anti-endomysial antibodies (EmA) have been found in supernatants of cultured 

intestinal mucosa from patients with celiac disease (CD).  

{ Aim:} To evaluate the clinical usefulness of the in vitro production of EmA in CD diagnosis in 

consecutive patients with suspected CD. Patients and Methods: Consecutive patients who were 

due to undergo intestinal biopsy for suspected diagnosis of CD were enrolled; according to the 

final diagnosis, these patients were divided into two groups: GROUP 1 comprised 91 newly-

diagnosed CD patients (40 males; age range 7 months-84 years), GROUP 2 included 80 subjects 

with diseases other than CD (34 males; age range 9 months-76 years). All patients underwent 

determination of serum anti-gliadin (AGA) and anti-endomysial (EmA) antibodies, histology 

evaluation of the intestinal biopsies and EmA assay in the supernatants of in vitro gliadin-

challenged duodenal mucosa.  

{ Results:} EmA assay in the supernatants showed a sensitivity and specificity of 96% and 100% 

respectively, higher than those observed for serum EmA (88% and 98.8% respectively). EmA 

assay in supernatants was useful in particular in CD patients with mild intestinal histology 

lesions (infiltrative/hyperplastic type): in this subgroup it was positive in 9/12 of cases, but 

serum EmA in only 2/12.  

{ Conclusions:} EmA assay in the medium of cultured intestinal biopsy has a higher sensitivity 

than serum EmA determination; in particular, it can evidence gluten-sensitive enteropathy, 

characterized by an infiltrative/ hyperplastic histological pattern, which is often associated with 

negative serum EmA. }" "IN VITRO EMA PRODUCTION IN CELIAC DISEASE 

DIAGNOSIS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.747#" " Abstract: P.747 0 Citation: Gut 2000; 47(Suppl III): 

A198 ANTICARDIOLIPIN ANTIBODIES CORRELATE WITH EVIDENCE OF 

PERIPHERAL APOPTOSIS IN COELIAC DISEASE  

Antonio Di Sabatino
1
, Simona DAl\'f2{\up6 2}, Rachele Ciccocioppo{\up6 3}  

\i 
1
 Gastroenterology Unit, IRCCS Policlinico S. Matteo, University of Pavia, Pavia, Italy; {\up6 

2} Department of Experimental Medicine, University of LAquila, LAquila, Italy; {\up6 3} 

Division of Clinical Pathology, Mazzini Hospital, Teramo, Italy  

{ Background and aims:} It has been recently shown that production of autoantibodies against 

phospholipids of the inner leaflet of the cell membrane may be due to a dysregulation of 

apoptosis in the peripheral immune system. Since an increased prevalence of anticardiolipin 

(ACL) antibodies has been described in coeliac disease (CD), we looked for a relationship 

between ACL autoantibody formation and degree of peripheral blood lymphocyte (PBL) 

apoptosis in this condition.  

{ Patients and methods:} Peripheral blood and serum samples were obtained from 30 patients 

with biopsy proven CD. Fifteen patients (mean age 37.8 years, range 19-66) were untreated, 

whereas the remaining 15 (mean age 38.1 years, range 21-69) had been on a gluten-free diet for 

at least 12 months at the time of the study. In all of them a histological improvement of jejunal 

mucosa following gluten withdrawal was shown. Twenty antiendomysial antibody negative 

volunteers, sex- and age-matched with the patients, were also studied. PBLs were isolated from 

heparinized peripheral blood by Lymphoprep gradient centrifugation (Nicamed, Oslo, Norway). 

PBL apoptosis was measured by staining nuclei with propidium iodide and FACScan analysis 

(Becton Dickinson). Serum ACL antibodies were determined by ELISA assay (Pharmacia & 

Upjohn Diagnostics, Freiburg, Germany).  

{ Results:} In untreated CD, the percentages of apoptotic PBLs (mean 16.6%, range 8.7-40.6) 

were significantly higher than in treated patients (mean 6.1%, range 0.6-12.3, p<0.01) and 

controls (mean 1.9%, range 0.32-4.99, p<0.001). No significant difference was found between 

treated coeliac patients and controls. In untreated CD, the percentages of ACL antibodies (mean 

14.6%, range 8-26) were significantly higher than in treated patients (mean 8.2%, range 3-18, 

p<0.05) and controls (mean 6.9%, range 0-19, p<0.01). No significant difference was found 

between treated coeliac patients and controls. In the group of untreated coeliac patients, a 

significant positive correlation (rs=0.54; p<0.05) between ACL antibodies and PBL apoptosis 

was found.  

{ Conclusions:} Our results show an increased susceptibility of PBLs to undergo apoptosis in 

active CD. This increased apoptosis could be responsible for the immunogenic exposure of 

phospholipids with subsequent production of autoantibodies. The role of ACL antibodies in CD, 

however, is still obscure. It may be speculated that they could cooperate with macrophages in the 

clearance of peripheral dead lymphocytes by an enhanced antibody-dependent cellular 

cytotoxicity and this engagement could, in turn, justify why no association between CD and 



antiphospholipid syndrome has been reported so far. }" "ANTICARDIOLIPIN ANTIBODIES 
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{ Background:} The prevalance of coeliac disease is common among the relatives of the patients 

with coeliac disease. At the healty immediate family members of the patients with coeliac 

disease silent, latent or potential form of coeliac disease can be established.  

{ Patients and methods:} 149 immediate family members of 50 children and one mother with 

coeliac disease were examined at the Pediatric clinic from 1997 till 1999. Anamnesis, clinical 

examination, determination of stool pH, presence of reducing substances and digestion were 

carried out. Blood samples were taken for complete blood cell count and for screening tests for 

coeliac disease (IgA AGA, IgG AGA (FEIA method, Eurospital), IgA EMA (indirect 

immunofluorescence, Eurospital) and at 140 relatives also IgA tTG (enzym-immunoassay, 

Eurospital).  

{ Results:} Positive screening tests (IgA and IgG AGA, IgA EMA and IgA tTG) were 

established at 39 (26.17%) and endoscopic examination was performed at 32 (21.48%) 

immediate family members. Silent coeliac disease was established at 10 (6.71%) and potential 

coeliac disease at 13 (8.72%) relatives. { Silent and potential coeliac disease} thus established at 

{ 23 (15.43%)} relatives. At thirteen immediate family members of all screening tests only IgA 

tTG was positive. From these relatives endoscopy at nine was performed and at three relatives (at 

two mothers and one brother of celiac patients) the silent coeliac disease was established.  

{ Conclusions:} In accordance with our results it is advised that all four screening tests (IgA and 

IgG AGA, IgA EMA and IgA tTG) are performed at the immediate family members. }" 
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{ Introduction:} Tissue transglutaminase (tTG) antibody ELISA has a high sensitivity and 

specificity in coeliac disease although the advantages over endomysial antibody (EmA) assay are 

not clear but may include reduced inter-laboratory variation.  

{ Aims:} To correlate tTG antibody titre and EmA titre with duodenal histology in patients with 

known positive EmA results.  

{ Methods:} Sera was obtained from a previous screening study for coeliac disease (484 anaemic 

patients, 498 non-anaemic controls). EmA positive patients (titre>1:5) were invited for 

endoscopy and duodenal biopsy. Repeat EmA assay at a second laboratory was undertaken with 

positive titre >1:10 in addition to IgA tTG antibody ELISA.  

{ Results:} EmA specificity for 1:5 titre positive cut-off was 79% and for 1:10 titre was 87%. 

tTG specificity was highest at 93% with PPV=91%. EmA and tTG antibody titres correlated 

closely with EmA titres >1:10 (R=0.80) and most false postive EmA results occured with 1:5 

titres. 1 false positive tTG result occured with concurrent false positive EmA serology but 

normal duodenal histology and may represent latent coeliac disease. Severity of duodenal 

histological changes in patients with confirmed coeliac disease did not correlate with tTG or 

EmA titre.  

{ Conclusions:} tTG and EmA results correlate closely but inter-laboratory variation occurs at 

low EmA titre. tTG and EmA titre do not reflect severity of duodenal changes. tTG ELISA assay 

could replace EmA in screening for coeliac disease although this would need confirmation in a 

larger study. }" "TISSUE TRANSGLUTAMINASE AND ENDOMYSIAL ANTIBODY 
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Coeliac disease (CS; gluten enteropathy) belongs to autoimmune diseases and it could be found 

very often together with other autoimmunity. One of the frequent coincidences is diabetes 

mellitus 1.type (IDDM). The association with IDDM was reported in 2 - 7% of coeliac patients 

and very frequent is also coeliac disease described in diabetics, mainly in children. Tissue 

transglutaminase has been identified as the main autoantigen of endomysial antibodies in CS and 

a possible pathogenetic mechanism has been postulated. The deamidation of gliadin may be the 

initial step to create an epitope for DQ2 and DQ8 binding recognized by coeliac - specific T 

cells. In our previous study we compared four ELISA methods for atTG IgG antibodies 

determination and the diagnostic kit Genesis - Dialab was recommended for the routine serology 

determination. Now is reported the determination of atTG in IDDM patients (n=186), compared 

to groups of 2nd type-diabetics (n=26), CS patients and group of patients with autoimmune 

thyreoiditis (n=96). The values of atTG (IU/ml) were 14.4, 11.3, 32.2 and 6.15 respectively. The 

atTG level is higher in patients GAD-positive (18.1) compared to GAD-negative (8.45) ones. 

The positivity of antiendomysium antibodies (EmA) were 4.2, 0, 16.6 and 1.1 respectively; 

antigliadin (AGA) IgA antibodies index were 18.4, 13.9, 52.7 and 19.3 respectively. Patients 

with positive markers were indicated to biopsy (n=37) and 33 cases were confirmed as florid 

coeliac disease. 

{ Conclusion:}  ELISA determination of atTG could be recommended as one of serology 

markers for screening of silent coeliac disease especially in patients with other autoimmune 

diseases. }" "TISSUE TRANSGLUTAMINASE AS A NEW MARKER OF COELIAC 

DISEASE IN DIABETIC PATIENTS"  
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{ Background and aims:} Coeliac disease (CD) is an immune-mediated enteropathy 

characterized by a Th1 response. To evaluate the possibility that a lack of anti-inflammatory 

cytokines, such as IL-4 and IL-10, could be responsible for raised concentrations of pro-

inflammatory cytokines including TNF-alpha and IFN-gamma, we proceeded to investigate the 

mucosal levels of these cytokines in CD.  

{ Patients and methods:} Endoscopic biopsy specimens were obtained from the second part of 

duodenum from 10 untreated coeliac patients, 10 coeliac patients on a gluten-free diet for at least 

12 months, and 10 consenting subjects undergoing upper gastrointestinal endoscopy for 

functional dyspepsia. Tissue samples were homogenized using a hand-held-Potter-Elvehjem 

tissue grinder and sonicated with a cell sonifier (Vibracell). Following the homogenization, the 

tissue preparation was clarified by centrifugation for 20 min at 1500xg. Protein concentrations 

were determined using Biorad protein assay (Biorad Laboratories). TNF-alpha, IFN-gamma, IL-

4 and IL-10 levels in duodenal biopsy specimens were determined by ELISA assay (Endogen). 

Cytokine contents were determined according to the manufacturers instruction and expressed as 

pg/mg protein.  

{ Results:} TNF-alpha and IFN-gamma duodenal lamina propria levels were significantly 

increased in untreated CD, compared to treated CD (p<0.0005) and controls (p<0.0005). In 

treated CD, TNF-alpha and IFN-gamma levels were higher than in controls (p<0.0005 and 

p<0.001 respectively). IL-4 and IL-10 levels were significantly decreased in untreated CD 

compared to controls (p<0.05 and p<0.01 respectively). In treated CD, IL-10 levels were higher 

than in untreated CD (p<0.05).  

{ Conclusions:} Our results provide further informations regarding the balance of pro-

inflammatory and regulatory cytokines in the small intestine of coeliac patients. It is likely that in 

active CD decreased mucosal levels of IL-4 and IL-10 could be responsible for an abnormal T-

cell effector function, leading to increased concentrations of TNF-alpha and IFN-gamma. These 

pro-inflammatory cytokines direct the newly recruited lamina propria T lymphocytes to the Th1 

response, thus perpetuating the inflammatory response and the development of the mucosal 

damage. }" "PRO-INFLAMMATORY AND ANTI-INFLAMMATORY CYTOKINE LEVELS 

IN COELIAC DUODENAL MUCOSA"  
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In the Netherlands, the incidence of recognised childhood coeliac disease (RCD) has increased 

from 0.18/1000 live births in 1975-90, to 0.54/1000 live births in 1993-94.  

{ Aim:} To investigate whether the incidence is still increasing and whether changes in the 

clinical features could be detected. All paediatricians in the Netherlands were requested each 

month from 1993-98 to report anonymously (response 92%) all new cases of RCD. The clinical 

picture in 1997-98 was compared with the one of unrecognised CD (UCD) in children found by 

screening in the general population. The overall crude incidence rate for 1993-98 was 0.75/1000 

live births, resulting in a significant increasing linear trend. \tx1965\tx3030\tx3690\tx8150\fs4 \ul 

\tab \tab \tab \tab 1975-90 1993-98 % % (n = 223) (n = 747) \tab \tab \tab Chronic diarrhoea 72
*
 

43 Abdominal distension 76
*
 51 Growth failure 63

*
 26 Weight loss 22

*
 40 Short stature 3

*
 7 

Abdominal discomfort 7
*
 16 Age {\f1 £} 2 yr 60

*
 53 \tab \tab \tab Presentation (

*
 = p < 0.05) 

Half of the children with UCD were asymptomatic in comparison with 6% of the children with 

RCD. Abdominal discomfort was the main presenting symptom in UCD (59%).  

{ Conclusions:} A significant Increasing incidence of RCD is still observed. The clinical picture 

of RCD is different from the one in 1975-90 and more similar to the one of children with UCD. 

This change is possibly apparent and not real, due to the increasing awareness by the 

paediatricians who are diagnosing more subtle cases who were missed before. }" "THE BETTER 

RECOGNITION OF CHILDHOOD COELIAC DISEASE IN THE NETHERLANDS AND ITS 

(APPARENTLY) CHANGING CLINICAL PICTURE"  
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Refractory sprue (RS) is a rare disorder, mimicking coeliac disease (CD), with severe villous 

atrophy, but primary or secondary refractory to a gluten free diet. RS may be associated with a 

clonal intraepithelial T cell population, but its longterm outcome has been poorly assessed.  

{ Materiel and Methods:} The clinical and phenotypic features and long term outcome of 24 

patients (18 women, 6 men) with RS were studied. Intestinal biopsies were renewed and fixed (n 

= 21) and/or frozen (n = 18) material was immunostained with CD3 and CD8 monoclonal 

antibodies to determine the phenotype of intraepithelial lymphocytes. TCR{\f1 g} gene 

rearrangement was assessed on frozen sections in 19 patients.  

{ Results:} RS was associated with ulcerative jejuno-ileitis in 7 cases, mesenteric lymph-node 

cavitation in 6 cases. An abnormal phenotypic clonal IEL population (expressing 

intracytoplasmic CD3, but not CD8) was found in 76% of cases in the small intestine, in 75% of 

cases in the stomach, in 66% of cases in the colon, in 30% of cases in PBL. Three of 24 patients 

developped an intra-abdominal overt T-cell lymphoma and one multiple non lymphomatous 

intestinal stenoses. Ten patients (41.6%) died from uncontrolled malabsorption (n = 8) and from 

lymphoma (n = 2). Corticosteroid (n = 18) induced a clinical improvement in 77% of cases but 

no significant histological changes. Immunosuppressive drugs (azathioprine n = 5, methotrexate 

n = 5, ciclosporine n = 2, interferon-{\f1 a} n = 2) were mostly unsuccessful. 

{ Conclusion:}  RS is a severe complication of CD, and may be associated with a diffuse 

intraepithelial clonal T-cell population. It may progress to an overt T-cell lymphoma in a few 

cases and is characterised by a poor long term outcome. Conventional treatments (steroids and 

immunosupressive drugs) appear poorly effective. Alternative treatments remain to be assessed. 
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Coeliac disease is a T-cell mediated enteropathy induced by gluten in genetically predisposed 

individuals. The majority of patients respond to gluten free diet, but a small number do not. After 

the exclusion of gluten in the diet, ulcerative jejunititis and an enteopathy associated T-cell 

lymphoma, other treatment modality such as systemic steroids and immunosuppressives may be 

necessary. We report the case of a 47-year-old caucasian female with immunoglobulin A 

deficiency. She was diagnosed as coeliac disease with subtotal villous atrophy on jejunal biopsy 

together with positive anti-endomysial and anti-gliadin immunoglobulin G antibodies. Despite 

close adherence to a gluten free diet her weight continued to drop, she had diarrhoea, and her 

distal duodenal histology showed no improvement. Some improvement in her symptoms was 

seen with cyclosporin and systemic steroids but this was not sustained. Recent evidence has 

suggested that anti-TNF{\f1 a} antibodies have a role in the amelioration of an animal model of 

villous atrophy and after careful consideration she was given Infliximab. There has been a 

dramatic improvement in her weight, symptoms and distal duodenal histology. The response has 

been maintained for 4 months. We conclude that Infliximab is an effective treatment that may be 

considered in a small number of patients with severely resistant Coeliac disease. }" 
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{ Background:} Coeliac disease (CD) is a gluten-induced disease of the small intestine. 

Uncomplicated CD ameliorates on a gluten-free diet (GFD), but refractory CD (RCD) does not 

improve in spite of this or recurs after years and years on GFD. The present gold standard for the 

stageing of CD is the pathology of small-intestinal biopsies with villous atrophy. Demonstration 

in small-intestinal biopsies of special subtypes of early T cells might be helpful for research. In 

this study, we evaluated the diagnostic value of a CD4/CD8-negative, CD2/CD3/CD7-positive 

T-cell subpopulation in small-intestinal biopsies with regard to the subtyping of CD. Biopsies of 

the small intestine of coeliacs, n = 43; 27 with uncomplicated CD, 16 with RCD or GE-patients 

negative for CD (n = 15) were homogenized by using a mechanic cell suspenser. Lymphocytes 

were tested with fluorescence-labeled antibodies against T-cells and B-cells and macrophages 

and analysed by flow cytometry. Small-intestinal lymphocytes from RCD patients presented 

almost all (14/16; 82%) with a subpopulation of over 20% of CD2/CD7-positive and 

CD3/CD4/CDS-negative lymphocytes. These lymphocytes were positive for cytoplasmic CD3 

and surface CD103, suggestive for T cells of intra-epithelial origin. Another, relatively rare 

lymphocyte phenotype associated with RCD consisted of {\f1 g}{\f1 d}/CD3/CD103-positive T 

cells, with a volume of over 40%. respectively. Uncomplicated CD, however, was associated by 

{\f1 a}{\f1 b}/CD3/CD8-positive T cells.  

{ Conclusions:} Flow-cytometric analysis of small-intestinal biopsies seems indicated in 

recognizing RCD, especially because RCD patients are at risk for enteropathy associated T-cell 

lymphoma. We conclude that Flow-cytometry is a promising diagnostic tool (in trials) for RCD. 

}" "REFRACTORY COELIAC DISEASE: FLOW-CYTOMETRY OF SMALL-INTESTINAL 

BIOPSIES MIGHT BE INDICATED IN CLINICAL PRACTICE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.757#" " Abstract: P.757 0 Citation: Gut 2000; 47(Suppl III): 

A201 BODY COMPOSITION AS A PREDICTOR OF BONE MINERAL STATUS IN 

YOUNG ADULTS WITH COELIAC DISEASE  

Piotr Dziechciarz
1
, Andrzej Radzikowski

1
, Halina Matusik{\up6 2}, Andrzej Talajko{\up6 2}, 

Katarzyna Bochenek
1
, Izabella Lazowska

1
, Agnieszka Topczewska

1
  

\i 
1
 Dept of Pediatric Gastroenterology & Nutrition, Warsaw Univ,. Med. School, Warsaw, 

Poland; {\up6 2} Division of Clinical Biochemistry, The Childrens Memorial Health Insitute, 

Warsaw, Poland  

Osteopenia in coeliac disease (CD) is the result of calcium and vit.D malabsorption, but CD 

leads to impairment of nutrtional status which by itself may reduce bone mineral density (BMD).  

{ Goal:} Assessment of the relationship between anthropometric indices and bone mineral status 

in young adult coeliacs with silent CD.  

{ Patients and methods:} 50 young adults (30F,20 M), mean age 22 yrs (range 17-31yrs) with 

diagnosed coeliac disease before the age of 6, were classified into two groups - group A:25 

patients on long term gluten free diet (GFD), group B:25 asymptomatic coeliacs who for various 

reasons did not follow GFD for more than 12 yrs (minimum last 3 yrs before the study). Total 

body BMD (BMDT), lumbar spine:L2-L4 BMD (BMDL), total bone mineral content (BMC) and 

the indices of total body mass (TM), fat mass (FM) and lean body mass (LM) were measured 

using Lunar DPX-L with dual energy x-ray absorptiometry. Total body mass (TM) and height 

were measured with anthropometry. In 12 patients from grup A and 12 from group B serum 

levels of ionized calcium, phosphate, 25OHD, 1,25(OH)2D, alkaline phosphatase and 

parathormone were measured between November and April.  

{ Results:} In all of the patients indices of mineral metabolism were within normal limits. 6 

patients from group A and 5 patients from B group had BMDT and/or BMDL z-score<-1. There 

was no significant differences for lumbar spine and total body BMD and BMC between the two 

analyzed groups. BMC, BMDT and BMDL significantly correlated with TM and LM (r=0,42-

0,88 p<0,01) but not with FM in the both analyzed groups. Height correlated only with BMC 

(r=0,6-0,75 p<0,001) for group A and B as well. 

{ Conclusion:}  Lean body mass but not fat mass is a good predictor of bone mineral status in 

young adult coeliacs with silent coeliac disease. }" "BODY COMPOSITION AS A 

PREDICTOR OF BONE MINERAL STATUS IN YOUNG ADULTS WITH COELIAC 

DISEASE"  
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{ Background:} Anaemia in premenstrual women is often ascribed to menstrual loss or 

pregnancy. However, we found a prevalence of coeliac disease of 6.9% in anaemic female blood 

donors. We therefore hypothesised that silent coeliac disease may be responsible for the anaemia 

of pregnancy.  

{ Aim:} To investigate the incidence of serological coeliac disease in pregnant anaemic women.  

{ Methods:} Consecutive pregnant women, attending Southmead ante-natal clinic were screened 

for IgA anti-endomysial antibodies (AEA) and Ferritin. Anaemic women (Hb<11g/dl) were 

compared with non-anaemic pregnant women. Female blood donors (anaaemic and non-

anaemic), previously screened for AEA, were also used as controls and Fischers exact test 

performed.  

{ Results:} Five out of 216 (2.3%) pregnant anaemic women had positive AEA, compared to 

zero of 350 non-anaemic pregnant women, 28 of 408 (6.9%) anaemic blood donors and zero of 

250 non-anaemic donors. 113 of the anaemic pregnant women had iron deficiency (Ferritin<10 

\'b5g/l), four (3.6%) were AEA positive. There is a significant increase in serological coeliac 

disease in anaemic pregnant women over non-anaemic pregnant and non-pregnant controls 

(p<0.008), which becomes increasingly significant if they are iron deficient. There is no 

significant difference between iron deficient pregnant women and anaemic donors. 

{ Conclusion:}  All anaemic women, especially those with a nutritional anaemia, should be 

screened for coeliac disease. This will have a pick-up rate of up to 1in 14. }" "COELIAC 

DISEASE, ANAEMIA AND PREGNANCY"  
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{ Objective:} Ischaemic colitis (IC) is considered a disease of the elderly with considerable 

cardiovascular morbidity. Its cause often remains obscure. We aimed to determine hereditary or 

acquired thrombotic risk factors in patients with a definitive diagnosis of IC.  

{ Methods:} The study population included 23 patients with definitive IC according to clinical, 

endoscopic and histologic criteria. Fibrinogen, FDP, D-dimers, plasminogen, free Protein S 

(FPS), Protein C (PC), Antithrombin III (AT III) and activated protein C resistance (APCR) were 

measured. Anticardiolipin antibodies (aCL), anti-{\f1 b}2 Glycoprotein I antibodies (a{\f1 

b}2GPI) and lupus anticoagulant (LAC) were also assayed. In addtion, gene analysis of factor V 

Leiden (FVL), prothrombin G20210GA (PT20210A) and methylentetrahydrofolate reductase 

C677T (MTHFR) was performed.  

{ Results:} One patient had raised IgG aCL, four patients had raised a{\f1 b}2GPI and one 

patient was LAC positive. Ten patients (43.5 %) had evidence of a thrombophilic tendency 

including FPS deficiency in two, AT III deficiency in three and APCR in five. Genomic analysis 

showed eight cases (34.8 %) with positive genetic markers, four cases heterozygous for FVL, 

one case homozygous for PT20210A and three cases heterozygous for MTHFR mutation.  

{ Conclusions:} Hereditary and acquired thrombotic risk factors are common in ischaemic colitis 

and they may play an important role in the disease pathogenesis. }" "THROMBOTIC RISK 

FACTORS IN PATIENTS WITH ISCHAEMIC COLITIS"  
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A. Poulou, K. Goumas, S. Michaelidou, A. Lalos, D. Soutos, M. Pomoni, K. Karaliotas, M. 

Tsamouri, D. Katsaros  

\i Department of Gastroenterology, Red Cross Hospital of Athens, Greece  

The main cause of IC of the not gangrenous type is a temporary reduction of the large bowel 

blood supply, in patients already suffering from generalized angiopathy. Several predisposing 

factors have been implicated in IC pathogenesis. A variety of drugs among which psychotropic 

ones, have recently been reported as possible predisposing factors.  

The { aim} of our study is to report our experience from patients with IC treated in our 

Department emphasizing the etiopathogenesis of the disease and the predisposing factors.  

{ Patients-Method:} During the last 3 years, 34 patietns (13 M, 21 F) suffering from IC were 

treated in our Department. Diagnosis of IC was made using clinical, endoscopical and 

histological criteria. A detailed history of the patients, with emphasis to the received drugs was 

recorded. The clinical features, localization and outcome of the disease were also recorded.  

{ Results:} Mean age of our patients was 64.4 (range 28-86) years. Acute abdominal pain 

followed by rectal bleeding were the most frequent clinical features (28/34, 82.4%). Rectal 

bleeding was the only feature in 6 (17.6%) patients. Localization of IC in the sigmoid and/or 

descending colon (mostly segmental) was confirmed in 73.5%, in the rectosigmoid area in 

20.5%, in the rectum in 3% and in the right colon in 3% of the patients. A history of angiopathy 

in 73.5% and/or hypertension in 35.3% and/or diabetes mellitus in 8.9% was cofirmed. Among 9 

(26.5%) patietns without predisposing factors, 5 (15/34, 14.7%) were receiving psychotropic 

drugs and 2 (5.9%) vasoconstricting agents (bromocriptine mesylate, dihydroergotamine 

mesylate). It is of interest that 2 of the patients receiving psychotropic drugs were 28 and 34 

years old. 97% of the patients were discharged from our hospital after a short conservative 

treatment. One female patient (3%) was operated on, due to mesenteric thrombosis. 

{ Conclusion:}  1) IC is most common in older patients suffering from angiopathy or 

hypertension and usually is of good prognosis. 2) It is of interest that several drugs like 

vasoconstricting or psychotropic agents may play a role in the etiopathogenesis of IC especially 

in younger patients. }" "ISCHEMIC COLITIS (IC) WITH EMPHASIS ON THE 

PREDISPOSING FACTORS"  
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ANGIOTENSIN SYSTEM INHIBITORS  

J. Biernat, R. Sendur, W. Szczepanski, R. Koziol, M. Pawlik, A. Dembinski, J. Jaworek, Z. 

Warzecha, T. Pawelec, W.W. Pawlik  
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Intestinal mucosa integrity and repair is maintained by many factors, but the key factor seems to 

be a proper blood supply to the intestinal tissue. Several regulatory mechanisms were described 

regarding ischemia and reperfusion (I/R), but recent experimental data focus on the role of renin 

angiotensin system (RAS) in modulating of local vascular responses and intestinal mucosa injury 

during I/R. Experiments were performed on 30 anesthetized rats, ventilated by respiratory pump. 

Systemic arterial pressure (AP), mesenteric blood flow (MBF), microcirculatory intestinal blood 

flow (LDBF) and arteriovenous oxygen difference were measured. Intestinal oxygen 

consumption (VO2) was calculated. Degree of mucosal injury was microscopically examinated 

using Chou scale. Total 30 min occlusion of AMA was performed. Animals were divided in 

three groups. In the first (control) group following release of arterial occlusion MBF and LDBF 

were rapidly increased by 19±3% and 11±2% respectively with gradual reduction to 81±8 % and 

85±11 % of control value. In the second Losartan (0,5 mg/kg i.p.) pretreated group MBF and 

LDBF were significantly increased in comparison to control (by 20±4% and 27±3% 

respectively). In the third group pretreated with angiotensin converting enzyme blocker-

Lisinopril (0,5 mg/kg i.p.) MBF and LDBF were increased by 17±5% and 19±6% in comparison 

to control. In the groups treated with ACE and AT1 blocker significant increase of oxygen 

consumption (VO2) was observed. (21% and 28% respectively). Histological examination 

showed significant lower degree of the mucosal damage in animals pretreated with RAS 

inhibitors. Presented data emphasize a protective role of RAS blockade on intestinal mucosa 

injury evoked by I/R. }" "ISCHEMIA/REPERFUSION INDUCED SMALL BOWEL 

CIRCULATORY, METABOLIC AND MORPHOLOGICAL DAMAGE IS ATTENUATED 

BY RENIN ANGIOTENSIN SYSTEM INHIBITORS"  
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{ Background:} Although less frequently encountered, mesenteric vein occlusion poses as 

important problems as mesenteric artery occlusion. The energy metabolism of intestinal tissue 

during venous occlusion and reperfusion has not been studied.  

{ Methods:} Intestinal ischemia was induced in the rat by clamping the superior mesenteric 

artery (SMAO) or vein (SMVO) for 30, 60 min followed by reperfusion (A30, 60, V30, 60). 

Magnetic resonance spectroscopy was employed to continuously monitor the energy metabolism. 

Additionally, intestinal motility was monitored and histological examination was performed on 

resected specimen.  

{ Results:} At the end of ischemia; ATP, Pi, and pH were; (A30) 31.1 ± 3.2, 286.1 ± 39.1, 6.50 ± 

0.08, (A60) 26.6 ± 5.8, 321.9 ± 45.2, 6.44 ± 0.10, (V30) 72.5 ± 4.3, 184.1 ± 16.0, 6.73 ± 0.09, 

and (V60) 55.0 ± 7.4, 207.2 ± 21.5, 6.66 ± 0.02. Those, at the end of reperfusion, were; (A30) 

58.0 ± 5.6%, 136.3 ± 12.5%, 7.32 ± 0.07, (A60) 44.8 ± 6.1%, 155.6 ± 14.5%, 7.19 ± 0.07, (V30) 

75.5 ± 4.5%, 113.8 ± 12.0%, 7.31 ± 0.09, and (V60) 60.4 ± 6.1%, 130.5 ± 18.0%, 7.23 ± 0.10. 

(ATP and Pi were given as a percentage of the control value, %) The energy metabolism in 

SMVO during ischemia was aggravated more slowly than that in SMAO. The intestinal tissue 

ATP and pH decreased and Pi increased immediately and sharply when the SMA was occluded. 

In contrast, the occlusion of SMV induced a moderate fall of ATP and pH and increase of Pi. But 

recovery after reperfusion was poorer in SMVO. During ischemia, the contractive response of 

the intestine lasted longer in SMVO than in SMAO. Histologically, mucosal and sub-serosal 

hemorrhage was severer in SMVO.  

{ Conclusions:} In contrast to SMAO, SMVO caused less severe reduction of energy 

metabolism at the expense of hemorrhage and tissue damage. }" "REAL TIME ENERGY 

METABOLISM OF INTESTINE DURING ARTERIAL VERSUS VENOUS OCCLUSION IN 

THE RAT"  
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{ Background:} Genetic haemochromatosis is the commonest recessive disorder in Caucasian 

populations with a carrier frequency of 1 in 10. The gene (HFE) responsible for over 90% of 

cases is due to one of two single amino acid substitutions, C282Y and H63D. The homozygous 

state can leads to iron overload resulting in cirrhosis, diabetes and cardiomyopathy.  

{ Aim:} To investigate the hypothesis that the HFE mutation protects women against iron 

deficiency and anaemia in pregnancy to give them a reproductive advantage.  

{ Methods:} Power calculations estimated 90 subjects were needed to be 80% certain a 1g/dl 

difference in haemoglobin between groups would be detected as significant. 106 consecutive 

pregnant women at 16-week ante-natal booking clinic had samples taken for a full blood count, 

polymerase chain reaction and immuno-electrophoresis to detect the HFE mutation. The mean 

haemoglobin levels of women with the HFE mutation were compared to normal controls and 

analysed using the Students t-test.  

{ Results:} Nine were heterozygous for C282Y, including two compound heterozygotes. The 

mean haemoglobin of the women heterozygous for the HFE mutation was 12.3g/dl (SD 0.97g/dl) 

compared to the controls mean haemoglobin of 12.14g/dl (SD 1.07g/dl). These differences are 

not statistically significant, p=0.33. 

{ Conclusion:}  Prevention of maternal anaemia in early pregnancy is not currently a selection 

pressure for the maintenance of C282Y in the developed world. }" "DOES THE HFE GENE 

IMPART A REPRODUTIVE ADVANTAGE BY PROTECTING AGAINST THE ANAEMIA 

IN PREGNANCY?"  
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\i Dept.Gen. & Liver Surgery, Medical University of Warsaw, Warsaw, Poland  

Infection with enterotoxigenic E.coli is a common cause of travellers diarrhea. The aim of the 

study was to evaluate the efficacy of immunoglobulin concentrate (Ig), prepared from colostrum 

of cows vaccinated against antigens derived from E.coli 078:H11, as prophylaxis agains clinical 

infection with this organism. Thirty healthy volunteers were enrolled in a randomised, double-

blinde study. Fifteen received placebo (lactose) and 15 Ig concentrate. Two 0.5 gram tablets 

were administered 3 times per day for 7 days. After 7th dose volunteers were challenged with 

1x109 entereotoxigenic E.coli 078:H11. Diarrhoea, abdominal pain and number of diarrhoeal 

stools were monitored. Fishers exact test and students unpaired test were used to compare 

outcomes. Volunteers receiving placebo were significantly more likely to develop diarrhoea and 

abdominal pain than those receiving immunoglobulin (p < 0.001). 

\tx1440\tx2550\tx3600\tx4950\tx8150\fs4 \ul Diarrhoea Abd.pain Mean No. of stools \tab \tab 

\tab \tab Placebo group 1/15 5/15 4.8 ± 0.44 Ig group 1/15 0/15 0.4 ± 0.24 \tab \tab \tab \tab 

d\fs20 The study indicate that Ig concentrate containing antibodies specific for E.coli 078:H11 

was successful in decreasing the risk of clinically evident infection and suggest that Ig 

concentrate containing antibodies for multiple strains of enterotoxigenic E.coli will prove 

effective in preventing clinically relevant infection with these bacteria. }" "THE EFFICACY OF 

IMMUNOGLOBULIN CONCENTRATE AS PROPHYLAXIS AGAINST INFECTION 

CAUSED BY ENTEROTOXIGENIC ESCHERICHIA COLI"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.766#" " Abstract: P.766 0 Citation: Gut 2000; 47(Suppl III): 

A202 TUBERCULOUS PERITONITIS IN AN ENDEMIC AREA  
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Tehran, Iran  

{ Aim:} To identify the clinical, laboratory, and radiological features of Tuberculous Peritonitis 

(TBP) in an endemic area.  

{ Methods:} All cases of TBP having a definite diagnosis confirmed by smear, culture or 

pathology in four referral university hospitals in Tehran between 1989 and 1999 were enrolled in 

this study. Clinical, laboratory, and radiological findings and invasive procedures performed 

were reviewed.  

{ Results:} 50 patients (30 females, 20 males) with a mean age of 33.5 years (± 17.26 SD) were 

studied. Main presenting symptoms included abdominal pain (84%), weight loss (72%) and fever 

(53%). 30% of patients had a positive PPD. Chest x-rays were suggestive of pulmonary TB in 

65% of patients. Ultrasound examination of abdomen was helpful for detection of ascites in 98% 

of patients. Paracentesis for AFB smear was performed in 41 patients and was positive in only 

one patient (2.4%). Routine hematological tests were not helpful, however, ESR higher than 50 

mm/h was detected in 60% of patients and 4.4% had an ESR of higher than 100 mm/h. Positive 

CRP was found in 91.7% of patients with 50% having 4+ CRP. 98% of Patients had exudative 

ascites with lymphocyte predominance. Laparoscopy showed peritoneal seeding in 74.3% of 

patients. Once diagnosed, all patients responded dramatically to empiric anti-TB regimen. 

{ Conclusion:}  The triad of fever, exudative ascites and positive PPD or elevated ESR/CRP may 

be helpful in raising clinical suspicion to TBP in endemic areas or immigrants from endemic 

areas. Chest x-ray, PPD and blood tests are not sensitive in detection of TBP. Laparoscopy with 

tissue biopsy for smear, culture and histology is the most sensitive and specific diagnostic 

method. }" "TUBERCULOUS PERITONITIS IN AN ENDEMIC AREA"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.767#" " Abstract: P.767 0 Citation: Gut 2000; 47(Suppl III): 

A203 GLUTAMINE ENRICHED ENTERAL NUTRITION INCREASES TAURINE PLASMA 

LEVELS  

Petra G. Boelens, Alexander P.J. Houdijk, Paul A.M. van Leeuwen  

\i University hospital Vrije Universiteit, Amsterdam, Netherlands  

{ Objective:} The present study investigated the effect of glutamine enriched enteral nutrition on 

taurine plasma levels in trauma patients. At organ level, organ fluxes of taurine were studied in 

ratmodel. { Summary background data:} Taurine is an amino acid with antioxidant and 

membrane stabilizing properties that protect against oxidant injury. Trauma patients have low 

circulating taurine, which may predispose to cellular injury. In general glutamine has cell saving 

properties by acting as preferred respiratory fuel and the promotion of glutathion production.  

{ Methods:} I. Multitrauma patients (ISS>20) were included in this study in a randomised, 

double-blind, controlled fashion. Twenty-nine patients received the glutamine supplemented 

enteral nutrition and thirty-one patients received the iso-caloric and isonitrogeneous control 

feeding. Taurine plasma levels were measured on days 1-5, 7 and 14. II. Male Wistar rats (250-

300g) were fed a glutamine enriched diet (12%w/w) and taurine organ fluxes were assessed by 

measuring arteriovenous differences and using radioactive microsphere blood flow 

measurements.  

{ Results:} I. On the first day low plasma levels of taurine were measured in both patient groups. 

From day three onwards the patients receiving glutamine had significantly higher taurine plasma 

levels (day 3 p<0.005, day 4, 5 and 7 p<0.05). On day 14 plasma levels were similar between the 

groups. II. Significantly higher plasma levels of taurine were found in rats fed the glutamine 

enriched diet (p<0.05). High uptake of taurine was found in the liver of the glutamine fed rats 

(p>0.05).  

{ Interpretations:} Glutamine supplemented enteral nutrition increased the low taurine plasma 

levels in multitraumatized patients compared to control nutrition. In rats glutamine enriched 

feeding increased the taurine plasma levels similarly. The organ fluxes were not revealing the 

origin of the high taurine levels. Elevated taurine levels may have important implications 

concerning morbidity. }" "GLUTAMINE ENRICHED ENTERAL NUTRITION INCREASES 

TAURINE PLASMA LEVELS"  
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The use of glutamine (GLN)-enriched feeding solutions in critically ill patients is supported by 

several studies. GLN can be added to enteral feeding solutions as a free aminoacid or 

incorporated into proteins extracted from wheat. This study aimed at comparing the effects of 

these solutions on the plasma and duodenal intramucosal GLN concentrations. Nine critically ill 

patients (59 ± 12 years) who required enteral nutritional support were randomised to a 7-day 

feeding regimen with a standard solution (Nutrison standard\'ae, Nutricia), or with a formula 

containing supplemental GLN, incorporated as a free aminoacid (15.5 g/L, Alitraq\'ae, Abbott) 

or in wheat proteins (13 g GLN/L, Stresson\'ae, Nutricia) (n=3/group). Administration rate was 

30 mL/h for the first 24 h, and was increased to 60 mL/h from the 2nd day. GLN concentrations 

were determined by gas chromatography/mass spectrometry on samples drawn at baseline and at 

the end of the study period (day 7). The patients received 7600 ± 2447, 8430 ± 217, and 8433 ± 

1100 mL of Nutrison Standard, Alitraq or Stresson, respectively. Average plasma and 

intramucosal GLN concentrations increased from 322 ± 84 to 389 ± 134 \'b5mol/L (p = 0.06) and 

from 3.9 ± 1.4 to 4.8 ±3.5 \'b5mol/g tissue (NS). The time courses of the plasma concentrations 

were similar in the patients who received the standard formula (from 361 ± 110 to 499 ± 175 

\'b5mol/L) and the GLN-enriched formulas (from 308 ± 82 to 352 ± 111 \'b5mol/L), either 

Alitraq (from 332 ± 112 to 352 ± 138 \'b5mol/L) or Stresson (from 286 ± 50 to 352 ± 110 

\'b5mol/L). The intramucosal GLN levels were unchanged after Nutrison Standard (from 4.7 ± 

1.3 to 4.0 ± 0.3 \'b5mol/g) and Alitraq (from 3.6 ± 0.3 to 3.2 ± 0.4 \'b5mol/g, but tended to 

increase after Stresson (3.6 ± 0.3 to 6.7 ± 5.2 \'b5mol/g, p = 0.11). In conclusion, the 

administration of GLN-enriched enteral feeding formulas in critically ill patients is not 

associated with an increase in the circulating GLN levels, suggesting that the beneficial effects of 

GLN-enriched solutions are related to gut mucosal effects. Wheat-derived formulas may increase 

the mucosal availability in GLN more than free GLN-enriched solutions. }" "COMPARATIVE 

EFFECTS OF TWO GLUTAMINE-ENRICHED ENTERAL FEEDING FORMULAS IN 

CRITICALLY ILL PATIENTS"  
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Moderately elevated homocysteine concentrations, reflecting deficiency of some nutritional 

factors required for homocysteine metabolism (folate, vitamin B-6, vitamin B-12) and/or less 

severe genetic defects, are comon in the general population. Several studies have indicated the 

role of homocysteine as an independent risk factor for vascular disease. A pilot study published 

recently suggested that plasma homocysteine levels increase during weight reduction in slightly 

overweight, otherwise healthy subjects (group A). We examined a comparable group of 13 

overweight subjects (group B) using a standardised caloric intake and defined vitamin 

supplementation (Medyn: folate 0.2 mg/vitamin B-6 8.0 ng/vitamin B-12 0.010 mg three times 

the day orally) to determine the effect of weight reduction on serum homocysteine levels and to 

compare the results with those of the pilot study. Ean body weight declined from 87.0+20.2 to 

84.2+20.1 kg (p<0.05) in group A and 85.7+11.3 to 82.5+9.9 kg (p=0.049) in group B. Serum 

homocysteine levels rosed from 7.9+2.0 to 8.7+2.3 \'b5mol/l (p<0.0001) in group A and 

decreased from 8.19+1.73 to 7.35+0.88 \'b5mol/l (p=0.0022) in group B. No correlation was 

found betweenthe changes in body weight and in homocysteine levels (r=0.002 in group A, 

r=0.18 in group B) Additionally, no correlation was found between serum folate levels and 

changes in homocystein levels (r=0.003 in group A r=0.009 in group B). The results suggest that 

an adequate oral vitamin-supplementation protects against increased homocysteine production 

during weight reduction. }" "VITAMIN SUPPLEMENTATION REVERSES 

UNFAVOURABLE EFFECT ON HOMOCYSTEINE METABOLISM DURING WEIGHT 

REDUCTION"  
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{ Background:} Glucagon-like peptide 2 (GLP-2), epidermal growth factor (EGF) and glutamine 

(gln) stimulate growth of the intestine in the total parenteral nutrition (TPN) rat model. However, 

in this model the interaction of GLP-2 with EGF or gln has not been investigated.  

{ Aims:} To determine whether EGF or gln has a synergistic effect on growth of the intestine 

with GLP-2.  

{ Methods:} Rats were established on TPN. The treatment groups were as follows; 20 mcg/day 

of GLP-2, 20mcg/day of EGF, 20mcg/day of GLP-2 plus EGF, 2% gln, and 2% gln plus 

20mcg/day of GLP-2. The small intestine and colon were weighed. Tissue was obtained from the 

jejunum, ileum and colon. This was microdissected to determine the changes in metaphase arrest 

scores.  

{ Results:} The mean (+SEM) small intestinal weight (g) in the TPN, GLP-2, EGF, GLP-2/EGF, 

gln and gln/GLP-2 groups were 1.7(+0.02), 3.1(+0.07), 2.5(+0.04), 3.8(+0.1), 1.9(+0.13) and 

2.8(+0.11) respectively (all p<0.001 compared to TPN group, except gln group). The mean 

(+SEM) colonic weight(g) for the above groups were 0.44(+0.01), 0.45(+0.02), 0.72(+0.02), 

0.75(+0.03), 0.50(+0.03) and 0.50(+0.04). Two way ANOVA without interaction demonstrated a 

significant effect by gln on colonic weight (P<0.05). The mean metaphase arrest scores/crypt in 

the 10% small intestine for TPN, GLP-2, EGF, GLP-2/EGF, gln and gln/GLP-2 groups were 

22.7(+1.04), 52.64(+3.07), 38.8(+2.41), 77.8(+4.52) 22.9(+4.1) and 49(+5) (All p< 0.001 

compared to TPN, except gln group). 

{ Conclusion:}  GLP-2 and EGF have additive effects on growth of the small intestine. 

Furthermore gln does not augment the growth of the intestine stimulated by GLP-2. However 

there is a modest effect of gln on colonic growth. }" "GLUCAGON-LIKE PEPTIDE 2 AND 

EPIDERMAL GROWTH FACTOR, NOT GLUTAMINE, HAVE ADDITIVE EFFECTS ON 

INTESTINAL GROWTH"  
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{ Introduction:} Oral allergy syndrome is described as an IgE media-ted allergic reaction which 

occurs minutes after the ingestion of certain foods to which the organism has been previously 

sensitised. The clinical manifestations are typically localised to the mouth and throat. Oral 

allergy syndrome is commonly elicited by fresh fruit, predominantly apples and occurs 

especially in patients with hypersen-sitivity to pollens because of the presence of cross reacting 

aller-gic components rBet v1 and rBet v2 (profilin). However routine dia-gnostic tests are 

unsatisfactory because they normally fail to detect specific IgE to common apple allergens in 

these patients.  

{ Patients/methods:} We investigated 11 patients with a history of oral irritation and throat 

tightness after eating raw apple and 10 healthy non atopic volunteers. All patients were positive 

to birch pollen in the ALASTAT RAST test as well as by skin test, but showed no reaction to 

commercial apple allergens. We performed the Cellular Antigen Stimulation Test (CAST) using 

a recommended apple allergen (Allergopharma) and native apple extracts. In our optimized 

CAST test, isolated leukocytes are primed with IL-3 and stimulated with the suspected allergens. 

The release of sulfidoleuco-trienes (LTC4) was measured by ELISA after 40 minutes 

stimulation.  

{ Results:} Positive CAST results to the native apple extract appea-red in 10 of the 11 patients 

tested, but not in any of the healthy volunteers. The LTC4 levels found in the patient group 

ranged between 834 and 5423 pg/ml (mean 2465 pg/ml) and were significantly higher than those 

levels found in the healthy volunteers, 23 ± 324 pg/ml (mean 231 pg/ml, p< 0.001). The levels 

found in the volunteers group were similar to those in unstimulated cell cultures (31 ± 342 pg/ml; 

mean 239 pg/ml). When tested against the commercial apple allergens all patients and volunteers 

were negative (< 350 pg/ml).  

{ Discussion:} The optimized Cellular Allergen Stimulation Test using native apple extract 

appears to be a useful, cost effective and non-invasive tool in the diagnosis of oral allergy 

syndrome. We assume that the commonly used allergens for the RAST test and cellular sti-

mulation are not suitable for the detection of the cross reacting IgE antibodies responsible for 

hypersensitivity to apple in oral allergy syn-drome. }" "DIAGNOSIS OF ORAL ALLERGY 

SYNDROME TO APPLE USING THE CELLULAR ANTIGEN STIMULATION TEST 

(CAST®) WITH NATIVE APPLE EXTRACT DESPITE NEGATIVE SPECIFIC IGE 

RESULTS"  
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{ Introduction:} Food allergies are clinically classified into two types, IgE-mediated immediate 

type and T cell mediated delayed type intolerance. Whereas the Radioallergosorbent test (RAST) 

is a sensi-tive procedure for the diagnosis of IgE-mediated hypersensitivity, the lymphocyte 

proliferation test (LPT) is useful for detection of food antigen specific blood lymphocytes in 

vitro.  

{ Patients/methods:} We evaluated the antigen-specific in vitro res-ponse of peripheral blood 

lymphocytes to 44 common pyrogen-free food allergens with an improved LPT method in 139 

patients with suspected delayed type food intolerance and 86 healthy volunteers. All included 

patients exhibited typical allergic symptoms like urticaria, gastro-intestinal symptoms or rash, 

occurring more than 2 hours after inges-tion of the offending food, but had negative food specific 

IgE re-sults. Our optimized proliferation assay is based on addition of IFN-alpha to cell culture 

so as to reduce the nonspecific bystander proli-feration as well as improving the antigen 

presentation capacity and associated elicited antigen-specific proliferation.  

{ Results:} 46 patients (33 %) were found to have positive LPT results to at least one of the 

tested food allergens as compared to two volunteers without symptoms (2,5%). The positive 

results were to cows milk, hens egg, meat, fish, cereals and vegetables such as tomato, potato 

and celery. 33 of the LPT-positive patients (71%) reacted to a single allergen, predominantly to 

cows milk, hens egg, pork or soy. Of the remaining 13 patients, seven were positive to two 

allergens, three patients to three allergens and only 3 patients between 4 and 6 allergens.  

{ Discussion:} The detection of the proliferative response of PBMCs to food allergens is a 

useful, cost effective and non-invasive labora-tory method for the diagnosis of hypersensitivity 

in patients who are sensitive to food allergens but negative in the RAST procedure. The high 

proportion of single reactions in the patients indicates a food specific proliferation in the test. 

Furthermore, the specificity of the LPT method is demonstrated by the low frequency of positive 

re-sults in healthy volunteers. }" "LYMPHOCYTE PROLIFERATIVE RESPONSE TO FOOD 

ANTIGENS AS A USEFUL TOOL IN THE DIAGNOSIS OF NON-IGE MEDIATED FOOD 

INTOLERANCE"  
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{ Introduction:} The purpose of this clinical study was to determine the role of gastrin (GAS) 

and serotonin (SE) - basic marker of enterochromaffin-serotonin system (ECSS) in clinical 

syndromes in patients (pts) with rosaceous disease (RD), systemic dermatoses (SD) and allergic 

dermatoses (AD).  

{ Material and methods:} The investigation include 160 RD pts (women 64,4%, men 35,6%; 

mean age 41,49 ± 1,14 years), 101 SD pts (women 79,21%, men 20,79%; mean age 38,95 ± 2,27 

years) and 42 AD pts (women 52,38%, men 47,62%; mean age 33,07 ± 2,24 years). 

Radioimmunologic evaluation of basal blood GAS level (BBGASL; control - 48,00 ± 4,10 

pg/ml) as well as blood SE level (BSEL; control - 1,2 ± 0,2 mcmol/l) and daily urine debit 

(DUD) of 5-oxyindoleacetic acid (5-OIAA - basic metabolit of SE; control - 26,2 ± 4,5 

mcmol/24 hours) were involved.  

{ Results:} It was established in RD pts increased BBGASL (p<0,001) as well as BSEL (p<0,01) 

and DUD of 5-OIAA (p<0,01) that testifies to activation of ECSS and their participation in 

genesis of skin changes. In SD pts diverse indexes of BBGASL, BSEL and DUD of 5-OIAA 

were revealed. At systemic lupus erythematosus (SLE; n=46) BBGASL was increased, BSEL 

(p<0,01) and DUD of 5-OIAA (p<0,001) were decreased that can be used for differentiation 

between SLE and RD. At systemic sclerodermia (SSD; n=30) was also observed increased 

BBGASL and depression of BSEL (p<0,01) and DUD of 5-OIAA (p<0,001); at systemic 

vasculites (SV; n=25) was revealed normal BBGASL and high BSEL (p<0,001) and DUD of 5-

OIAA (p<0,05) that indicate on the increased functional state of ECSS (sanogenetic role - 

depression of autoaggressivness). In AD pts was found increased BBGASL as well as BSEL 

(p<0,05) and DUD of 5-OIAA (p<0,01). The complex therapy was highly effective in 99,37% 

RD pts, 91,49% SD pts and 100,0% AD pts. 

{ Conclusion:}  Thus, the appearance indicate that GAS and SE play an important role in the 

genesis of RD, SD and AD. }" "GASTROINTESTINAL HORMONES GASTRIN AND 

SEROTONIN (5-HYDROXYTRYPTAMINE) IN PATIENTS WITH DIFFERENT 

IMMUNODEPENDENT DERMATOSES: ASPECTS OF CLINICAL SYNDROMES 

GENESIS"  
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{ Objective:} The aim of this clinical study was determine the role of hormonal-metabolic 

disturbances in pathogenesis of postgastroresective disease (PGRD) and its treatment.  

{ Material and Methods:} The investigation include 350 patients (pts; men 96,7%, women 3,3%; 

age from 29 to 75 years) 1-31 years after partial stomach resection (Billroth-II - 60,6%; Billroth-I 

- 39,4%). Radioimmunologic evaluation of hormones: gastrin (GAS), glucagon (GLUC), 

parathormone (PRH), growth hormon (GH), cortisol (CORT), thyroxin (T4), 3-jodthyronin (T3), 

testosteron (TESTOS), progesteron (PRO), as well as cyclic nucleotides (CN): cAMP and 

cGMP, blood serotonin (BSE) and urine 5-hydroxyindoleacetic acid (5-HIAA) were performed. 

Metabolic disturbances included the evaluation of lipid peroxydation activity (LPA) (blood 

levels of diene conjugates [DC] and malonic dialdehyde [MDA]), and antioxydation system 

(AOS) - catalase and peroxydase activity.  

{ Results:} Dyshormonemia was established in the majority of the pts. GAS was increased in 

63,5% and decreased in 12,2%; GLUC -correspondingly in 68,9% and 25,4%; PRH - in 54,6% 

and 43,8%; GH - in 63,4% and 28,4%; CORT - in 37,5% and 62,5%; T4 - in 18,4% and 50,0%; 

T3 - in 37,5% and 37,5%; TESTOS - in 22,0% and 62,9%; PRO - in 93,7% and 3,7%. 

Concentrations of BSE (p<0,01) and urine 5-HIAA (p<0,001) were increased in PGRD pts with 

dumping-syndrome. The metabolic disturbances of LPA and AOS were connected with severity 

of PGRD: in 77,8% pts LPA was increased (among them, in 7,5% AOS activity was low), in 

8,5% - normal, and in 13,7% - decreased. The blood CN concentration was importantly 

decreased (cAMP - 2,02 ± 0,37 pmol/l, p<0,001; cGMP - 3,02 ± 1,02 pmol/l, p<0,001) and was 

inversely depended on the severeness of PGRD. The complex therapy (drugs correction and 

sanatorium readaptation to work) was highly effective in PGRD pts.  

{ Conclusions:} Thus, the appearance and results of treatment indicate that hormonal and 

metabolic disturbances play an important role in pathogenesis of PGRD, and may have 

prognostic meaning. }" "HORMONAL-METABOLIC DISTURBANCES IN PATIENTS WITH 

POSTGASTRORESECTIVE DISEASE: ASPECTS OF PATHOGENESIS AND 

TREATMENT"  
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The effects of epidermal growth factor (EGF) and transforming growth factor-alpha (TGF{\f1 

a}) were studied in dimaprit-stimulated gastric acid secretion in anaesthetized rats. Rats were 

anaesthetized with urethane (1.5 g/kg) intraperitoneally, trachea cannulated, and an orogastric 

tube inserted through the mouth and into the stomach. Normal saline was perfused at a rate of 7 

ml/min using a peristaltic pump, the perfusate collected and titrated against M/100 NaOH using 

an automatic titrator. The acid is expressed as mMol H+ secretion/15 min. TGF{\f1 a} and EGF 

(0.1 - 5 ug/kg) administered subcutaneously 30 min before dimaprit (10 mg/kg s.c.) inhibited 

(P<0.05-0.001) gastric acid secretion in a dose-dependent manner. Intraduodenal administration 

of TGF{\f1 a} in the same dosage range did not inhibit dimaprit-stimulated acid secretion, while 

EGF (1-5 ug/kg) stimulated dimaprit-induced acid response. To evaluate the time-course of 

inhibition, TGF{\f1 a} and EGF were administered after acid secretion had reached a plateau in 

response to continuous infusion of dimaprit (bolus injection of 10 mg/kg followed by continuous 

infusion of 30 mg/kg/h) subcutaneously. Administration of TGF{\f1 a} and EGF (1-5 ug/kg, i.v.) 

resulted in a significant (P<0.05-0.001) inhibition of acid secretion within the first 45 min. The 

acid secretion tended to recover 45 min. after their administration. The maximum inhibition was 

60.6 ± 1.8 % (n=8) for TGF{\f1 a} and 69.43 ± 4.37% for EGF. The results demonstrate that (i) 

TGF{\f1 a} and EGF inhibit gastric acid secretion stimulated by dimaprit and that their effects 

are reversible, (ii) TGF{\f1 a} is effective parenterally but not orally and (iii) EGF stimulates 

acid secretion when given intraduodenally. }" "EFFECT OF EPIDERMAL GROWTH FACTOR 

AND TRANSFORMING GROWTH FACTOR-ALPHA ON GASTRIC ACID SECRETION IN 

THE RAT"  
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Peptide YY (PYY) is a neuropeptide released from endocrine L cells after meals. PYY delays 

gastric emptying in humans, but its effect on gastric tone is unknown. The aims of this study 

were (1) to assess the effect of PYY infusion on proximal gastric tone and emptying in humans, 

and (2) to determine the relationship between gastric tone and plasma PYY concentrations. 

Proximal gastric tone was assessed using an electronic barostat for 180 min, during and after a 

60 min venous infusion of either PYY (30 or 90 pmol/kg.h) or saline, in six healthy subjects on 

three separate days. The gastric emptying rate of a liquid acaloric meal (200 ml saline) was 

simultaneously studied by the paracetamol absorption test. Plasma PYY concentrations were 

measured by RIA, before and every 15 min after the beginning of infusion. The {\f1 D}V 

(variations from control volume of the barostat bag), the {\f1 D}V{\dn6 max} and the t{\dn6 

25%} (time until 25 % of the meal had emptied according to Medhus et al, Aliment Pharmacol 

Ther 99;13:609-20) were calculated. Results are expressed by mean±ESM. The infusions of 

PYY resulted in a significant increase in plasma PYY levels, reproducing physiological 

postprandial plasma PYY concentrations for the 30 pmol/kg.h-dose, and the concentrations of 

PYY observed in patients with steatorrhea during the 90 pmol/kg.h infusion. Both PYY infusions 

induced a significant decrease in proximal gastric tone, as shown by a statistically significant 

increase of either {\f1 D}V for the 30 pmol/kg.h infusion (P=0.002; three-way ANOVA) or {\f1 

D}V{\dn6 max} for the 90 pmol/kg.h infusion (92.8±53.7 vs -24.1±53.5, ml; P=0.05, Mann-

Whitney test). The averaged plasma PYY changes determined at each time-point between 

placebo and each PYY infusion were significantly correlated with the corresponding averaged 

{\f1 D}V changes (P<0.01; linear correlation). The 90 pmol/kg.h infusion (but not the 30 

pmol/kg.h infusion) significantly delayed gastric emptying (t{\dn6 25%/PYY90} =19.2±4.8 vs 

t{\dn6 25%/Placebo} =6.7±1.4, P=0.03; vs t{\dn6 25%/PYY30} =11±1.5 min, P=0.03). 

Conclusions (i) PYY induces a relaxation of proximal gastric tone in humans. (ii) This effect is 

related to PYY plasma concentrations. (iii) This effect on gastric tone is associated with a delay 

of liquid gastric emptying. }" "EFFECTS OF PEPTIDE YY ON GASTRIC TONE AND 

EMPTYING OF LIQUIDS IN HUMANS"  
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{ Background:} Cholecystokinin (CCK) is the major mediator of pancreatic exocrine secretion. 

The role of vagus nerve in CCK-stimulated pancreatic exocrine secretion is unclear. The aim of 

the study was to investigate the role of vagus nerve in CCK-stimulated pancreatic secretion and 

the adaptation of exocrine pancreas following vagotomy.  

Methods: Each anesthetized rat was prepared with a common bile-pancreatic duct cannulation. 

Bile-pancreatic juice (BPJ) was collected every 15 minutes for protein determination. The 

remainder of the BPJ was returned to the duodenum. After measuring the basal pancreatic 

protein secretion, graded doses of CCK-8 were infused for 1 h and the protein output in BPJ was 

measured. In a separate study, acute subdiaphragmatic vagotomy was performed, then pancreatic 

secretion stimulated by graded doses of CCK was studied. To investigate the pancreatic 

adaptation following vagotomy, the pancreatic responses of physiological dose (40 pmol/kg/h) of 

CCK were studied after 1, 2 and 3 weeks of vagotomy.  

Results: CCK-8 at the doses of 20, 40, 80 and 160 pmol/kg/hr caused a dose-dependent increase 

in pancreatic protein secretion (48±6%, 106±10%, 186±13%, and 245±16% increase over basal, 

respectively). After acute vagotomy the pancreatic protein output to CCK-8 was largely inhibited 

at the doses of 20 and 40 pmol/kg/hr (p<0.05), but was similar to the control at the doses of 80 

and 160 pmol/kg/hr. CCK-stimulated pancreatic protein output was restored gradually following 

vagotomy (22±5%, 72±8% and 85±10% over basal after1, 2 and 3 weeks of vagotomy, 

respectively). Atropine and hexamethonium markedly reduced CCK-stimulated pancreatic 

protein output in rats receiving vagotomy 3 weeks before (p<0.05).  

Conclusions: Vagal pathways play an important role in the stimulation of physiological dose of 

CCK on pancreatic protein secretion in rats. Pancreatic protein output to CCK stimulation was 

restored gradually following vagotomy in 3 weeks. Cholinergic pathways may play a role in the 

mediation of CCKs action in chronic vagotomized rats. }" "THE ROLE OF VAGUS NERVE IN 

CHOLECYSTOKININ-STIMULATED PANCREATIC EXOCRINE SECRETION"  
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{ Background & aim:} Changes in PYY-plasma levels in correlation to vagal dysfunction have 

been described in rats (FU-Cheng et al. 1995). The aim of the present study was to investigate 

PYY-secretion in patients with typeI-diabetes mellitus (IDDM). Patients had no clinical signs of 

polyneuropathy. PP-plasma levels were measured in order to detect a possible subclinical 

autonome neuropathy.  

{ Methods:} Modified sham-feeding test with defined test meal and determination of PP- and 

PYY-plasma levels every 15 minutes in 10 patients with IDDM and 6 healthy controls. PP and 

PYY were measured by radioimmuno-assay by J.J. Holst, Panum Institute, Copenhagen.  

{ Results} are presented in the table. 

\tx1005\tx2100\tx3195\tx4290\tx5325\tx6360\tx6900\tx8150\fs4 \ul \tab \tab \tab \ul PP \ulnone 

\ul PYY \ulnone basal cephal gastral basal cephal gastral \tab \tab IDDM 15.9±3.3* 26.8±2.5* 

34.9±4.1* 8.4±1.4 7.3±0.9* 7.2±4.2 Controls 28.4±6.2 41.3±6.6 46.3±4.2 10.7±1.9 12.0±1.3 

9.2±0.8 \tab \tab (mean values±SE, *p<0.05 vs. controls)  

{ Summary & conclusion:} Our data show significantly reduced PP-plasma levels in IDDM-

patients as indication of disturbed vagal function. Moreover, PYY-plasma levels are significantly 

reduced in IDDM-patients during the cephalic phase of the sham-feeding test. These results 

suggest that reduced PYY-secretion in diabetic patients may partially be caused by disturbed 

vagal function. }" "MODIFIED SHAM-FEEDING IN PATIENTS WITH TYPE 1 DIABETES 

MELLITUS: CHANGES IN PP- AND PYY-PLASMA LEVELS"  
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{ Introduction:} Reduction of the digestive tract fistulae output and early closure using a 

somatostatin analog (octreotide), in order to decrease morbi-dity and hospital stay.  

{ Patients and methods:} Prospective and analytic study. We analyze 60 consecutive patients 

with 90 fistulae of the digestive tract. Age range, 36-84 years (mean,43 years). Sex, male 56 and 

female 4. Total parenteral feeding in 50 patients. High output fistulae, >500 cc/d, (n=75) and low 

output fistulae, <500 cc/d, (n=15). The fistulae were as follow: yeyunocuta-neous 

(n=32),yeyunocolocutaneous (n=27), duodenocutaneous (n=13), pancreatocutaneous (n=10) and 

pancreatobiliocutaneous (n=8). Octreotide was given 0.1 mg s.c. 8 hourly.  

{ Results:} The low output fistulae decreased 52.4%(p=0.001)and high output fistulae 

diminished 53.4% (p=0.01) in the first 24 hours. The low output closed between the 6th and the 

10th day (mean,7.6 days) and the high output fistulae closed to almost negligible amount bet- 

ween the 10th and 14th day(mean, 13.3 days). Most of the patients required complete nutritional 

support.No side effects. One patient died of sepsis. 

{ Conclusion:}  Octreotide is a very safe drug which significantly reduced the output on both 

types of fistulae, greater than 50% on the first 24 hours, allowing the early closure of low and 

high output fistulae in less than 10 and 14 days respecively. }" "MANAGEMENT OF THE 

DIGESTIVE TRACT FISTULAE WITH OCTREOTIDE"  
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{ Background and aims:} Pancreastatin (PST) is a regulatory enteropancreatic peptide, which 

was shown to have glycogenolytic and counter-regulatory effect to insulin in rat liver. However, 

PST physiological role in patients with DM is unknown. The aim of this study was to measure 

the postprandial secretion of PST in DM and compare it with age-matched healthy controls.  

{ Materials and methods:} We studied 5 groups, 14 patients in each: IDDM patients aged 25-35 

(BMI 22±5; duration of DM 6±3yr), NIDDM patients aged 45-55 (BMI 33,9±7, duration of DM 

6±5yr) treated with sulfonylourea or insulin, and two groups of healthy controls. Normal liver 

and kidney function was a primary inclusion condition. We measured fasting plasma PST level 

and 15, 30, 60 and 120 min after a standard meal made of protein, carbohydrates and fat (500 

kcal).  

{ Results:} There was no difference in fasting PST levels between the groups. In all groups there 

was a significant increase of PST from fasting level observed after 15 by 2,16-5,74 pg/l (11,4 - 

37,4%, p<0.05), apart from the older healthy controls, in whom the increase was seen in 30 (by 

3,65 pm/l, 17,4%). Both in IDDM and NIDDM the response was stronger and longer then in 

controls, but the statistically significant difference was seen only between patients treated with 

sulfonylourea in 15 comparing to the controls (increase by 5,74 and 1,52 pmol/l, respectively)  

{ Conclusions:} The secretion of PST in DM patients, after standard meal stimulation, is higher 

and stays longer than that in healthy controls. Increased level of PST in diabetics might 

contribute to its counter-regulatory effect to insulin in glucose metabolism. }" 

"POSTPRANDIAL PANCREASTATIN SECRETION IN PATIENTS WITH DIABETES 

MELLITUS"  
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{ Background:} We have previously shown that serum chromogranin A (CgA), a marker of 

neuroendocrine proliferation, increases during profound gastric acid inhibition, possibly 

reflecting the trophic effect of gastrin on the ECL cells. In this study we investigated the clinical 

value of serum CgA as a screening test for gastric fundic ECL cell hyperplasia during acid-

suppressive therapy.  

{ Patients and methods:} 230 consecutive dyspeptic patients referred for upper gastrointestinal 

endoscopy were enrolled (154 patients on continuous medium-term [6 weeks to one year] or 

long-term [longer than one year] acid inhibition with either proton pump inhibitors [n=117] or 

with histamine-2 receptor antagonists [n=37] for gastro-oesophageal reflux disease, and 76 

subjects without acid inhibition [control group]). Fasting blood samples were analyzed for 

gastrin and CgA (reference values <85 ng/l and <4 nmol/l, respectively). Gastric biopsy 

specimens (oxyntic mucosa) were examined for histological evaluation of gastritis (Sydney 

classification) and of ECL cell hyperplasia (Solcia classification).  

{ Results:} Serum CgA levels positively correlated with serum gastrin (r=0.78, P<0.0001), 

following an exponential function. Increased serum CgA levels during long-term acid inhibition 

were accompanied by an increase in the prevalence of ECL cell hyperplasia, affecting one third 

of patients treated longer than four years. Multivariate analysis identified hypergastrinaemia 

(P<0.0001), duration of acid inhibition (P<0.0001), H.pylori infection (P<0.01), ECL cell 

hyperplasia (P<0.05), and corpus atrophic gastritis (P<0.05) as independent predictors of 

elevated serum CgA. Serum CgA was equally sensitive but more specific than serum gastrin for 

the detection of ECL cell hyperplasia (sensitivity, 91.3% for both; specificity, 73% versus 43%, 

P<0.0001).  

{ Conclusions:} During long-term gastric acid inhibition, serum CgA levels reflect the presence 

and severity of fundic ECL cell hyperplasia. Serum CgA is therefore a useful test to monitor 

such changes in patients treated long-term with acid suppression. }" "SERUM 

CHROMOGRANIN A IS A USEFUL SCREENING TEST FOR GASTRIC 

ENTEROCHROMAFFIN-LIKE CELL HYPERPLASIA DURING ACID-SUPPRESSIVE 

THERAPY"  
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{ Background:} Many unvalidated radiolabelled test meal techniques are in use for assessment of 

gastrointestinal (GI) transit. A standard technique with published validation data (Mather 1990) 

uses 99mTc-antimony sulphur colloid that is no longer available, and calls for the use of eggs in 

the preparation of the pancake, making it unacceptable to a significant number of patients.  

{ Aim:} To develop an egg-free test meal that uses an easily available colloid preparation, and to 

characterise its acid stability and the interaction between its solid and liquid phases. Labelling 

efficiency with varying amounts of resin. 

{ Conclusion:}  Reducing the amount of resin and the incubation period does not significantly 

change the labelling efficiency of the {\up6 111}Indium.The reduced incubation period allows 

this technique to be used at short notice. Reducing the amount of resin improves the palatability 

of the test meal. These modifications should be incorporated into standard protocols. }" "AN 

IMPROVED RADIO-LABELLING PROTOCOL FOR TEST MEALS"  
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{ Background:} As the non-invasive modality to evaluate the gastric emptyong of solid meal, 

13C-octanoic acid recently has come to be used in daily practice. Although ultrasonography (US) 

has been regarded as another non-invasive and reliable method for the assessment of gastric 

motility, there has been no repoets on the comparison between both examinations. The AIM of 

this study was to determine the relationships between the results of these two tests.  

{ Methods:} Fourteen patients with functional dyspepsia (FD) and 12 healthy volunteers were 

studied. The solid test meal consisted of a scrambled egg doped with 13C-octanoic acid (100mg). 

Served with a bowl of rice and boiled chicken (total 429 cal.). After ingestion of the test meal, all 

subjects were examined in the sitting position as previously reported (Aliment Pharmacol Ther 

1997; 11; 177-184). US images were obtained every 15 minutes for 3 hours. Breath sampling 

followed the same time schedule as US method with additional 3 hours of sampling with 30-

minute intervals. We investigated half emptying time (T1/2) with both tests.  

{ Results:} T1/2 with US method and T1/2 with breath test were significantly correlated in both 

FD and healthy volunteers (r2=0.64). Although T1/2 with both tests was delayed in FD patients 

than that in healthy subjects, no significant differences were found between two groups in this 

study. 

{ Conclusion:}  13C-octanoic acid breath test enables us to assess gastric emptying as reliably as 

US method. }" "THE EVALUATION OF SOLID GASTRIC EMPTYING WITH 13C-

OCTANOIC ACID BREATH TEST -COMPARISON WITH ULTRASONOGRAPHY-"  
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{ Background:} 13C-octanoic acid breath test (OABT) is an accurate non-invasive technique for 

measuring gastric emptying. Electro-gastrography (EGG) reflects myoelectrical activity of the 

stomach. Aim of the study was to evaluate both OABT and EGG under the standard conditions 

in healthy volunteers.  

{ Methods:} Ten healthy volunteers entered the study (5 men, 5 women, mean age 32 years, 5 

persons were H. pylori positive). Standard solid (1,178 kJ) and semi-solid (1,020 kJ) meals were 

used for OABT (100 mg 13C-sodium octanoate). Standard solid/semi-solid meal (2,100 kJ) was 

used for EGG (tests done within 2 weeks). EGG was recorded using a Synectics Polygraph both 

fasting (30 min.) and after standard meal (30 min.). EGG results were expressed as running 

spectrum percent activity (RSPA). Duplicate breath samples (360 pairs) were obtained before 

and every 15 min. after eating the test meal during 255 min. Breath samples were analysed twice 

(isotope ratio mass spectrometry, AP2003 Analytical Precision). Gastric emptying rate was 

expressed as half excretion time (t{\dn6 1/2}). Data were statistically treated using SigmaStat 

(Jandel Corporation).  

{ Results:} Mean t{\dn6 1/2} were 136 ± 10 min. (solid meal) and 123 ± 16 min. (semi-solid 

meal). EGG results are given in the table comprising normal three cycles per minute rhythm 

(TCPM), bradygastria (1-2.2 cpm) and tachygastria (3.6-9.9 cpm) 

\tx1290\tx2505\tx3540\tx5460\tx8150\fs4 \ul RSPA TCPM Bradygastria Tachygastria (%) \tab 

\tab \tab \tab Fasting 72.8 ± 16.8 8.4 ± 5.5 18.8 ±13.2 Postprandial 66.3 ± 15.6 6.6 ± 6.8 27.1 ± 

15.2 \tab \tab \tab \tab d\fs20 There was a significant negative correlation between postprandial 

TCPM and t{\dn6 1/2} of OABT with solid meal (r = -0.632, p = 0.0498).  

{ Conclusions:} OABT and EGG are complementary to one another in evaluation of gastric 

motility status. }" "RELATION BETWEEN ELECTROGASTROGRAPHY AND 13C-

OCTANOIC ACID BREATH TEST FOR GASTRIC EMPTYING IN HEALTHY 

VOLUNTEERS"  
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{ Background:} 13C-octanoic acid breath test (OABT) is a simple, safe and non-invasive 

technique for measuring gastric emptying. However, details of the method are still discussed. 

Aim of the study was to evaluate both clinical and analytical reproducibility of OABT using 

standard test meals.  

{ Methods:} Ten healthy volunteers entered the study (5 men, 5 women, mean age 32 years, 50 

% H. pylori positive). Standard test meals (with 100 mg 13C-sodium octanoate) were used three 

times within 3 weeks. The same solid meal (1,178 kJ) for Tests 1 and 2 contained scrambled egg 

(+ 3 g oil), white bread (40 g), butter (10 g) and water (200 ml). Semi-solid meal (1,020 kJ) for 

Test 3 contained milk pudding (200 g) and water (200 ml). Duplicate breath samples were 

obtained before and every 15 min. after eating the test meal during 255 min. Altogether 1,080 

breath samples were analysed twice (isotope ratio mass spectrometry, AP2003 Analytical 

Precision, UK). Analytical results were given as d 13CO2/12CO2 ratio. Mathematical analysis of 

the *CO2 excretion curves was done using our own computer programme. Result of gastric 

emptying rate was given as half excretion time (t{\dn6 1/2}). Data were statistically treated using 

SigmaStat (Jandel Corporation, USA).  

{ Results:} Mean t{\dn6 1/2} were 136 ± 10 min. (Test 1), 134 ± 14 (Test 2) and 123 ± 16 min. 

(Test 3). Clinical reproducibility of OABT in particular persons was 98.2 % (18 breath samples 

series), 90.8 % (15 samples) and 87.1 % (9 breath samples series). There was a significant 

correlation between Test 1 and Test 2 results (r = 0.887, p < 0.0001). Mean difference of 

duplicate breath sample analysis was 1.460 % (in 540 pairs), mean baseline one-day analysis 

difference was 0.0982 (99.9274 % accuracy).  

{ Conclusions:} OABT is accurate non-invasive method for gastric emptying measurement. }" 

"CLINICAL AND ANALYTICAL REPRODUCIBILITY OF 13C-OCTANOIC ACID 

BREATH TEST FOR GASTRIC EMPTYING IN HEALTHY VOLUNTEERS"  
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{ Background:} Gastroparesis is a serious complication in diabetic patients and also an indicator 

of poor prognosis. Diabetic autonomic neuropathy was postulated to be the important 

pathogenesis of diabetic gastroparesis. However, not all symptomatic patient had objective 

gastroparesis, i.e., prolonged gastric emptying time (GET). So we did this study to determine the 

correlation between autonomic neuropathy and diabetic gastroparesis, and evaluate the benefit of 

autonomic function assessment in the diagnosis of diabetic gastroparesis in symptomatic 

patients.  

{ Method:} We assessed gastric symptom score (GSS), autonomic neuropathy score (AN score) 

and radionuclide gastric emptying time (GET) in 27 diabetic patients with dyspepsia, or nausea 

and vomiting.  

{ Result:} There was a close correlation between AN score and GET (correlation coefficient = 

0.52, p < 0.01) but there was no correlation between GSS and GET, or AN score and GSS (p 

=0.127 and 0.94 respectively). The mean GET in autonomic neuropathy (AN) group was 

significantly prolonged than in no autonomic neuropathy (no AN) group (257 vs. 41 minutes, p < 

0.01). Among AN group, 12 in 15 patients (80 %) had prolonged GET; whereas only 4 in 12 

patients (33 %) of no AN group had ``mild prolonged GET. 

{ Conclusion:}  Autonomic neuropathy plays an important role in the development of diabetic 

gastroparesis and assessment of autonomic nervous function could be a screening test for 

diagnosis of diabetic gastroparesis. Meanwhile, the severity of symptom does not help in 

predicting the presence or degree of GET prolongation. }" "DIABETIC GASTROPARESIS: 

CORRELATION BETWEEN RADIONUCLIDE GASTRIC EMPTYING TIME AND 

DIABETIC NEUROPATHY"  
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Gastrointestinal (GI) symptoms in diabetes mellitus are usually attributed to diabetic 

complications, like autonomic neuropathy. However, recent studies have demonstrated that acute 

changes in blood glucose concentration affect the perception of GI sensations. We aimed to 

define the relative importance of diabetic complications and glycaemic control on the prevalence 

of GI symptoms.  

{ Methods:} 1101 (570 males) adult diabetic subjects (209 outpatients; 892 subjects from the 

mailing list of Diabetes Australia) completed a validated questionnaire on the frequency of GI 

symptoms within the last 12 months, self-reported average glycaemic control 

(good/average/poor) and diabetes complications (neuropathy, retinopathy, nephropathy). Current 

glycaemic control was measured by HbA1c in 463 of the subjects. The prevalence of eight 

predefined symptom complexes (reflux; dysmotility-like dyspepsia; ulcer-like dyspepsia; bowel-

related abdominal pain; functional diarrhoea; functional constipation; frequent abdominal pain; 

faecal incontinence) were compared. Data were analysed using logistic regression, adjusting for 

age, gender, smoking, alcohol use, type and duration of diabetes.  

{ Results:} Of the 1101 patients with diabetes, 57% reported at least one complication. Diabetic 

complications were independently associated with symptom complexity (number of symptom 

groups reported) (adjusted odds ratio, 1.92 per symptom group [95% CI, 1.51 to 2.45]) and with 

the reporting of each of the eight GI symptom groups, except for functional diarrhoea. For all GI 

symptom groups, the association was explained by symptoms suggesting peripheral neuropathy. 

Poor glycaemic control measured by self-report or by HbA1c was an important independent risk 

factor for upper GI symptoms, whereas other presumed risk indicators, including duration of 

diabetes and diabetes type, were not significant. 

{ Conclusion:}  Both upper and lower gastrointestinal symptoms are linked to diabetic 

complications, in particular to symptoms suggesting peripheral neuropathy. Further, upper GI 

symptoms are independently linked to poor glycaemic control. }" "GASTROINTESTINAL 

SYMPTOMS IN DIABETES MELLITUS ARE ASSOCIATED WITH DIABETIC 

COMPLICATIONS AND POOR GLYCAEMIC CONTROL"  
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GI symptoms are reportedly common in diabetes, but a causal link is controversial and adequate 

population control data are lacking. We hypothesised that GI symptoms would be more frequent 

in diabetics, particularly in those with poor glycaemic control.  

{ Methods:} 15,000 adults, randomly chosen from the electoral roll, were mailed a questionnaire 

(response rate 60%) containing validated questions relating to the frequency of troublesome GI 

symptoms within the last 3 months (not at all/rarely/sometimes vs often/very often), diabetic 

status and self-reported glycaemic control (poor, average, good). The prevalence of 16 individual 

symptoms and five symptom complexes (Oesophageal: heartburn/dysphagia; Upper dysmotility: 

early satiety/fullness/bloating/ nausea/vomiting; Any bowel symptom: diarrhea/loose 

stools/urgency/fecal incontinence/constipation/ hard stools/anal blockage; Diarrhoea: >3 bowels 

per day/urgency/loose stools; Constipation: <3 bowels per week/hard or lumpy stools/anal 

blockage) were compared. Data were analysed using logistic regression, adjusting for age and 

sex. Results are reported as odds ratios (OR) with 95% CI.  

{ Results:} 8757 eligible subjects responded (47% male). 423 subjects (4.9%) reported diabetes. 

Diabetic subjects were older than controls (59.5±14.1 vs 44.6±15.6, p<0.001); 18% of the 

diabetics were insulin users. Adjusted for age and sex, all GI symptoms and the five symptom 

complexes were significantly more frequent in diabetics compared to controls: Oesophageal: OR 

1.44 (1.09-1.91); Upper dysmotility: OR 1.75 (1.34-2.29); Any bowel: OR 1.84 (1.46-2.33); 

Diarrhoea: OR 2.06 (1.56-2.74); Constipation: OR 1.54 (1.12-2.13). An increased prevalence 

rate of symptoms was significantly associated with poorer levels of glycaemic control 

(Oesophageal: OR 2.89 (1.71-4.88); Upper dysmotility: OR 2.45 (1.50-3.98); Any bowel: OR 

2.23 (1.44-3.45); Diarrhoea: OR 1.91 (1.14-4.94); Constipation: OR 2.72 (1.50-3.45), but not 

with duration of diabetes nor type of diabetic treatment.  

{ Conclusions:} Diabetes mellitus is associated with an increased prevalence of both upper and 

lower gastrointestinal symptoms. This effect may be linked to poor glycaemic control. }" 

"DIABETES MELLITUS IS ASSOCIATED WITH AN INCREASED PREVALENCE OF 

UPPER AND LOWER GASTROINTESTINAL SYMPTOMS: A POPULATION-BASED 

SURVEY OF 15,000 ADULTS"  
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{ Background:} Delayed gastric emptying is now recognized an important form of diabetic 

complications. Impaired gastric emptying may contribute to poor glycemic control because of 

mismatching between food absorption and insulin action.  

{ Aim of the study:} Is to find out the prevalence of gastroparesis and of accelerated gastric 

emptying in long-standing and recently diagnosed diabetic patients, and to determine the 

relationship between the percentage of gastric retention at the end of the test and the degree of 

metabolic control, cardiovascular autonomic neuropathy, and late diabetic complication.  

{ Material and Methods:} Gastric emptying of technetium labeled digestible solid test meal was 

studied in 81 diabetic patients (51 long-standing and 30 recently diagnosed diabetic patients) and 

in 44 healthy controls. Diabetic patients were divided into four groups according to the type and 

duration of diabetes. All patients were evaluated for gastric symptoms, glycemic control, 

peripheral neuropathy, retinopathy and cardiovascular autonomic neuropathy.  

Conclusions: 1. Diabetic gastroparesis is a common disorder affecting patients both with type 1 

and type 2 long-standing diabetes mellitus in about 40% usually in the setting of late diabetic 

complications, and can be manifested in recently diagnosed type 2 diabetes mellitus. 2. 

Accelerated gastric emptying is manifested in about 20% of patients with recently diagnosed 

diabetes mellitus (mainly type 2) but can also be present in long-standing diabetic patients. 3. 

The rate of gastric emptying is related to cardiovascular autonomic neuropathy but not to gastric 

symptoms or actual metabolic control. }" "GASTRIC EMPTYING IN DIABETES MELLITUS"  
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{ Background/Aims:} Sildenafil shows an intense and prolonged inhibitory effect on the smooth 

muscle cells of corpus cavernosum by blocking phosphodiesterase-type 5 that destroys the nitric 

oxide-stimulated cyclic guanosine monophosphate. We investigated if this effect is also 

displayed on the musculature of the stomach and duodenum.  

{ Methods:} In 16 normal subjects antroduodenal motility was recorded by means of a low-

compliance manometric system. Ten min after the appearance of a phase HI of the migrating 

motor complex a tablet of sildenafil 50 mg ground and dissoveld in 20 cc of water was infused in 

the stomach of 8 patients (group A) and one of placebo in other 8 patients (group B), randomly 

and in double blind manner, continuing the recording for 90 min. The frequency and amplitude 

of antral and duodenal waves, measured during the first 60 min after infusion in group A, were 

statistically compared with those of group B. In addition we evaluated both the duration and the 

occurrence of phases HI during the whole 90 min after gastric infusion of sildenafil and placebo, 

and the number of phases III occurring in group A was compared with that of group B by means 

of chi square test.  

{ Results:} Antral and duodenal wave frequency and amplitude of group A during the first 60 

min after sildenafil administration were significantly lower than those of group B after placebo 

(see table). \tx945\tx2220\tx3405\tx4680\tx5460\tx8150\fs4 \ul \tab Groups \ul Antrum \ulnone 

\ul Duodenum \ulnone Wave Wave Wave Wave frequency amplitude frequency amplitude 

(No./10 min) (mmHg) (No./10 min) (mmHg) A 1.8 ± 0.6
*
 18.4 ± 6.1

*
 3.9 ± 1.3

*
 15.0 ± 4.1

*
 B 6.1 

± 1.9 46.2 ± 6.6 121.4 ± 3.4 34.9 ± 8.5 Mean ± SD; 
*
 = significantly different from B Both antral 

and duodenal phases I were significantly longer after sildenafil (49 ± 19 min and 42 ± 16 min, 

respectively; mean ± SD) than after placebo (23 ± 4 min and 20 ± 4 min, respectively) and no 

phase III occurred during the 90 min after sildenafil administration, while after placebo it took 

place in five cases (p = 0.031).  

{ Conclusions:} Sildenafil inhibits interdigestive motor activity of the antrum and duodenum. }" 

"EFFECTS OF SILDENAFIL ON ANTRODUODENAL MOTILITY"  
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{ Background:} Erythromycin is known to be a motilin agonist and a potent prokinetic agent. 

Intravenous erythromycin has been used for the short-term treatment of gastroparesis, but the use 

of oral erythromycin as a long-term therapy did not provide a favorable result. The reason for 

this may be related to inconsistent drug delivery and a downregulation of the motilin receptor 

with continued use. Recently it was shown that the suspension form of erythromycin was the 

ideal form to achieve the optimal therapeutic effect and prolonged administration of intravenous 

erythromycin was well tolerated and effective in patients with severe gastroparesis. The 

objectives of this study are to evaluate the efficacy of prolonged use of oral erythromycin 

suspension in alleviating the symptoms of patients with gastroparesis who were resistant to 

conventional therapy.  

{ Methods:} Symptoms of nausea, vomiting, abdominal pain, postprandial abdominal discomfort 

were rated by the patient on a numerical grading scale from 0 to 3(0=none and 3 =severe, 

disabling). Erythromycin suspension was given for a median of 6 months(1- 18 months) at a dose 

of 125mg or 250 mg 30 min before each meal.  

{ Results:} Ten patients (5 male, 5 female) were recruited in this study. Mean age was 49 

years(23-64 years). Underlying causes were post-vagotomy, diabetic, idiopathic. Symptom score 

were significantly reduced at 1 month after treatment(nausea 2.1±0.3 vs 0.5±0.2, vomiting 

1.6±0.4 vs 0.1±0.1, abdominal pain 1.1±0.5 vs 0.6±0.3, postprandial discomfort 2.0±0.2 vs 

0.8±0.2). Sustained improvement was noted during the follow-up period. No significant side-

effect was not observed. In two patients transaminase was elevated, but normalized after a 

temporary cessation of the medication. 

{ Conclusion:}  A long-term use of oral erythromycin suspension could effectively reduce the 

symptoms of gastroparesis without a significant complication. }" "THE EFFECT OF 

PROLONGED ADMINISTRATION OF ORAL ERYTHROMYCIN SUSPENSION IN THE 

PATIENTS WITH GASTROPARESIS"  
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Utrecht, Utrecht, The Netherlands; {\up6 2} Medical Data Sciences, Glaxo Wellcome Inc., 

Mississauga, Canada Alosetron is a 5-HT3 antagonist, able to reduce abdominal pain in female 

non-constipated IBS patients and to increase colonic transit time.  

{ Aim:} We investigated the influence of Alosetron on left colonic periprandial phasic motility 

in non-constipated IBS patients and healthy volunteers.  

{ Methods:} In a double blinded, randomized, cross over design, 10 IBS patients(39±8 y, 5m/5f) 

and 12 sex/age matched volunteers (38±9 y, 6m/6f) were treated in two 7-days periods with 

alosetron 4 mg b.d. or placebo b.d., interrupted by a 2- to 4-week washout period. On day 6 of 

each treatment period a 6-channel, 10 cm interval, solid-state manometric catheter was 

positioned with the distal channel 10 cm above the anal verge. The catheter was connected to a 

portable data logger and the subject was sent home. All subjects used a standard diet and 

performed normal daily habits on day 7. Periprandial phasic motility around dinner on day 7 was 

evaluated in the descending and sigmoid colon. The total periprandial period was divided into 

preprandial, early postprandial and late postprandial periods (1 hour each). Mean frequencies 

(/min),amplitudes of contraction(kPa) and motility indices were calculated and analysed with 

analysis of variance (ANOVA).  

{ Results:} There were no significant differences between patients and volunteers. Lumped data 

(all periods, all subjects, mean (SD)) are shown in Table 1; 

\tx960\tx1725\tx2760\tx3930\tx4965\tx5730\tx8150 Table 1 \tab \ul Dinner \ulnone \ul 

Descending Colon \ulnone \ul Sigmoid Colon \ulnone Plac. Alos. Plac. Alos. \tab Freq. Pre 0.3 ± 

0.3 0.5 ± 0.5 0.5 ± 0.3 0.7 ± 0.6 Early 0.5 ± 0.3 0.8 ± 0.6 0.5 ± 0.4 1.0 ± 0.9 Late 0.3 ± 0.4 0.5 ± 

0.5 0.4 ± 0.3 0.8 ± 0.8 Total 0.4 ± 0.3 0.6 ± 0.5 0.5 ± 0.3 a 0.9 ± 0.7 Ampl. Pre 1.7 ± 0.9 2.2 ± 

1.0 2.2 ± 1.0 2.5 ± 0.9 Early 2.3 ± 0.6 3.0 ± 1.5 2.4 ± 0.7 2.7 ± 0.8 Late 1.6 ± 0.8 2.3 ± 1.1 2.0 ± 

0.9 2.1 ± 1.2 Total 1.9 ± 0.6 b 2.5 ± 1.0 2.2 ± 0.7 2.5 ± 0.8 Mot.Ind. Pre 5.2 ± 2.8 7.0 ± 2.2 6.8 ± 

2.3 c 7.9 ± 1.9 Early 7.2 ± 1.4 8.1 ± 1.7 7.4 ± 1.9 8.5 ± 2.2 Late 5.4 ± 2.6 6.5 ± 3.0 6.5 ± 2.3 7.0 

± 3.5 Total 8.7 ± 1.6 9.8 ± 1.8 9.4 ± 1.6 10.4 ± 1.9 \tab aP = 0.043; bP = 0.007; cP = 0.044. 

{ Conclusion:}  Alosetron affects periprandial phasic colonic motility by increasing the 

contractile frequency and amplitude. }" "THE EFFECT OF ALOSETRON ON 

PERIPRANDIAL PHASIC MOTILITY IN NON-CONSTIPATED IBS PATIENTS AND 

HEALTHY VOLUNTEERS"  
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It is reported that the activation of glucagon receptors of the smooth muscle membrane 

suppresses gastric peristalsis. The effects of glucagon and scopolamine butylbromide on 

peristalsis were studied by electrogastrography (EGG) and autonomic nervous activity using 

ambulant electrocardiogram (ECG). Glucagon (G group) or scopolamine butylbromide (B group) 

on a different day was intramuscularly administered to 12 healthy volunteers. Using FFT 

analysis of the EGG, dominant frequencies around 3 cycle per minute and their amplitude (peak 

power) were obtained before and after intramuscular injection. Additionally, the serum 

concentration of catecholamine was measured. For spectral analysis of heart rate variability from 

ambulant ECG data, low frequency power (LF power; 0.04-0.15Hz), high frequency power (HF 

power; 0.15-0.40Hz) and the ratio of LF/HF were analyzed. In the B group, after administration 

of scopolamine butylbromide, HF power as an index of parasympathetic nervous activity was 

decreased and the ratio of LF/HF as an index of sympathetic nervous activity was increased. 

However, in the G group, no significant change of the autonomic nervous activity was observed 

after administration of glucagon. The peak power amplitudes of the EGG in both groups were 

significantly decreased after intramuscular drug injection (p<0.05), but the difference between 

each group was not significant. In addition, the dominant frequency was significantly increased 

after injection in both groups (p<0.05). Serum catecholamine levels showed no significant 

changes. These results indicate that glucagon suppressed gastric peristalsis without discernible 

effect on autonomic nervous activity and that the suppression effect on gastric motility by 

glucagon was equal to scopolamine butylbromide. }" "RELATION BETWEEN FUNCTIONAL 

SUPPRESSION OF GASTRIC MOTILITY AND AUTONOMIC NERVOUS ACTIVITY BY 

GLUCAGON OR SCOPOLAMINE BUTYLBROMIDE"  
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Lipopolysaccharides (LPS) are known to induce the production of cytokines and inducible 

enzymes. Endotoxemia is often associated with gastrointestinal motility disturbances.  

{ Aim:} To investigate the effect of dexamethasone (dexa), a protein synthesis inhibitor, and 

pentoxifylline (pentox), an inhibitor of TNF{\f1 a} release, in a murine model of endotoxin-

induced ileus.  

{ Methods:} Mice were divided in two groups - a control group (0.9% NaCl) and an LPS group 

(LPS 20 mg/kg). 30 min prior to LPS/NaCl mice were treated with 0.9% NaCl, dexa 3 mg/kg or 

pentox 3 mg/kg. 16-18 hours later mice received an intragastric injection of Evans blue. 15 min 

later gastric emptying (GE) was measured spectrophotometrically. Gastrointestinal transit was 

measured as the migration of Evans blue from the pylorus to the most distal point of migration 

and expressed as percentage of the total length of the small intestine.  

{ Results} are summarised in Table 1. \tx915\tx2430\tx3945\tx5085\tx8150 Table 1: GE and 

transit of Evans blue in control and LPS treated mice. \tab \tab \tab \tab NaCl Dexa Pentox \tab 

\tab \tab \tab GE Control 50.67 ± 4.97% 47.30 ± 6.45% 73.95 ± 4.45%{\up6 #} LPS 31.16 ± 

4.70%
*
 48.74 ± 5.63% 43.13 ± 8.47%

*
 Transit Control 42.97 ± 4.92% 35.67 ± 3.09% 41.95 ± 

5.96% LPS 22.27 ± 2.46%
*
 26.59 ± 2.21%

*
 27.29 ± 2.67%

*
 \tab \tab \tab \tab 

*
 , \i p\i0 < 0.05, 

significantly different from controls treated with same drug, {\up6 #} , \i p\i0 < 0.05, 

significantly different from controls treated with NaCl. Two way ANOVA followed by unpaired 

Students t-test and one way ANOVA, n = 7-8. LPS significantly delayed gastric emptying and 

intestinal transit. Dexamethasone reversed the endotoxin-induced inhibition of gastric emptying 

without affecting the delay in intestinal transit. In control mice pentoxifylline significantly 

increased gastric emptying. However the LPS effect on gastric emptying was still present. 

Pentoxifylline had no significant effect on the intestinal transit in control and LPS-treated mice. 

{ Conclusion:}  In conclusion, the endotoxin-induced inhibition of gastric emptying is reversed 

by the protein synthesis inhibitor dexamethasone. The TNF{\f1 a} release inhibitor 

pentoxifylline increased gastric emptying in controls without a clear effect on the delay in gastric 

emptying induced by LPS. Neither dexamethasone nor pentoxifylline were able to reverse the 

endotoxin-induced delay in intestinal transit. }" "EFFECT OF DEXAMETHASONE AND 

PENTOXIFYLLINE ON ENDOTOXIN-INDUCED ILEUS IN MICE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.803#" " Abstract: P.803 0 Citation: Gut 2000; 47(Suppl III): 

A210 A COMPARISON OF 5-HYDROXYTRYPTAMINE STAINING IN 

ENTEROCHROMAFFIN CELLS BETWEEN IRRITABLE BOWEL SYNDROME AND 

OTHER GASTROINTESTINAL DISORDERS  

Monica Bose
1
, Carole Nickols{\up6 2}, Roger Feakins{\up6 2}, Steve Greenwald{\up6 2}, 

Michael J.G. Farthing
1
  

\i 
1
 Digestive Diseases Research Centre, St Bartholomews & The Royal London School of 

Medicine, London, UK; {\up6 2} Department of Experimental Pathology, St Bartholomews & 

The Royal London School of Medicine, London, UK  

{ Introduction:} 5-hydroxytryptamine (5-HT) is an important mediator of gastrointestinal (GI) 

pathophysiology. Previously we have shown increased numbers of 5-HT staining 

enterochromaffin (EC) cells in the colonic crypts of patients with irritable bowel syndrome (IBS) 

and controls.  

{ Aim:} The aim of this study was to characterise differences in 5-HT EC cell staining numbers 

and colonic distribution between IBS and other GI conditions. { Method:} Colonic biopsies were 

obtained from patients with IBS-D(diarrhoea-type), IBS-A(alternating type), collagenous 

colitis(CC), UC (quiescent), painless diarrhoea (PD), diverticular disease(DD) and controls 

(tumour resection margins and non IBS patients with normal colonoscopy). These originated 

either from ascending(AC), transverse(TC) or descending colon(DC). Standard 

immunohistochemical techniques were used. Stained cell numbers were assessed using 

semiautomated image analysis with a KS400 (Zeiss Ltd) digital system and expressing the data 

as number of stained cells per unit crypt length (mm). Parametric analysis was performed using 

JMP(SAS).  

{ Results:} The results are tabulated below.(M=mean, SE=stn error) (*=p<0.05 difference from 

control). There were less 5-HT cells in the AC than DC overall and IBS groups had more 5-HT 

cells than controls in the DC and total colon. 

\tx1110\tx2055\tx3345\tx4320\tx5295\tx5925\tx8150\fs4 \ul \tab \tab Diagnosis number whole 

colon AC* TC DC* mean mean mean mean (SE) (SE) (SE) (SE) \tab Control 34 1.73(0.2)) 

1.6(0.3) 1.5(0.6) 2.1(0.2) IBS-A 12 3.27(0.4)* 2.1(1.1) 3.6(1.1) 4.1(0.5)* IBS-D 20 2.57(0.4)* 

2.0(0.5) 2.0(0.7) 3.8(0.6)* PD 12 1.8(0.23) 1.3(0.3) 2.4(0.3) 1.8(0.4) CC 7 0.7(0.23) 0.4 0.7 

1.1(0.3) UC 18 2.12(0.31) 1.6(0.2) 2.8(0.6) 2.0(0.6) DD 7 1.93(0.34) 1.4(0.3) 1.8(0.7) 2.6(0.5) 

\tab d\fs20 

{ Conclusion:}  These results may be of importance in relation to the role of 5-HT in visceral 

sensation and motility abnormalities in IBS. }" "A COMPARISON OF 5-

HYDROXYTRYPTAMINE STAINING IN ENTEROCHROMAFFIN CELLS BETWEEN 

IRRITABLE BOWEL SYNDROME AND OTHER GASTROINTESTINAL DISORDERS"  
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Intestinal ischemia is characterized by the reduction of the slow waves amplitude (SWA) and 

frequency (SWF) which is followed by either restitution to preocclusive values or further 

reduction of those parameters, depending on the ischemic period. But there is still raising a 

question if intestinal I/R can affect the myoelectric activity during digestive period. The aim of 

study was to compare intestinal myoelectric activity patterns during 30 min occlusion of anterior 

mesenteric artery (SMA) in fasted and fed state. Experiments were performed on 40 anesthetized 

rats. Systemic arterial pressure (AP), mesenteric artery blood flow (MBF) and microcirculatory 

intestinal blood flow (LDBF) were measured. Intestinal myoelectric activity was recorded using 

2 electrodes located in the proximal jejunum, /Fourrier transformation analyzed/. In the control 

fasted group a significant reduction of SWA and SWF by 25% and 24% respectively was 

recorded during 30 min AMA occlusion, with LDBF values at the level of 10-15% of control. 

During reperfusion SWA and SWF returned to preocclusive values but MBF and LDBF were 

lower by 12% and 20% in the 60th minute of reperfusion. In the second -fed group 30 min 

occlusion of AMA significantly reduced SWA by 48% and SWF by 30%, and both values 

become reduced throughout the reperfusion period. In fed group LDBF values were significantly 

lower in comparison to the I group. Ischemia reperfusion induced myoelectric and circulatory 

damage of the small intestine was significantly potentiated during digestive in comparison to the 

interdigestive period. Above results at least in part can be due to increase in the ratio of intestinal 

oxygen demand and its delivery during digestion. }" "INTERDIGESTIVE AND 

POSTPRANDIAL SMALL BOWEL MYOELECTRIC ACTIVITY DURING ISCHEMIA 

REPERFUSION(I/R)"  
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The rise in intracellular Ca{\up6 2+} is the principal mechanism initiating smooth muscle cell 

contraction. As inflammation results in an enhanced contractile activity of ileal smooth muscle, 

we studied whether chronic inflammation alters the Ca{\up6 2+} handling of ileal smooth 

muscle. Swiss mice were infected with the parasite {\i Schistosoma mansoni} that induces a 

chronic granulomatous inflammation of the small intestine. 16 weeks later, ileal longitudinal 

smooth muscle strips were prepared from control and infected mice and mounted in organ baths. 

In infected but not in control ileum, granulomas, increased wall thickness and blunted villi were 

observed. MPO activity was enhanced from 2 ± 1 U/g to 10 ± 2 U/g (controls vs inflamed). In 

the presence of TTX (1 \'b5M, blocks neuronal conductance), carbachol (CCh, 0.01-1 \'b5M) 

induced dose-dependent contractions which were significantly higher in inflamed ileum (CCh 1 

\'b5M: 0.81 ± 0.06 g vs 1.88 ± 0.15 g; controls vs inflamed). No differences were found after 

normalisation to the cross sectional area: CCh 1 \'b5M: 1.4 ± 0.2 g/mm{\up6 2} vs 1.5 ± 0.1 

g/mm{\up6 2}; control vs inflamed). On a contraction to 1 \'b5M CCh, miconazole (blocks 

CRAC channels), genistein (blocks CRAC and tyrosine kinase) and dantrolene (ryanodine 

receptor blocker) induced dose-dependent relaxations of similar amplitude in control and 

inflamed ileum. However, HA1077 (blocks protein/Rho kinase) and nifedipine (blocks L-type 

Ca{\up6 2+} channels) induced relaxations that were less pronounced in inflamed ileum (for 30 

nM nifedipine: 94 ± 4% vs 52 ± 3%; for 10 \'b5M HA1077: 83 ± 6% vs 63 ± 6% relaxation, 

control vs inflamed ileum). Dose-response curves to CCh (10-300 nM) were inhibited to the 

same extent in controls and inflamed tissue by dantrolene, genistein and miconazole (all 10 

\'b5M) whereas HA1077 (10 \'b5M) and nifedipine (30 nM) inhibited the contractions to CCh 

less potently in inflamed ileum than in control ileum (% inhibition of a 0.3 \'b5M carbachol 

contraction: 60 ± 3% vs 46 ± 9% by 10 \'b5M HA1077; 58 ± 13% vs 37 ± 8% by 30 nM 

nifedipine, controls vs inflamed). Contractions to thapsigargin (blocks sarcoplasmic reticulum 

Ca{\up6 2+} ATPase, 1 nM-1 \'b5M) and subsequent relaxations to nifedipine (0.01-100 nM) 

were similar in control and inflamed ileum. Our results suggest that chronic intestinal 

inflammation disturbs L-type Ca{\up6 2+} channels in the smooth muscle and induces 

alterations at the level of the protein kinases that are involved in calcium sensitisation. }" 
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Early satiety and increased perception in response to gastric distension are typical features of non 

ulcer dyspepsia. Leptin, the product of the ob gene has been shown to exert a negative feedback 

on food intake by acting on central receptors, but a peripheral site of action has been suggested 

and the mechanisms involved remain controversial. Our aim was to determine whether leptin 

modifies gastric sensitivity to distension. Nociception, associated with gastric distension ranging 

from 10 to 40 mmHg, was assessed in anaesthetized rats by the amplitude of cardiovascular 

depressor responses (Rouzade et al., Aliment Pharmacol Ther 1999.13;1235-41). Gastric volume 

was recorded for each distension. Mouse leptin was infused (iv) over a period of 3 hours (total 

dose 10, 100, 300 \'b5g/kg). Distensions started 30 min after leptin infusion. In controls, the fall 

in blood pressure increased from 0 to 26.9 mmHg (iq: 22.1-36.9) at distending pressures ranging 

from 10 to 40 mmHg, respectively. Leptin at 100 and 300 \'b5g/kg significantly increased the 

amplitude of blood pressure response for the lowest distending pressures (10 and 15 mnHg). At 

the doses of 10 and 300 \'b5g/kg, leptin significantly increased gastric volume and wall tension 

for distending pressure of 10, 15, 20, 25 and 30 mmHg. The slope of the gastric pressure/volume 

curve was also enhanced but the difference fell short of statistical significance. In rats, leptin 

enhances the sensitivity to gastric distension. This effect may contribute to explain the negative 

influence on food intake. The mechanism of this effect needs to be clarified by further studies. }" 
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Substance P (SP), one of the most prevalent neuropeptides in gut, has been reported to have 

potent immune modulatory effects as a pro-inflammatory agent. The synthesis of SP and SP 

receptor expression in intraepithelial and lamina propria T lymphocytes of mouse intestine was 

investigated. Using RT-PCR analysis, it was demonstrated that SP receptor mRNA was 

exclusively expressed in intraepithelial and lamina propria T lymphocytes as well as their 

purified CD4+, CD8+ and CD4-CD8-CD3+ subsets. mRNAs for the two precursors of SP, beta 

and gamma preprotachykinin-A were also detected. These results were consistent in lymphocytes 

from both epithelium and lamina propria of small and large intestines, although the frequencies 

and/or intensities of mRNA expression varied. However, none of the findings were repeated in 

splenic T lymphocytes. Activation of splenocytes with anti-CD3 mAb and PMA did not induce 

mRNA expression of SP or its receptor. SP-producing intraepithelial and lamina propria T 

lymphocytes were further identified with dual color immunofluorescence by both 

immunocytochemistry and fluorescence activated cell sorter analyses. Our data suggest that SP 

production and SP receptor expression are distinctive for mouse intestinal mucosal immunity and 

that SP may act as a modulator of the ongoing controlled inflammation in normal gut by acting 

through the specific receptor on T lymphocytes in an autocrine and/or paracrine pattern. }" 
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Specialised anorectal investigations together with colon transit studies can identify a specific 

diagnosis in 30 to 50% of patients with chronic constipation upon which treatment can be based 

(Ann Surg 1991;214:403-13; Dis Colon Rectum 1998;41:735-9). We were interested in the 

outcome of the patients referred to our GI laboratory by several general practioners, doctors for 

internal medicine, and surgeons for diagnostic evaluation of constipation.  

{ Material and Methods:} 73patients (16M, 57F) with chronic constipation according to Rome II 

criteria were evaluated by questionnaire containing 55items about symptoms, therapy, and 

outcome after a mean follow-up of 52months (17-146). The mean duration of constipation before 

referral was 21years, the median stool frequency 2/week. Slow transit constipation was present 

in 20%.  

{ Results:} Constipation was resolved in 8% and improved in 69% of the patients with one or 

more (83%) therapies. All patients received fiber therapy and/or bulking agents at some time 

during follow-up. This therapy resolved constipation in 4% and improved it in 35% of the 

patients. Resolution/improvement of constipation was observed in 0% and 25% after salinic 

laxatives (received by 6%), in 8% and 58% after suppositories (16%), in 11% and 58% after 

enemas (26%), and in 0% and 50% after prokinetic drugs (6%). Biofeedback therapy was done 

in 4%, constipation improved in 67% of them. Surgery (rectocele resection, rectopexy 

with/without sigmoid resection, partial/total colectomy) was performed in 56%, constipation 

resolved in 3% and improved in 32%. Other therapies (psychiatric therapy, colonic irrigation, 

combination therapies) were given to 33% which resolved constipation in 8% and improved it 

50%. Despite resolution or improvement of constipation in 77% of patients at the time of follow-

up, median stool frequency increased only to 3/week, stool form was (at least intermittendly) 

hard or lumpy in 48%, 73% needed to press and 20% to digitise for >25% of the defecations, 

55% had incomplete evacuations for >25% of the defecations, and 39% still used laxatives. 

{ Conclusion:}  After diagnostic evaluation in the GI laboratory, only few patients can be 

resolved from constipation, but many can be improved by one or more therapies. However, 

despite subjective and objective improvement, many patients still have Rome criteria for 

constipation. }" "LONG TERM FOLLOW-UP OF PATIENTS WITH CHRONIC 

CONSTIPATION AFTER DIAGNOSTIC EVALUATION IN THE GI LABORATORY"  
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{ Introducion:} The detection of breath hydrogen released by colonic fermentation of a non-

absorbable carbohydrate is a radiation free method of measuring OCTT. We investigated the 

reliability and acceptability of three substrates for this test.  

{ Methods and subjects:} 10 healthy volunteers were recruited. They were fasted for 12 hours, 3 

baseline breath hydrogen recordings were taken, using a Bedfont Gastrolyzer. Volunteers were 

then given three different substrates on three separate occasions: baked beans (220 g), lactulose 

(25 ml), or lactulose/mashed potato (``Smash granules reconstituted to 250 ml to which 25 ml of 

lactulose was added). The first reading taken after 15 minutes, subsequent readings were then 

taken at 30 minute intervals for up to 4 hours or until a reading of >20 ppm for two consecutive 

readings were obtained.  

{ Results:} Only 10% of subjects achieved a rise to 20ppm within 4 hours when baked beans 

were used. 80% of subjects achieved a reading of >20ppm within 2.5 hours when lactulose was 

used. 100% of subjects achieved a reading of >20ppm within 2.5 hours when lactulose/mash was 

used. There where no differences in the OCTT when measured with lactulose or lactulose/mash. 

80% of subjects preferred the lactulose/mash to baked beans or lactulose alone. { Summary:} 

Although previous reports suggested baked beans are a suitable substrate for OCTT, we found 

that it was unreliable. Lactulose is a suitable substrate for OCTT, although lactulose/mash 

proved to give the most consistent results and was well tolerated. 

{ Conclusion:}  Lactulose/mash is a reliable well-tolerated substrate for breath hydrogen OCTT 

and could reduce the need for radiation techniques. }" "RADIATION FREE ORO-CAECAL 

TRANSIT TIME (OCTT) MEASURMENT: WHICH SUBSTRATE?"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.810#" " Abstract: P.810 0 Citation: Gut 2000; 47(Suppl III): 

A212 CHARACTERISATION OF SUBMUCOSAL CIRCUITS INNERVATING THE 

MUCOSA OF THE HUMAN SIGMOID COLON  

Anne-Catherine Aub\'e9
1
, Paul-Antoine Lehur{\up6 2}, Jo\'ebl Leborgne{\up6 2}, Michael 

Schemann{\up6 3}, Jean Paul Galmiche{\up6 1,2}, Michel Neunlist
1
  

\i 
1
 INSERM U539 and {\up6 2} Department of Gastroenterology and Surgery, H\'f4tel Dieu, 

Nantes, France; {\up6 3} School of Veterinary Medicine, Hanover, Germany  

Although the enteric nervous system plays a key role in the regulation of mucosal functions, very 

few data are available about its innervation characteristics and neurochemical coding in the 

human colon. The aim of this study was to characterise the innervation of the mucosa of the 

sigmoid colon by neurones of the three submucosal plexus. We used a combination of neuronal 

tracing with the tracer DiI and immunohistochemical methods with antibodies against ChAT 

(choline acetyltransferase), VIP (vasoactive intestinal peptide), SP (substance P) and NSE 

(neurone specific enolase). Antibodies against ChAT and VIP labeled 94%, 96% and 95% of the 

total neurones (identified with NSE) in the Meissner plexus (MP), intermediary plexus (IdP) and 

Henles plexus (HP), respectively. The following subpopulations (%) were further identified in 

the MP, IdP and HP: ChAT/SP/VIP (28; 14; 26), ChAT/VIP/- (13; 7; 20), ChAT/SP/- (5; 13; 7); 

VIP/SP/- (11; 20; 7); ChAT/- (11; 9; 7), VIP/- (24; 32; 27) and SP/- (1; 2; 1) (5 healthy tissues 

from 5 patients with colon cancer). In each preparation, a total of 72±23 (SD) neurones 

projecting to the mucosa were labeled with DiI and were equally distributed within the three 

different plexus (21±9 neurones, 23±16 and 28±17 in the MP, IdP and HP, respectively). No 

significant projection preference in submucosal neurones innervating the mucosa was observed 

in the three plexus with 32±18% of the DiI labeled neurones being descending in the MP, 

45±20% in the IdP and 42±13% in the HP. The projection length of ascending and descending 

neurones within a particular plexus was similar. Nevertheless, submucosal neurones from the HP 

and IdP projected over longer distances compared to ones from the MP (4.2±1.3 and 3.6±1.4 vs 

2.6±0.9 mm, respectively). The neurochemical coding revealed three major subpopulations of 

neurones projecting to the mucosa. ChAT/SP/VIP, ChAT/VIP/- and VIP/- formed 16%, 45% and 

23%, respectively in the MP. In the IdP, these proportions were 18%, 33% and 17% and in the 

HP 20%, 45% and 20%. This present study characterised the coding of the three submucosal 

plexus in the human sigmoid colon. The ChAT/VIP/- neurones which form the major 

subpopulation projecting to the mucosa might function as secretomotor neurones. }" 
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{ Objective:} The purpose of this study was to establish the general and health-related quality of 

life (QoL) of Danish patients with Irritable Bowel Syndrome (IBS).  

{ Methods:} The study was a population based study. All households in the city of Kolding, 

Denmark received a questionnaire with questions related to: IBS symptoms and severity, and two 

quality of life instruments; the Irritable Bowel Syndrome Quality of Life Questionnaire 

(IBSQOL) and the MOS Short Form-36 (SF-36). The questionnaire was sent by mail. The 

patients had to meet the Rome I criteria to be included in the study.  

{ Results:} 1,745 patients were recruited from 28,500 households in Kolding. 1,012 patients 

fulfilled the Rome I criteria for IBS. 9% of the patients suffered from mild IBS, 46% from 

moderate, 33% from severe, and 10% from very severe IBS. The impact on QoL was most 

significant in those patients with severe IBS. Mean scores of the SF-36 were significantly lower 

amongst IBS sufferers compared with those of the general Danish population. The worst 

impairments were found on the four physical scales, but IBS also limits the sufferers ability to 

work and to have social activities due to physical or emotional problems.  

{ Conclusions:} The health-related quality of life of IBS patients is impaired considerably 

compared to the Danish population. Patients with severe and very severe IBS, as well as those 

with moderate IBS are significantly impaired in their ability to function in everyday life. }" 
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Various attempts have been made to codify Irritable Bowel Syndrome (IBS), including 

Mannings diagnosis criteria in 1978, the Kruis score in 1984, and more recently the Rome 

classification in 1988, which is the reference today.  

{ The objective} of this study was to estimate the prevalence of IBS in the general population, 

based on the Rome criteria, and to identify patients profile.  

{ Methods:} a one-on-one survey was carried out on a population sample of 11,131 individuals 

aged 18 and older, who were representative of the French population according to the quota 

method. The first phase of the survey consisted in identifying patients suffering from IBS, 

according to the Rome criteria, in real time using a software (CATI). In the second phase, a 

functional symptomatology questionnaire and health care resources were administered to the 

subjects.  

{ Results:} of the subjects interviewed (5,299 men and 5,832 women), 445 (134 men and 311 

women) suffered from IBS according of to Rome criteria. The prevalence of IBS in the general 

population according to the definition retained was 4% [IC 95%: 3.6%; 4.4%] less amongst men 

(2.5%) than amongst women (5.3%), corresponding to a F/M sex ratio of 2.11 [IC 95%: 1.73-

2.57]. In 9.1% of the patients suffering from IBS, symptoms dated less than one year, 

corresponding to an incidence rate of 3.6 p.1,000 inhabitants per year. In terms of clinical profile, 

changes in bowel function were predominantly: diarrhea amongst 32.3% of the patients, 

constipation amongst 34.6%, while the remaining (33.1%) alternated between diarrhea and 

constipation. Concerning health care resources in this population, 83.7% of the patients had seen 

a doctor and 87.6% had taken medication for their digestive symptoms over the course of the last 

12 months. 

{ Conclusion:}  the prevalence rate observed in this study approaches the lower bound of 

published data (3 to 20%). This suggests that the Rome criteria are not sensitive enough and only 

enable a certain number of patients suffering from IBS to be identified. The high level of health 

care resources consumed confirms the selectivity of these criteria. }" "PREVALENCE OF 



IRRITABLE BOWEL SYNDROME ACCORDING TO THE ROME CRITERIA IN THE 

FRENCH POPULATION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.814#" " Abstract: P.814 0 Citation: Gut 2000; 47(Suppl III): 

A213 IMPACT OF IRRITABLE BOWEL SYNDROME ON HEALTH -RELATED QUALITY 

OF LIFE  

M. Amouretti
1
, C. Le Pen{\up6 2}, F. Maurel{\up6 2}, G. Bommelaer{\up6 3}, R. Castro{\up6 

4}, J. Frexinos{\up6 5}, T. Poynard{\up6 6}, P. Ruszniewski{\up6 7}, A.F. Gaudin{\up6 8}, A. 

El Hasnaoui{\up6 8}  

\i 
1
 Hopital du Haut L\'e9v\'eaque, Pessac; {\up6 2} CLP Sant\'e9, Paris; {\up6 3} H\'f4pital 

H\'f4tel Dieu, Clermont Ferrand; {\up6 4} H\'f4pital Ambroisse Par\'e9, Marseille; {\up6 5} 

H\'f4pital Rangueil, Toulouse; {\up6 6} H\'f4pital Piti\'e9 Salpetri\'e8re, Paris; {\up6 7} 

H\'f4pital Beaujon, Clichy; {\up6 8} Glaxo Wellcome, Marly Le Roi, France  

{ Purpose:} To assess the impact of irritable bowel syndrome (IBS) on patients health-related 

quality of life (HRQOL).  

{ Method:} Two HRQOL instruments were administered by telephone interviews to a sample of 

253 IBS French patients recruited from the general population aged eighteen years and older. 

IBS was diagnosed according to the established criteria. Patients with organic diseases were 

excluded from the study. A generic instrument, the Short Form 36 (SF-36), and an IBS disease-

specific instrument, the IBSQOL, were used. Both instruments have a 4-week recall period. 

Analysis was performed by age, gender and several IBS symptom characteristics.  

{ Results:} The mean age of patients interviewed was 48.3 years old. 36% of patients had IBS 

for more than ten years and around 20% between five and ten years. Patients with IBS had 

statistically significant (p<0.05) lower scores for all scales of the SF-36 compared with the ones 

observed in the general French population. Women (n=192) reported significantly (p<0.05) 

poorer HRQOL on both the SF-36 and the IBSQOL than men (n=61) in all scales except the 

vitality scale on the SF-36 and the sleep scale on the IBSQOL. No clear pattern with age was 

identified. Nevertheless, HRQOL was deteriorating with the time since the onset of IBS 

symptoms for some scales such as food. For both instruments, a correlation between low scores 

and intensity of pain and discomfort was observed. Results suggest that only for the emotional 

role scale HRQOL of IBS patients with diarrhoea predominance (n= 72) was significantly more 

impaired than for IBS persons with constipation predominance (n= 65) (p<0.05). Patients who 

presented an alternation of constipation and diarrhoea (n=116) had a similar HRQOL profile 

with that of patients with predominance of diarrhoea. 

{ Conclusion:}  IBS has a significant impact on HRQOL of patients. In addition, specific 

characteristics such as gender, severity and time since onset of symptoms can predict a more 

impaired health-related quality of life. }" "IMPACT OF IRRITABLE BOWEL SYNDROME 

ON HEALTH -RELATED QUALITY OF LIFE"  
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The impact of functional bowel disorders such as the irritable bowel syndrome (IBS) on every-

day quality of life (QOL) is still incompletely understood.  

Methods: We investigated QOL in 548 subjects with IBS-associated symptoms which were 

recruited from a population survey on bowel symptoms including more than 50.000 persons in 

20.000 households in Germany in 1999. Analysis was based on symptoms instead of diagnoses. 

Responders with symptoms matching either Rome II criteria of IBS (n=158, representative for 

the German population) or a broader definition of IBS (n=390, a random subset of a total of 3219 

representative subjects) were contacted for a second time 6 months later to fill in a symptom and 

health survey, an IBS-specific validated QOL questionnaire (IBSQOL) as well as a more general 

and standardized QOL-test (SF-36). Specific and unspecific QOL measures were compared 

between symptom subgroups, and with respect to sociographic and clinical data documented.  

Results: 1) Response rate was excellent both for the Rome II subsample (83 %) as well as for the 

less strictly defined IBS population (89 %). 2) QOL as measured by the SF-36 was significantly 

reduced in both subsamples as compared to the healthy population norms of the test, and this was 

true for all subscales. IBS-Rome II subjets showed a significantly lower QOL as those with a 

weaker definition of the syndrome. 3) Overall QOL in IBS patients was similar to that of other 

chronic diseases such as cardiopulmonary and metabolic disorders, and lower as in those with 

allergies and hypertension. 4) The specific IBSQOL measures correlated well with the SF-36 

scales, and subjects meeting the stricter definition of IBS exhibited lower IBSQOL measures as 

compared to their counterparts. 5) Both QOL measures correlated well with the patients noted 

symptom severity (rated between 1 and 5). 6) In accordance with previously reported data, 

overall QOL was significantly lower in women as compared to men, and in elderly subjects (< 

50 years) as compared to younger ones.  

Summary and conclusion. QOL is significantly affected by IBS symptoms in a dose-dependend 

way, and can be determined by different specific as well as unspecific methods. }" "QUALITY 

OF LIFE IN IRRITABLE BOWEL SYNDROME - A POPULATION SURVEY"  
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{ Aim:} There are only few epidemiological studies on the natural history of IBS. We 

investigated the one-year onset and disappearance of IBS - defined both according to Manning 

and Rome criteria - in a large population-based sample in a capitel in Germany, using written 

questionnaires, and compared the results for the two IBS definitions.  

{ Methods:} A written questionnaire on gastrointestinal symptoms (modified version of a 

validated questionnaire, Talley 1993) was sent out to a population-based sample of inhabitants of 

D\'fcsseldorf, Germany. One year later the same questionnaire was sent to the same sample. 575 

of 714 subjects (83%, 48% male, age (mean±SD) 52±15 years) participated both times. One-year 

prevalences of IBS acording to Manning criteria and Rome criteria were estimated for both 

questionnings. The proportion of subjects with corresponding answers (persistance of IBS, no 

IBS at all) and of symptom change (IBS onset or disappearance in the year of follow-up) was 

analyzed.  

{ Results:} One-year prevalences (95%-CI) of IBS in the first and in the second survey were 

14% (11-17%) and 14% (11-17%) for the Manning criteria, and 4% (2-6%) and 3% (2-5%) for 

the Rome criteria, respectively. Using the Maning criteria, 6% (n=36) persisited with IBS, and 

15% (n=85) changed (8% onset and 7% disappearance of IBS in the second year). Using the 

Rome criteria, the correspondent proportions were 1% (n=4) persistance with IBS and 6% 

(n=31) change (3% both onset and disappearance). 

{ Conclusion:}  Prevalences of IBS remained stable over a one-year-period, independent from 

the used IBS definition, and were higher for Manning criteria, as expected. However, the 

proportion of subjects with symptom change (onset or disappearance of IBS) compared to those 

with persistent IBS was much higher using the Rome criteria compared to the Manning criteria. 

This phenomenon can be attributed to the more specific definition of IBS according to the Rome 

criteria, and the higher number of items. Thus, the IBS definition has to be carefully regarded 

when interpreting or comparing study results concerning the natural history of IBS. (Supported 

by a research grant from Solvay Pharmaceuticals, Germany) }" "NATURAL HISTORY OF 

IRRITABLE BOWEL SYNDROM (IBS): ONSET AND DISAPPEARANCE DEPEND 
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Although not a life-threatening condition, IBS can nevertheless have a profound impact on a 

patients daily activities and quality of life. The consequences of IBS on quality of life and 

healthcare resource utilisation have not been previously studied in Sweden. Questionnaires were 

mailed to the 420 members of The Swedish Association of People with Stomach and Bowel 

Diseases, who had self-reported IBS. A total of 301 questionnaires were returned, a response rate 

of 72%. The questionnaires included a general health status questionnaire, SF-36, and a disease-

specific questionnaire, Irritable Bowel Syndrome Quality of Life questionnaire (IBSQOL), as 

well as questions on symptoms, healthcare resource utilisation and working time lost as a result 

of illness. The respondents had an average age of 51 years. 76% were female. 67% had suffered 

from their illness for more than 10 years. 53% had IBS according to the Rome II criteria. 

Respondents scores on the SF-36 were substantially lower than published data on the Swedish 

general population on all scales of the SF-36. The greatest differences were in the Role - physical 

(40.1 vs. 83.2), Role - emotional (58.7 vs. 80.9) and General Health (44.6 vs. 75.8) scales. These 

results were supported by the IBSQOL data. During the four-week period preceding the 

completion of the questionnaire, the respondents had missed an average of 2.2 days of 

work/main occupation due to IBS, and had decreased time at work/main occupation on a further 

2.8 days. Their average working capacity was self-estimated to 68%. These results show that IBS 

significantly impacts the sufferers quality of life and productivity. }" "THE CONSEQUENCES 

OF IBS ON PATIENTS DAILY LIFE"  
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{ Background:} Irritable bowel syndrome (IBS) is a common disorder primarily treated in 

general practice. Little is known about how different IBS symptom clusters affect patients 

quality of life (QoL).  

{ Aim:} To describe how IBS symptoms and anxiety affect QoL.  

{ Patients and methods:} The study comprised 121 patients with IBS according to the Rome I 

criteria, treated in general practice, in the UK. Patients who had moderate to severe IBS 

symptoms were included in a ``mock trial for 12 weeks and treated at the discretion of the 

investigator. Most patients, 78%, were female, mean age of 43 years. An IBS symptom 

questionnaire was completed. The patients also completed the Hospitality and Anxiety (HAD) 

questionnaire, the Quality of Life in Irritable Bowel Syndrome Questionnaire (QLQ-IBS) and the 

Quality of Life Questionnaire for Functional Digestive Disorders (QLQ-FDD).  

{ Results:} At baseline the most bothersome symptoms were pain, bloating and diarrhoea. 

Fatigue (score 3.4, best 7 worst 1 - QLQ-IBS) and stress (score 3.6, best 1 worst 5 - QLQ-FDD) 

were the most impaired QoL dimensions. Impaired QoL (QLQ-IBS) correlated with the GSRS 

IBS dimensions diarrhoea (r=0.70), pain (r=0.54) and bloating (r=0.44). According to the HAD, 

47 % were classified as definite anxiety cases. Anxious patients have more diarrhoea (p<0.0002) 

and pain (p=0.01) compared with non-anxiety patients, and reported more fatigue (p<0.002), 

activity limitations (p=0.01) (QLQ-IBS), problems with sleep (p=0.01), stress (p=0.001), and 

ability to control symptoms (p<0.0003) (QLQ-FDD). Emotional dysfunction (p<0.001) was also 

more pronounced in anxious patients.  

{ Conclusions:} IBS patients in this study suffered from pain, bloating and diarrhoea, and these 

symptoms significantly compromised their QoL. Anxious patients had more pronounced 

symptoms and worse QoL. }" "IMPACT OF SYMPTOMS AND ANXIETY ON QUALITY OF 

LIFE IN PATIENTS WITH IRRITABLE BOWEL SYNDROME"  
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{ Background and Aim:} Chronic gastrointestinal (GI) symptoms are believed to be common in 

the general population, but there is a lack of data in Korea. The aim of this study was to estimate 

the prevalence of chronic gastrointestinal symptoms in a rural community in Korea.  

{ Methods:} A reliable and valid GI symptom questionnaire was used, which was based on the 

multinational diagnostic Rome criteria for functional bowel disorders, as a measure of GI 

symptoms. The population of the studied area was 9,386 with 2,976 households. A cross-

sectional survey was performed in densely populated regions of a rural community in Korea on 

the residents aged between 18-69 yr old (mean 48). The response rate was 95.5% (n=420, male - 

200 and female - 220). All respondents were interviewed in their homes or offices by a team of 

interviewers.  

{ Results:} Two thirds of the Korean rural residents had experienced GI symptoms and one fifth 

of them visited a clinic or hospital at least once a year due to GI symptoms. The prevalence of 

weekly heartburn was 5.2% (95% confidence interval [CI], 3.1-7.4). Gastroesophageal reflux 

disease (GERD), defined as a significant impairment of quality of life due to reflux symptoms, 

was 2.6% (95% CI, 1.1-4.2). The prevalence of dyspepsia was 15.5% (95% CI, 11.9-19.0), but 

when medication consumption was taken into consideration, it rose to 25%. Ulcer-like dyspepsia 

(72.0%) was the most common subtype of dyspepsia and 40% of the subjects with dyspepsia was 

classified into having more than one subtype of dyspepsia. The prevalence of irritable bowel 

syndrome (IBS) was 8.6% (95% CI, 5.8-11.3). IBS and dyspepsia overlapped in some subjects: 

6.1% of the dyspeptics had IBS, and 11.1% of the residents with IBS also had dyspepsia. The 

prevalence of chronic constipation based on the criterion of defecating less than three times a 

week was 8.1% (95% CI, 5.4-10.8).  

{ Conclusions:} The prevalences of dyspepsia and IBS in Korea were similar to those of western 

countries, whereas GERD was less common in Korea. }" "THE PREVALENCE OF 

GASTROINTESTINAL SYMPTOMS IN A RURAL COMMUNITY"  
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{ Background:} In Western countries, many studies have been conducted about irritable bowel 

syndrome (IBS) prevalence. There is no field research in Turkey.  

{ Aim:} To determine the prevalence of IBS in Izmir Narlidere district.  

{ Material and Methods:} There are 44.327 people age 18 and older in Narlidere district. 717 

people (410 females, 317 males, mean age: 40.82 ± 0.57) who were selected using stratified 

cluster sampling method as weighted to the number of houses were included in the study (p=0.20 

± 0.03 and a: 0.05). People were asked to respond to a questionnaire requesting information 

about basic demographic data and IBS criteria based on Manning, Rome and Revised Rome 

criteria and some symptoms through ``face to face interviews.  

{ Results:} IBS prevalence was 7.0 %, 7.4 % and 12.4 % according to Manning, Rome and 

Revised Rome criteria respectively. Females had IBS more than males did (14.6 % vs 9.4 %, p= 

0.037). People with IBS were younger than were people without it (37.46 yr vs 41.29 yr, p= 

0.026. There were significant difference between people with IBS and people without IBS in the 

experience of flushing, sweating, epigastric pain, dysmenore and back pain. 31.4 % of people 

with IBS initiated a doctor visit. 

{ Conclusion:}  The results of this study demonstrate that in Izmir Narlidere district, Turkey, IBS 

prevalence is 12.4 % and is higher in females and younger people. }" "IRRITABLE BOWEL 

SYNDROME PREVALENCE IN IZMIR NARLIDERE DISTRICT"  
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{ Objective:} To describe how Italian General Practitioners (GPs) manage patients who suffer 

from irritable bowel syndrome (IBS).  

{ Method:} An epidemiological population-based study was undertaken to estimate prevalence 

of IBS in Italy and assess how the condition is managed in primary care. A sample of 50 GPs 

throughout Italy partecipated. GPs filled in questionnaire specifically developed to collect 

information on their method for diagnosing and managing IBS patients or those who are likely to 

suffer from IBS.  

{ Results:} When patients with symptoms coherent with IBS visit their GP, other potential 

diagnoses taken into consideration are bowel cancer (75.6%), bacterial infection (61.0%), 

malabsorption syndrome (53.7%), inflammatory bowel disease (46.3%).Sex is taken into 

consideration for diagnoses in 25% of cases. Most frequent undertaken lab tests and 

examinations are: research of blood in stool, count of blood cells, liver functions tests, abdominal 

ecography. Colonoscopy is undertaken in 1 out of 5 cases. On average, 3 visits are needed to 

diagnose IBS, and 1 out of 5 cases is diagnosed by specialist. IBS treatment is based on both 

prescribed ond OTC drugs (39%) (antispasmodic, antidepressants and antidiarrhoeals), plus 

dietary change (72.4%), self and stress control (respectively 50.1% and 46.3%). Fibres are given 

in 34.4% of cases. Therapy is prescribed on an intermittent basis. Patients visit their GPs every 3 

months intervals (62.5%) or more.  

{ Conclusions:} Italian GPs diagnose IBS by exclusion of other disease. For this reason a 

number of lab tests and examinations are performed, and several visits are required to diagnose 

IBS. The lack of effective treatments for IBS may explain both the low number of IBS patients 

who seek for medical assistance, and the poor capability of GPs of treating them. }" 

"MANAGEMENT OF IRRITABLE BOWEL SYNDROME BY ITALIAN GENERAL 

PRACTITIONERS"  
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{ Introduction:} Little work has focused on the behaviours of patients regarding their IBS. We 

report on the particular behaviours of patients with IBS using a specific questionnaire (ACE) 

which we have designed and evaluated. Hypothesis: Patients with IBS will have different 

toileting behaviours than the general population.  

Patients: We recruited 28 patients aged 16-50 with a general practitioner (GP) diagnosis of IBS. 

These were compared with 28 control subjects.  

Methods: All subjects completed demographic data, the Rome criteria, the IBS symptom severity 

scale (SSS) and the 28 point ACE questionnaire. We tested for significance using the Mann-

Whitney U.  

Results: Subjects and controls showed no difference on demographic data. All IBS subjects met 

the Rome criteria and scored 175 or more on the SSS (denoting moderate to severe IBS). Patients 

with IBS have significantly more straining, wiping after defecation and stool checking behaviour 

(p<0.005). IBS subjects experience more tenesmus as well as spending significantly more time in 

the toilet than controls (p<0.005). IBS subjects also avoid exercise and certain foods, use sanitary 

/incontinence pads wear more baggy clothing and have an increased awareness of nearest toilets 

than controls (p<0.005)  

Discussion: Patients with IBS have different toileting patterns and behaviours compared with 

controls. These behaviours not only affect lifestyle but may contribute to the maintenance of 

many of the symptoms and beliefs. A cognitive behavioural treatment approach may be required 

to adequately treat these symptoms. }" "A COMPARISON OF TOILETING BEHAVIOUR IN 

PEOPLE WITH OR WITHOUT IBS"  
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{ Introduction:} The role of psychological factors in irritable bowel syndrome (IBS) is 

controversial. We report on the relationship between gastrointestinal symptoms and the degree of 

anxiety and depression in patients with IBS in primary care. Hypothesis: Patients with severe 

symptoms of IBS will have more depression and anxiety than those with less severe symptoms. 

Patients: 70 patients diagnosed by their GP with IBS were recruited from 13 GP surgeries in 

London as part of a multi-centre treatment trial in IBS. Methods: Patients completed a 

questionnaire on demographic variables, IBS severity score (SSS) and gastrointestinal symptom 

rating scale (GSRS) the hospital anxiety and depression scale (HAD) and the work and social 

adjustment scale (WASA). We investigated correlations between physical symptoms and 

psycho-social status using Spearmans test for bivariate correlation.  

{ Results:} IBS is an enduring illness, with 47% of patients having IBS for over 5 years. Almost 

all (91.2%) scored as moderate or severe on the IBS severity score (SSS) with 55% having 

scores which denoted severe IBS symptoms. Using the HAD, significant levels of anxiety (71%) 

and depression (77%) were identified and over half of patients had seen a mental health 

specialist within the last 5 years. No correlation was found between the severity of anxiety or 

depression and the scores on the SSS or the GSRS. Significant correlation was found between 

the GSRS and the WASA (p<0.001), indicating the impact of IBS on patients ability to function. 

This correlation was also found between the SSS and the WASA (p<0.001), for four out of five 

WASA sub-scales - effect on work, social leisure activities, home management and private 

leisure activities, but not on the effect on family and relationships.  

Discussion: Patients with IBS have high levels of anxiety and depression, although these are not 

directly correlated to symptom severity. Symptom severity has a significant impact on patients 

lives, with strong relationships between symptom scores and the work and social adjustment 

scale. These results indicate that it is important not only to make an accurate psychological 

assessment of patients with IBS but also to assess the effect of symptoms on patients lives. }" 

"THE RELATIONSHIP BETWEEN SYMPTOM SEVERITY AND PSYCHOLOGICAL 
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A substantial group of patient with functional bowel disorders in private practice exhibit 

symptoms of functional dyspepsia (FD), but to what extend these patients also consult alternative 

medicine (AM) practicioners is unknown, as is whether treatment by their familiy physician may 

affect the utilization of AM remedies.  

Methods: In a prospective study evaluating symptom course, quality of life, and health care 

utilization, 3000 patients with FD were evaluated at study entry, after 6 weeks of initial treatment 

- medical management with or without initial endoscopy, or neither endoscopy nor prescribed 

drugs -, at 6 months, and after one year.  

Results: 1) Complete data sets from all 4 visits were available for 1037 patients. Of these, 298 

(28.7 %) reported that AM treatments options were utilized between visit 2 and 4, most 

frequently self medication, special diets incl. herbal teas etc., use of alternative methods incl. 

yoga equivalents, acupuncture, autogenic training etc., and consultation of paramedics. 2) 

Women reported the use of AM approaches to the same extend than men (29.3 vs 28.4 %), but 

with increasing age, the percentage of AM usage decreased from 40 % at age < 30 years to 25 % 

at age > 70. 3) When patients were subdived according to their initial treatment, those who had 

no initial drug therapy reported almost double the rate of AM consultation (48.1 %) than when 

initial drug treament was given with (25.0 %) or without (26.1 %) endoscopy. 4) The severity of 

symptoms at the initial visit (rated severe, medium, minor) also determined consultation 

behavior: Patients with severe symptoms were more likely to consult AM, when no initial 

treatment was provided (75 %) in comparison to patients with mild symptoms (54 %); this ratio 

was maintained throughout all treatment groups. 5) Patients who improved in the course of the 

study used less AM (26.2 %) than those who did not (35.8 %), irrespective of the kind of 

treatment assigned initially, while improvement or non-improvement in quality of life did not 

show this effect. 6) Only a subgroup of 20 patients (2 %) consulted AM in each interval between 

two doctor visits.  

Conclusion: AM is used frequently by patients with FD, but utilization depends on symptom 

severity, management strategy, and the success of conventional treatment. (Supported by 

Janssen-Cilag GmbH, Germany) }" "WHY DO PATIENTS WITH FUNCTIONAL BOWEL 
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{ Background:} Estimated IBS prevalence depends on criteria employed for its definition. 

Recently, Rome II criteria have been established by a group of experts as the most adequate, but 

its use has not been tested.  

{ Aim:} To evaluate in a large, randomly population how diagnostic criteria (mainly Rome II 

criteria) influence estimated IBS prevalence.  

{ Methods:} A cross-sectional study was carried out by personal interview on a sample of 2000 

individuals representative of the Spanish population. Clinical information was collected to 

estimate IBS prevalence according to the following criteria based on the presence of symptoms: 

1. Manning and 2. Rome I; or based on the presence and frequency of symptoms: 3. Drossman, 

4. Talley, 5. Kay and Jorgensen, 6. Rome II.  

{ Results:} Prevalence according to the different clinical diagnostic criteria are shown in the 

figure. Concordance kappa coefficient between diagnosis established by Rome I and Rome II 

was only 0.42.  

{ Conclusions:} By using Rome II criteria, about two thirds of patients diagnosed with IBS by 

Rome I criteria are excluded. Whether Rome II criteria are too restrictive or Rome I too lax has 

to be evaluated. *IBERgroup: Badia X, Balboa A, Bar\'f3 E, Caldwell E, Cucala M, D\'edaz M, 

Fueyo A, Mearin F, Ponce J, Roset M, Talley NJ. }" "HOW RESTRICTIVE ARE ROME II 
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{ Background:} 5-Hydroxytryptamine (5-HT) plays a key role in the development of abdominal 

symptoms in patients with irritable bowel syndrome (IBS). Alosetron is a potent and selective 5-

HT3-receptor antagonist. The main IBS symptom is abdominal pain and discomfort 

accompanied by altered bowel habits. Patients are classified according to predominant stool 

changes into the following IBS subtypes: diarrhoea-predominant (D-IBS), constipation-

predominant and those who alternate between diarrhoea and constipation (A-IBS).  

{ Objective:} This study (S3BB3001) compared the efficacy of alosetron with mebeverine in 

relieving IBS symptoms in patients with diarrhoea-predominant IBS and alternating IBS.  

{ Methods:} We studied 449 women with D-IBS and 149 women with A-IBS. The patients were 

randomised 1:1 and received either alosetron 1mg bd or mebeverine 135 tds over a treatment 

period of 12 weeks during this double-blind study. The primary endpoint was the adequate relief 

of irritable bowel syndrome pain and discomfort. The secondary endpoints studied were changes 

in urgency, stool frequency and stool consistency.  

{ Results:} The proportion of patients with adequate relief of IBS pain and discomfort for at least 

two weeks per month are given in the table below. 

\tx975\tx2220\tx3300\tx4275\tx5520\tx6195\tx8150\fs4 \ul \tab \tab \ul Diarrhoea predominant 

IBS\ulnone \ul Alternating IBS \ulnone mebeverine alosetron mebeverine alosetron (n = 217) (n 

= 232) (n = 73) (n = 76) \tab Month 1 40% 46% Month 1 40% 43% Month 2 43% 56%* Month 

2 45% 51% Month 3 49% 58%* Month 3 45% 54% \tab *< 0.05 { Summary:} Alosetron was 

significantly more effective than mebeverine for the control of IBS pain and discomfort (and the 

other multiple symptoms of IBS) in women with diarrhoea-predominant IBS. }" "EFFICACY 

OF ALOSETRON IN THE TREATMENT OF WOMEN WITH DIARRHOEA-

PREDOMINANT IBS"  
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{ Background:} Nearly two thirds of out-patients attending GI clinics are diagnosed with 

functional bowel disease (IBS). These patients require multiple investigations that are time 

consuming, costly and sometimes invasive. Faecal Calprotectin has received much interest due to 

the fact that concentrations are raised in IBD patients and it has been speculated that use of 

faecal calprotectin may be a good screening tool to exclude IBS patients. There have been no 

studies to date that have examined faecal calprotectin in IBS patients.  

{ Aims:} To prospectively assay faecal samples from symptomatic patients who had been 

diagnosed with either IBD or IBS from our GI clinic. Faecal calprotectin levels in these patients 

were compared to those found in healthy controls.  

{ Methods:} A total of 85 symptomatic patients and 21 asymptomatic controls supplied 146 

random faecal samples for analysis. Patients were given a final diagnosis only after standard 

endoscopic, histological and radiological investigation. Faecal calprotectin was measured by a 

simple sandwich ELISA procedure. Diagnosis was categorized as IBS (n=43, 32F:11M), IBD 

(n=42, 19CD:23UC, 25F:17M) or control (n=21, 10F:11M). These groups were well matched for 

age and sex.  

{ Results:} Median levels of calprotectin were as follows; controls (1ug/g, range 1-28 ug/g), 

IBS(9ug/g, range 1-113ug/g) and IBD (216 ug/g, range 1-1376 ug/g). Both diagnostic categories 

were statistically significantly different from the control group (IBS p<0.05, IBD p<0.001). 

From our control group the upper limit of normal was calculated from the 95% centile of the 

median at 20ug/g. The number of patients whose calprotectin levels were higher than this limit 

were:- controls (1, 5%), IBS (15, 35%) and IBD (35, 84%). 

{ Conclusion:}  The use of faecal calprotectin in excluding IBS patients from further invasive 

investigation is probably limited since 35% of patients had raised values. These findings also 

should encourage further investigations into low grade inflammation as a possible cause in a 

specific subset of IBS patients. }" "FAECAL CALPROTECTIN IN FUNCTIONAL BOWEL 

DISEASE"  
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Alosetron, a potent and selective 5-HT{\dn6 3} receptor antagonist, has been shown in placebo-

controlled studies, to improve multiple symptoms in females with diarrhoea-predominant IBS. 

This study (S3BB3002), further evaluated the efficacy of alosetron by comparing 12 weeks 

treatment of alosetron with trimebutine in female patients. IBS was defined by the Rome criteria. 

After satisfying entry criteria for abdominal pain severity and stool consistency in 2 weeks of 

screening, subjects were randomised to receive either alosetron 1mg bd or trimebutine 200mg 

tds. The primary efficacy measure, adequate relief of IBS pain and discomfort, was collected 

weekly, with other symptoms collected daily throughout the study. Of the 761 subjects in the 

total ITT population, 72% (551/761) had a history of diarrhoea-predominant IBS. Of these 

subjects, a higher proportion of alosetron-treated subjects reported adequate relief at each week 

throughout the treatment phase. This difference reached statistical significance by week 3 of 

treatment and diminished when treatment was discontinued. A numeric benefit was also seen in 

the total ITT population, which reached statistical significance at weeks 4, 10 and 12. Alosetron 

is significantly more effective than trimebutine in relieving abdominal pain and discomfort in 

females with diarrhoea-predominant IBS. }" "ALOSETRON IS SIGNIFICANTLY MORE 

EFFECTIVE THAN TRIMEBUTINE IN RELIEVING ABDOMINAL PAIN IN FEMALES 

WITH DIARRHOEA-PREDOMINANT IBS"  
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In a large international, multicentre, double-blind, randomised trial (S3BB3001) of female non-

constipated IBS patients, alosetron 1mg bd (Alos) was shown to provide significantly greater 

improvement in relief of pain and discomfort and bowel function parameters (urgency, stool 

frequency, and stool consistency) within the first week of treatment when compared with 

mebeverine 135mg tds (Meb) (Jones et al., Aliment Pharmacol Ther 1999; 13:1419-1427). In 

order to determine at what point during the first week the improvements in these bowel 

parameters were seen, comparisons were made between treatment groups at each day for the first 

seven days. Patients (319 on alosetron, 304 on mebeverine) were asked daily if they had 

experienced urgency. Stool consistency was assessed daily on a 5-point scale (1=very hard; 

2=hard; 3=formed; 4=loose; 5=watery), and stool frequency was the number of times stools were 

passed each day. The results are shown in the table. 

\tx690\tx1470\tx2175\tx3180\tx3885\tx4845\tx5145\tx8150\fs4 \ul \tab \tab \tab Day \ul Urgency 

\ulnone \ul Frequency \ulnone \ul Consistency \ulnone \ul (% of patients)\ulnone \ul (mean 

stools/day)\ulnone \ul (% of patients with loose\ulnone \ul or watery stools)\ulnone Alos Meb 

Alos Meb Alos Meb \tab \tab 0 65 67 2.8 2.6 54 55 1 63* 71 2.6 2.7 49* 59 2 56 60 2.0+ 2.5 35+ 

51 3 51* 62 2.2+ 2.6 26+ 50 4 56 61 2.2+ 2.4 20+ 46 5 49 57 2.0+ 2.5 19+ 42 6 53 55 2.0+ 2.5 

20+ 46 7 51* 61 2.2+ 2.5 19+ 46 \tab \tab *p<0.05; +p{\f1 £} 0.001. Significant beneficial 

effects of alosetron on bowel function parameters, compared with mebeverine, were observed on 

the first day of treatment (second day for stool frequency). }" "ALOSETRON IMPROVES 

BOWEL FUNCTION WITHIN TWO DAYS OF STARTING TREATMENT, COMPARED 

WITH MEBEVERINE"  
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{ Background:} The quality of life is frequently impaired in irritable bowel syndrome. There are 

few data on the effect of the therapy on the quality of life and the psychosocial adjustment to 

illness in this condition. Aim: To study the effect of trimebutine, an opioid agonist, on the 

psychosocial adjustment to illness in irritable bowel syndrome.  

{ Methods:} A prospective randomized controlled trial including 50 consecutive patients with 

irritable bowel syndrome. They received either trimebutine 100 mg t..i.d (n=25, 11M/14F, aged 

43+12 yr.) or placebo t.i.d. (n=25, 12M/13F, 47+11 yr.) for 2 weeks. Five digestive symptoms 

were evaluated on a 0-16 scale, as well as patients satisfaction (scale 1-10) and physicians 

satisfaction (scale 0-4). Psychological assesssment to illness was assessed with the PAIS-SR 

scale (self-report).  

{ Results:} (mean+SD) Symptom score for pain was reduced from 10.5+5.7 to 2.6+1.2, p<0.001 

by trimebutine and from 8.5+4.2 to 1.2+0.6, p<0.0001 by placebo. Diarrhea score was improved 

by trimebutine had a stronger effect than LO on accompanying pain (p<0.05) and bloating 

(p<0.005), but not on nausea, and emesis. The overall ratings of the patients satisfaction (8.7+0.9 

vs. 8.2+11, NS) and physicians satisfaction (3.2+0.3 vs. 3.1+0.4, NS) were similar. PAI was not 

changed for following items: health care orientation and domestic environment. DI improved 

more than LO the following items: psychological distress (from 12.7+3.8 to 7.7+3.1 vs. 11.8+3.3 

to 9.05+2.2, p<0.05), vocational environment (from 3.2+1.1 to 2.5+1.2 vs. 3.3+1.2 to 3.4+1.5, 

p<0.05) and sexual relationship scores (from 6.4+2.2 to 3.0+1.5 vs. 7.2+2.2 to 5.5+2.1 p<0.01). 

Both drugs similarly improved the items: family relationship and social environment.  

Conclusions: DI and LO are both potent drugs for chronic functional diarrhea. DI has better 

effects on associated symptoms and some items of PAI (distress, sexual activity and vocational 

environment). }" "THE EFFECT OF TRIMEBUTINE ON THE PSYCHOSOCIAL 

ADJUSTMENT TO ILLNESS IN IRRITABLE BOWEL SYNDROME"  
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In three large multicentre, 12-week phase III clinical studies, alosetron has been shown to be 

more effective in relieving the multiple symptoms of IBS in women with diarrhoea-predominant 

IBS than either placebo or the widely used antispasmodic, mebeverine. Up to 60% of patients 

were adequate relief responders each month. It would be of interest to see if the same patients 

continued to respond each month. The sustainability of the response across the pooled data set 

for these three large 12-week studies has been evaluated in 636 female diarrhoea predominant 

patients treated with alosetron 1mg bd who were evaluable for assessment of response at Month 

1. The primary endpoint in all three studies was adequate relief of IBS pain and discomfort. 

Adequate relief of IBS pain and discomfort was recorded by the patient every 7 days in response 

to the question ``Over the past 7 days have you had adequate relief of your IBS pain and 

discomfort - yes/no. A monthly responder was defined as a patient who had adequate relief on at 

least 2 out of 4 weeks. Patients with data for less than 2 weeks in a month were not evaluable for 

assessment of responder status. The percentage of responders was calculated at each month. At 

Month 1 358/636 (56%) alosetron treated patients were adequate relief responders. Of these 358 

responders at Month 1, 305 (85%) continued to respond to treatment at Month 2, and of the 

patients who responded at both Months 1 and 2, 92% continued to respond to alosetron treatment 

at Month 3. However, of the 278/636 (44%) of patients who did not respond to alosetron 

treatment at Month 1, 87 (31%) responded to treatment at Month 2; thus in some patients it may 

take 4-8 weeks to see a benefit in the relief of IBS pain and discomfort. When patients respond to 

alosetron therapy within the first month of treatment, it is highly likely that the response will be 

maintained. This is likely to have significance for the longer term use of alosetron in the 

management of IBS. }" "ALOSETRON-ONCE A RESPONDER, ALWAYS A RESPONDER?"  
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Tegaserod is a selective 5HT4 partial agonist effective in relieving the main symptoms in 

constipation predominant IBS (C-IBS). Patient dissatisfaction may often be related to the slow 

onset of action of drugs. We wanted to see how quickly patients (Pts) treated with tegaserod 

(Teg) experienced improvement of their main IBS symptoms.  

{ Methods:} Teg has been investigated in a double-blind, placebo (Pl) controlled study of 12 wks 

duration. After a 4-wk Pl free baseline 799 patients (Pts), with IBS were randomized to 4 or 12 

mg/d or Pl. Pts were selected based on the Rome I criteria, and had to fulfill 2 of 3 constipation 

criteria (>3 bowel movements/wk, hard stool, or straining). Endpoints included daily 

assessments of abdominal pain, bloating, stool frequency, and stool consistency. Pain and 

bloating were rated by ordinal scale: (0) absent, (1) faint, (2) mild, (3) moderate, (4) severe, (5) 

very severe.  

{ Results:} Based on Pts entries in their daily diary, Teg 12mg/day provided relief of abdominal 

pain as of Day 2 (p<0.05) and relief of bloating during Week 1 (p<0.05) (see Figure; arrow = 

start of treatment), and improved both stool frequency (p<0.05) and consistency as of Day 1 

(0.05). 4 mg/d were less effective. Colinic LPL Ileal LPL  

{ Conclusions:} Flow cytometric analysis of intracytoplasmic cytokines at single cell level 

showed decreased IFN-{\f1 g} and IL-2 producing T cells in colonic LPL in CD patients. The 

cytokine profile in SpA reflects the findings in CD, suggesting subclinical immune alterations in 

the gut of SpA patients relating to CD. }" "T CELL CYTOKINES IN GUT MUCOSA OF 

PATIENTS WITH SPONDYLOARTHROPATHY RELFECT IMMUNE ALTERATIONS IN 

CROHNS DISEASE"  
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{ Background:} Nutritional aspects have been extensively examined both as cause and as 

consequence of ulcerative colitis (UC). Nutritional deficiencies have been studied in patients 

with high grade colonic inflammation but data are scarce in those with less active disease.  

Aims: To evaluate the nutritional status and the nutrient consumption of UC patients in remission 

or in mild-moderate disease activity. Data were compared with those of healthy control subjects 

from the same geographical area. Methods: 36 male consecutive out-patients were graded with 

clinical, endoscopic, and histologic scores. In patients and 18 male control subjects the 

nutritional study included collection of anthropometric parameters, hematochemical evaluations, 

and assessment of densitometric body composition by Bioelectrical Impedance Analysis. Mean 

daily nutrient/caloric intake was calculated evaluating sugars, proteins, fats, and fibres 

consumption.  

Results: Active patients (n=18) had body weight lower than inactive and control subjects 

(P=0.05), linked to a significant reduction of fat-free mass (FFM) and total body water (TBW) 

(each P<0.001). Ferritin (P<0.001), iron (P<0.001), hemoglobin (P=0.002), hematocrit 

(P=0.002), and albumin (P=0.006) were significantly lower in the active group, and all but 

albumin correlated with TBW and FFM. Most nutritional indicators inversely correlated with the 

activity scores and the current flare-up duration, without any relation with disease extension. 

Both active and inactive patients showed higher consumption of starch (P<0.001) and lower of 

refined sugars (P=0.001), fats (P<0.001), and fibres (P<0.001) than controls, without any 

difference for proteins and total caloric intake.  

Conclusions: In mild-moderate UC patients nutritional disturbances do not depend on a 

decreased food intake, but are proportionally correlated with the disease activity. Both active and 

inactive UC patients show a similar dietary habit, different from general population. Our data 

suggest that this particular nutrient intake may be the consequence of the disease leading to 

prefer foodstuffs intestinally and immunologically well tolerated. }" "NUTRITIONAL STATUS 

AND DIETARY HABITS IN REMISSION OR MILD-MODERATE ULCERATIVE COLITIS 

PATIENTS"  
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{ Background:} Eosinophilic cationic protein (ECP) is a cytotoxic substance released by 

eosinophilic granulocytes. Patients with inflammatory bowel disease (IBD) have a pronounced 

infiltration of eosinophils in the lamina propria of the intestinal cells and in the mucosal exudate.  

{ Aim:} The aim of this study was to investigate the levels of ECP and its relation to disease 

activity and location in patients serum with IBD.  

{ Methods:} Fifty-four patients were examined, 33 had ulcerative colitis (UC), 7 Crohns disease 

(CD) and 14 were the controls. The disease activity was evaluated by endoscopic and clinical 

findings. In patients with UC mucosal inflammation was graded by four points (0-3). In patients 

with CD a Simple index was used. Twelve patients with UC had proctitis, 14 had left-sided and 7 

had total colitis. Four patients with CD had small bowel involvement only, however in 3 patients 

both the small and the large bowel were involved. ECP concentrations were determined using an 

ECP radioimmunoassay.  

{ Results:} Significantly elevated levels of ECP were found in both groups of patients compared 

to the control group (UC: 35.7 + 44.0 ng/ml; CD: 65.2 + 70.1 ng/ml; control 12.4 + 14.5 ng/ml 

and UC - control p < 0.0001; CD - control p < 0.05). Particularly high levels of ECP were found 

in patients with the most active disease in the UC group (r = 0.59; p = 0.0016). However, there 

was no relation between ECP levels and disease localization in both groups.  

{ Conclusions:} This study indicates that eosinophils and their mediators may be involved in the 

pathogenesis of IBD and correlate with disease activity. This supports that eosinophils are 

combined with ulcers in the process of UC. ECP may have a potential as a simple, non-invasive 

diagnostic test. }" "SERUM EOSINOPHILIC CATIONIC PROTEIN AS A MARKER OF 

EOSINOPHILIC INFILTRATION IN INFLAMMATORY BOWEL DISEASE"  
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{ Background:} Proinflammatory cytokines have been implicated in the pathogenesis of IBD, 

however, it is unclear whether serum levels of cytokines always reflect enhanced mucosal 

cytokine gene expression.  

{ Aims:} To determine IL-6, IL-8 and TNFa gene expression in colonic biopsy specimens and 

serum concentration of these cytokines. { Methods and patients:} Cytokine gene expression was 

measured by the means of RT-PCR, serum level of IL-6 and TNFa by bioassay, and that of IL-8 

by ELISA (Medgenix). Group I involved patients at the acute stage of the disease (n=33), group 

II comprised patients with non-specific colitis (n=11), and group III (n=11) involved subjects 

with normal histology of colonic mucosa. The mean age of the subjects was 39.1±8.9 years 

(n=55) and 61% were women.  

{ Results:} In group I mRNAs of TNFa, IL-8 and IL-6 were detected in mucosal biopsies of 

76%, 60% and 26% patients, respectively. However, in group II TNFa mRNA was present in 

biopsies of 36% of subjects, whereas IL-8 and IL-6 mRNAs were present in similar proportions 

(64% and 18%, respectively) as in group I. Only 4 out of 33 UC patients showed mucosal 

expression of both TNFa and IL-8 mRNA. TNFa, IL-8 and IL-6 serum activities were observed 

in 45%, 80% and 60% of the UC patients, and in 64%, 54% and 64% of group II patients, 

respectively. No cytokine serum activities nor cytokine mRNAs were detected in the mucosa of 

group III patients. It is concluded that TNFa, but not IL-8 or IL-6, mucosal gene expression 

might be specific for the UC. The results suggest that cytokines are differentially expressed in 

the mucosa of the UC patients, probably due to their involvement at the various stages of the 

disease. The gift of pHCQ1 plasmid by Dr. Martin Kagnoff and University of California Los 

Angeles is gratefully acknowledged }" "TTNFALPHA,IL-6 AND IL-8 MUCOSAL GENE 

EXPRESSION AND SERUM LEVELS IN ULCERATIVE COLITIS PATIENTS"  
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{ Background:} The precise role of the enteroendocrine and enteric nervous system in the 

pathogenesis and progression of Crohns disease (CD) and ulcerative colitis (UC) is not clear.  

{ Aims:} Evaluate the extent of dysfunction of the enteroendocrine and enteric nervous system, 

as indicated by changes in the tissue levels of monoamines (dopamine (DA); norepinephrine 

(NE); 5-hydroxytryptamine (5-HT)) and their precursors and metabolites in the colonic mucosa 

of patients afflicted with UC an DC.  

{ Methods:} Fifty nine subjects were included in the study, 22 with CD, 21 with UC and 16 

controls with normal colonoscopy. The biopsy specimens for neurochemical evaluation were 

endoscopically taken from affected and non-affected colon with ordinary biopsy forceps. 

Monoamines, their precursors and metabolites were assayed by means of high pressure liquid 

chromatography with electrochemical detection (HPLC-EC).  

{ Results:} In CD, but not in UC, NE tissue levels in both the non-inflamed and inflamed colonic 

mucosa were markedly lower than in control subjects. L-dopa tissue levels in the non-inflamed 

mucosa taken from CD patients were similar to those in control subjects, whereas in the inflamed 

mucosa of CD and UC patients levels of L-dopa were twice those in controls. DA levels in the 

inflamed mucosa of CD and UC patients were markedly lower than in controls. This resulted in 

significant reductions in DA/L-DOPA tissue ratios, a rough measure of AADC activity. 5-HT 

levels in the inflamed mucosa of CD and UC patients were markedly lower than in controls.  

{ Conclusions:} Intestinal cellular structures responsible for the synthesis and storage of DA, NE 

and 5-HT may have been affected by the associated inflammatory process in both CD and UC. 

}" "IMPAIRED SYNTHESIS OR CELLULAR STORAGE OF NOREPINEPHRINE, 
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{ Backgrounds:} The definite mechanisms of onset of UC arobscure, but the Fas/Fas ligand (Fas 

L) system as one of the causative factors for mucous membrane disturbances appears to be 

involved in mediating apoptosis. NO also is an important mediator for the development of UC 

and, having both beneficial and detrimental effects, is known to induce apoptosis.  

AIMS: In the present study we examined possible interactions between NO- and Fas-mediated 

apoptosis regarding mucous epithelial cell disturbances in UC.  

Methods: The study included 25 patients with UC (18 patients during an active phase and 7 

patients in an inactive phase) and 10 normal controls. Using formalin fixed specimens we 

examined the expression of Fas/Fas L, inducible NO (iNOS), nitrotyrosine and TUNEL positive 

cells immunohistochemically.  

{ Results:} Fas was expressed on mucous epithelial cells in all normal controls and patients with 

UC. No differences in the incidence of their expression were observed. Immunoreactivity for Fas 

L were found mainly on T lymphocytes in the lamina propria of the mucosa in active lesions and 

the frequency of their expression was significantly higher than in the normal controls (p< 0.05), 

further correlating with the degree of the inflammation. Expression of iNOS was observed 

dominantly on mucosa epithelial cells and partially also in the lamina propria of the mucosa, 

while the respective reactions in the normal control group were negative. Nitrotyrosine showed 

the same local expression as iNOS, but was observed in slightly deeper layers than the mucous 

epithelium, partially being expressed more strongly in the lamina propria of the mucosa. Also, 

scattered TUNEL positive cells were also observed in the mucous epithelium or the crypts. The 

number of these cells was clearly higher (p< 0.01) than in the control group, showing a slight 

tendency of increased occurrence in the crypts. Fas/Fas L positive cells and iNOS or 

nitrotyrosine positive cells were approximately identical or very closely related cells and in some 

of them TUNEL positive findings were observed. 

{ Conclusion:}  Apoptosis is involved in mucous epithelial cell damage during the active phase 

of UC, suggesting one mechanism mediated by Fas/Fas L and another mediated by NO. 

Conceivably, mutual cross reactions of their mechanism may prevent the formation of excessive 

ONOO-. }" "THE INTERACTION BETWEEN THE FAS/FAS L SYSTEM AND NITRIC 

OXIDE (NO) WITH APOPTOSIS OF EPITHELIAL CELLS OF ULCERATIVE COLITIS 
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The pathogenesis of inflammatory bowel disease (IBD) is still not fully understood. Normally 

mucosal inflammation secondary to nonspecific luminal agents can be supressed in patients with 

intact immune system. The lack of immunsupression in IBD patients with impaired 

immunregulation could lead to tissue damage. The cells important in the pathogenesis of IBD are 

mainly the macrophages, which trigger the inflammation through being activated by lipo-

polysaccharide (LPS). LPS binds to the macrophages via a glycoprotein called CD 14 and 

triggers the inflammatory response in IBD. It is shown that macrophages with CD 14 expression 

are increased in inflamed tissue in IBD in contrast to uninflamed tissue and controls and these 

CD 14 + macrophages migrate from the blood to the inflamed gut. In this study we evaluated the 

correlation between the peripheral CD 14 + monocytes ratio and disease activity of IBD. We 

studied 20 ulcerative colitis, 20 Crohn patients with various disease activities and 20 age and sex 

matched controls with no evidence of any inflammation The level of CD 14 expression by 

monocytes was assessed by flow cytometry. The correlation between disease activity indices and 

CD 14 levels was assessed using Spearman bivariant correlation tests. CD 14 + monocyte ratio 

in ulcerative colitis was 78 ±9, in Crohn disease 67.9 ±3.4 and in control group 32.2 ± 3.1. CD 

14 expression both in ulcerative colitis and Crohn disease was statistically significant higher than 

in control group (p<0.0001). Using correlation analysis we found that the disease activity indices 

of both diseases correlate strongly with CD 14 + monocyte ratio: UCAI vs CD 14 + ratio p = 

0.001, r = 0.7, CDAI vs CD 14 + ratio p=0.001 r =0.68. These results suggest that LPS which is 

abundant in the gut lumen, and macrophages which are activitated by LPS through the CD 14 

receptor play key role in the mucosal inflammation in IBD. LPS and CD 14 receptor may be 

taken as new targets of the immunomodulatory therapy. }" "THE CORRELATION BETWEEN 

PERIPHERAL CD 14 MONOCYTE RATIO AND DISEASE ACTIVITY INDEX IN 

INFLAMMATORY BOWEL DISEASE"  
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{ Background:} The place of nutrition therapy in inflammatory bowel disease is controversial. 

Immune-nutrition which is one of the nutritional therapies is thought to suppress the 

inflammatory cascade, consists of glutamine, omega-3 fatty acids and soluble fiber.  

{ Aim:} To evaluate the effect of immune-nutrition therapy on the inflammation of intestine in 

rats with indomethacin induced enterocolitis. { Material and Methods:} Male Wistar albino rats 

(n = 17, 300-350 g body weight) were divided in to 3 groups. Group 1: Control (n = 5) Group 2: 

14 days basic diet (n = 7) Group 3: 14 days immune-nutrition diet (Oriental Yeast Co., Tokyo, 

Japan) (n = 5) Indomethacin (7.5 mg/kg, SC) was given to induce enterocolitis. Intestinal 

inflammation was scored by macroscopic and microscopic examination. The proliferative 

activity of the mucosa next to the intestinal ulcers assessed by proliferating cell nuclear antigen 

(PCNA) immune-reactivity was also evaluated histopathologically. Serum IL-1 beta levels were 

detected by ELISA while serum Cu, Zn, Mg and Fe levels were determined by atomic absorption 

spectrophotometrically.  

{ Results:} Significant intestinal ulcers occurred in experimental groups (2,3) compared to 

control (p< 0.05). There was no difference on the healing of intestinal ulcers and PCNA 

immune-reactivity at the end of treatment with basic and immune-nutrition diets. Serum IL-1 

beta, Cu, Zn and Mg levels were not changed in any groups except serum Fe levels. 

{ Conclusion:}  This study demonstrate that immune-nutrition therapy has not any effect on the 

intestinal inflammation in rats with indomethacin induced enterocolitis. }" "THE EFFECT OF 

IMMUNE-NUTRITION THERAPY IN RATS WITH INDOMETHACIN INDUCED 

ENTEROCOLITIS"  
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{ Introduction:} Loss of appetite is a common clinical feature of inflammatory bowel disease. In 

trinitrobenzene (TNBS)-induced colitis administration of an interleukin-1 receptor antagonist 

(IL-1ra) increases food intake towards normal.. The neurotransmitters which mediate anorexia 

associated with TNBS-colitis have not been completely characterised but recent evidence 

suggests a role for medial hypothalamic serotonin (5-HT), a potent inhibitor of feeding.  

{ Hypothesis:} In anorexia associated with TNBS-colitis, increased activity of medial 

hypothalamic 5-HT neurons is induced by IL-1.  

{ Methods:} Colitis was induced in male Wistar rats (310-340 g body wt) by intrarectal 

administration of TNBS in ethanol. Food intake and body weight were measured daily. 3 days 

before induction of colitis osmotic minipumps were implanted s.c. for continuous 

intracerebroventricular administration of IL-1ra or vehicle control. 5-HT release was measured 

{\i in vivo} at intervals after induction of colitis by push-pull sampling via a cannula placed in 

the hypothalamic paraventricular nucleus (PVN). The severity of colonic inflammation was 

assessed macroscopically and by measurement of tissue myeloperoxidase concentrations.  

{ Results:} In rats with TNBS-colitis, intracerebroventricular administration of IL-1ra resulted in 

a 25-40-fold reduction (P<0.001) in 5-HT release from the hypothalamic PVN compared with 

vehicle treated controls. This was associated with significant (P = 0.03) attenuation of anorexia. 

IL-1ra had no effect on the severity of intestinal inflammation. PVN 5-HT release in vehicle 

(white bars) or IL-1ra (grey bars) treated rats.  

{ Conclusions:} Anorexia associated with TNBS-colitis is mediated in part by IL-1 induced 

release of 5-HT from the hypothalamic PVN. }" "INHIBITION OF IL-1 BUT NOT TNF-A 

INHIBITS RELEASE OF HYPOTHALAMIC SEROTONIN AND ATTENUATES 

ANOREXIA IN A RAT MODEL OF COLITIS: IMPLICATIONS FOR THE 

AETIOPATHOGENESIS OF ANOREXIA"  
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{ Background:} Nitric oxide (NO) and reactive oxygen species are thought to be involved in the 

mucosal damage occurring in inflammatory bowel disease (IBD). Heme oxygenase-1 (HO-1), an 

anti-oxidant enzyme, can be induced {\i in vitro} upon exposure to NO.  

{ Aim:} To study HO-1 expression and activity and to evaluate the effects of HO-1 modulation 

in the trinitrobenzene sulphonic (TNBS)-induced colitis, a model of IBD.  

{ Methods:} Male Wistar rats were intra-rectally given ethanol (50%) or TNBS (30 mg in 50% 

ethanol). Colitis activity was assessed macroscopically and by myeloperoxidase activity. HO-1 

and inducible NO synthase (iNOS) protein expressions were assessed by Western-blotting. HO 

and iNOS activity were studied by spectrophotometric measurement of bilirubin formation and 

conversion of the [{\up6 14}C]-L-arginine, respectively.  

{ Results:} HO-1 protein and activity were markedly induced in colon after TNBS challenge 

being detectable from 1.5 h, peaking at 2 days and decreasing over 10 days. Ethanol-treated rats 

exhibited HO-1 protein expression during 24 h only. Treatment with heme (30 \'b5g/kg/d; 10 d), 

an HO-1 inducer, significantly increased HO activity and significantly decreased macroscopic 

damage, MPO activity, iNOS protein expression and iNOS activity at day 1, 2 and 3 after TNBS 

challenge. Treatment with ZnPP (50 \'b5g/kg/d; 10 d), an HO activity inhibitor, significantly 

decreased HO activity and significantly increased macroscopic damage, MPO activity and iNOS 

activity at day 1, 2 and 3 after TNBS challenge. No significant difference could be observed at 

day 10 after TNBS instillation in both groups of treatment.  

{ Conclusions:} The anti-oxidant enzyme HO-1 was rapidly and markedly induced in colon after 

TNBS challenge. Modulation of its activity modulated the severity of colitis and modulated 

iNOS expression as well as iNOS activity. Thus, HO-1 might play a major protective role during 

colonic inflammatory processes such as IBD. }" "HEME OXYGENASE-1: AN INDUCIBLE 

PROTECTIVE PATHWAY IN THE TRINITROBENZENE SULPHONIC-INDUCED 

COLITIS IN RATS"  
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{ Background:} Leukocyte recruitment to sites of intestinal inflammation is a crucial, multi-step 

process that leads ultimately to the accumulation of cells in the inflamed tissue. Recently we 

demonstrated that therapeutical administration of the fungal metabolite gliotoxin downregulated 

DSS-induced intestinal inflammation in vivo ({\i Clin.Exp. Immunol.120: 59, 2000}). To study 

the effects of gliotoxin on intestinal cellular adhesion, we assessed the influence of gliotoxin on 

ICAM-1 expression and, by using in vivo microscopy, quantified the leukocyte-endothelial 

interaction in the colonic microcirculation in acute DSS-induced colitis.  

{ Methods:} The effects of gliotoxin on ICAM-1 mRNA and protein expressions were 

determined in LPS stimulated RAW264.7 cells by semiquantitative PCR and in colonic tissue 

after induction of acute DSS-colitis by immunohistochemistry. Acute colitis was induced by oral 

administration of 5% DSS dissolved in the drinking water given for 3 days to Balb/c mice. 

Treatment with intracolonic administration of gliotoxin (50\'b5g/mouse, day 1 and 2) or saline 

was performed (n=4/group) and in vivo microscopy of the mucosa and submucosa of the distal 

colon was done as described before ({\i Gastroenterology 114: A3990,1998}). Rolling 

leukocytes (roller) were defined as cells moving along the vessel wall with a velocity less than 

30% of the central stream. Permanent adherent leukocytes (sticker) were defined as cells 

adhering longer than 30 sec. to the endothelium. Additionally, the amount of extravasated 

leukocytes was determined in the colonic mucosa.  

{ Results:} Gliotoxin downregulated ICAM-1 mRNA and protein expressions in vitro and in 

vivo. In acute DSS-induced colitis, Gliotoxin treatment significantly reduced the number of 

sticking but not of rolling leukocytes in submucosal postcapillary venules (PV) and suppressed 

colonic extravasation of leukocytes in vivo (*p<0.05;**p< 0.01 vs DSS/vehicle). 

\tx1425\tx3075\tx4410\tx6405\tx8150\fs4 \ul Sticker in PV Sticker in CV Extravasation \ul 

(Leukocytes/mm{\up6 2} venular surface)\ulnone (Leukocytes/mm{\up6 2} mucosa) \tab \tab 

\tab \tab Control 8 ± 3 2 ± 1 19 ± 4 DSS/vehicle 196 ± 45 31 ± 10 221 ± 50 DSS/ Gliotoxin 49 ± 

10* 29 ± 6 81 ± 6** \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Gliotoxin significantly suppresses the expression of ICAM- 1, which contributes 

to the significant downregulation of leukocyte adhesion and extravasation in the colonic 

microcirculation in vivo. Further studies will investigate whether these in vivo effects are solely 

due to ICAM-1 downregulation or if other integrins such as MAdCAM-1 are equally affected. }" 
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{ Background:} Different authors have postulated both toxic and protective effects for nitric 

oxide (NO) in the pathophysiology of active inflammation.  

{ Aim:} To examine the role of NO, especially that produced by the inducible form of nitric 

oxide synthase (iNOS), by investigating the effects of NOS inhibitors and NO donors on 

inflammation in experimental acute colitis.  

{ Methods:} Acute colitis was induced in rats by dextran sulfate sodium (DSS). White blood cell 

counts and levels of Nox and thiobarbituric acid reactants in the portal blood were determined, as 

were histological changes in the colonic mucosa. We then evaluated the effects of 

aminoguanidine (AG) and an NO donor on DSS-induced changes in these inflammatory 

parameters.  

{ Results and conclusions:} Inhibition of NO production by AG worsened DSS-induced 

inflammation, suggesting a protective role for NO in acute colitis. On the other hand, a NO 

donor also exaggerated DSS-induced inflammatory parameters, suggesting that acute colitis may 

be aggravated by either too much or too little NO. These results suggest that medical treatment 

of ulcerative colitis must aim for maintenance of appropriate NO levels in the intestinal mucosa. 

}" "ROLE OF INDUCIBLE NITRIC OXIDE SYNTHASE IN ACUTE COLITIS INDUCED 
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{ Background:} Platelet activation is increased in inflammatory bowel disease (IBD) (Collins 

1994, Gastroenterology 106, 840-5). Activated platelets have direct proinflammatory as well as 

vascular effects. They may also contribute to inflammation by aggregating with and activating 

circulating neutrophils.  

{ Aim:} To assess leucocyte-platelet aggregation, and activation of platelets and neutrophils, in 

IBD.  

{ Methods:} 25 patients with IBD (15 Crohns disease (CD), 10 ulcerative colitis (UC)) and 13 

healthy controls had venous blood drawn into bottles containing EDTA and CTAD (citrate, 

theophylline, dipyridamole and adenosine). Samples were mixed and then analysed at 0 and after 

180 minutes ex vivo incubation by flow cytometry for surface expression of P-selectin (CD62P - 

for platelet activation), loss of L-selectin (CD62L - for neutrophil activation) and CD45/CD42a 

(leucocyte-platelet aggregates).  

{ Results:} Results are shown as median (range). 

\tx1515\tx2100\tx3840\tx5325\tx7125\tx8150\fs4 \ul \tab Time n Leucocyte-platelet Platelet 

Neutrophil aggregation activation activation (CD45/CD42a, (P selectin, (L selectin, fluorescence 

% leucocytes) % platelets) intensity) Controls 0 mins 13 3.4 (1.0-5.8) 0.8 (0.2-3.0) 811 (795-

820) 180 mins 6.5† (4.9-16.2) 8.4† (3.1-19.2) 814 (786-820) IBD 0 mins 25 6.2* (1.9-25.5) 0.7 

(0.22-12.8) 794 (758-828) 180 mins 11.3*† (4.2-30.7) 6.7† (1.4-18.2) 792 (722-832.5) *p<0.05 

from controls at same time; †p<0.005 from time 0 minutes. Platelet activation and leucocyte-

platelet aggregation both increased during incubation ex vivo. Leucocyte-platelet aggregation 

was increased in patients with IBD compared with controls both at time 0 and after incubation. 

There were no significant differences demonstrated when comparing active and inactive IBD, 

and UC and CD. 

{ Conclusion:}  Enhanced leucocyte-platelet aggregation may contribute to the inflammatory 

process in IBD by activating neutrophils and increasing intramural vascular microthrombosis and 

infarction. Leucocyte-platelet aggregation could present a new therapeutic target in IBD. }" 
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Crohns disease (CD) is characterized by an abnormal mucosal inflammation which seems to be 

triggered and/or maintained by luminal material including bacterias. Clinical data suggest the 

effectiveness of some antibiotics such as metronidazole and fluoroquinolone in CD. Beside their 

anti-microbial effect, these antibiotics may have immunomodulatory properties.  

{ Patients and methods:} Colonic biopsies were taken in 5 patients with active CD. Twelve 

biopsies were taken per patient in inflamed regions. These biopsies were cultured in triplicate in 

RPMI for 18 hours with a range of concentrations of ofloxacin (0, 1, 10, 100 \'b5g/ml). IL-1{\f1 

b}, TNF{\f1 a}, IL-6 and MMP-3 concentrations were measured in supernatants by specific 

ELISA (Biosources, Europe). Concentrations of mediators were compared between various 

experimental conditions by using a paired t test.  

{ Results:} We observed a dose-dependent decrease in pro-inflammatory cytokines and MMP-3 

production with ofloxacin. However when compared to the absence of ofloxacin, the only 

significant difference was for the highest concentration of ofloxacin (100 \'b5g/ml). With this 

concentration, we observed a decrease of 72.2%, 87.9%, 78.4% and 84.4% for IL1-{\f1 b}, IL-6, 

TNF{\f1 a} and MMP-3, respectively (P = 0.06, 0.008, 0.06 and 0.004, respectively).  

{ Conclusions:} Ofloxacin induces a dose-dependent decrease in pro-inflammatory cytokines as 

well as MMP-3 production by inflamed colonic mucosa in CD. This effect may be implicated in 

the clinical benefit observed with fluoroquinolone in CD. }" "EFFECT OF OFLOXACIN ON 

THE PRODUCTION OF PRO-INFLAMMATORY CYTOKINES AND MMP-3 BY 

CULTURED COLONIC BIOPSIES IN CROHNS DISEASE"  
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{ Background:} The precise role of the monoaminergic system in the pathogenesis and 

progression of Crohns disease (CD) and ulcerative colitis (UC) is not clear.  

{ Aims:} To evaluate the extent of dysfunction of the enteroendocrine and enteric nervous 

system, as indicated by changes in the tissue levels of monoamines (dopamine (DA); 

norepinephrine (NE);5-hydroxytryptamine (5-HT)) and their precursors and metabolites in rat 

experimental colitis.  

{ Methods:} All experiments were performed with 45-day old (200-250 g) male Wistar rats. 

Colitis was induced by the intrarectal administration of 250 ul of a solution with TNBS in 50% 

ethanol. Control rats received either 250ul of 50% ethanol or 250 ul of 0.9% saline. 

Monoamines, their precursors and metabolites were assayed by means of high pressure liquid 

chromatography with electrochemical detection (HPLC-EC).  

{ Results:} NE and DA tissue levels in inflamed colon (distal colon) were markedly lower than 

in control rats. NE tissue levels in the proximal colon were also markedly lower. The tissue 

levels of NE, DA and L-DOPA in the ileum and jejunum were not different than in controls. The 

5-HT levels in distal colon, jejunum and ileum in experimental colitis were higher than in 

controls. Higher levels of 5-HIIA in jejunum and ileum accompanied these increases. In the 

inflamed colon the 5-HIAA/5-HT ratio was lower than in controls, suggesting a decreased rate of 

5-HT utilization.  

{ Conclusions:} Intestinal cellular structures responsible for the synthesis and storage of DA and 

NE may have been affected by the associated inflammatory process in TNBS experimental 

colitis, whereas the 5-HT was increased in most of the segments of the intestine. }" "OPPOSITE 

EFFECTS OF EXPERIMENTAL COLITIS ON INTESTINAL CATHECHOLAMINES AND 

5-HT"  
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{ Background and Aims:} A novel cytokine, interleukin (IL)-1, has been reported to induce IFN-

\'c9 production; however, its relevance to abnormal mucosal immune responses remains to be 

clarified. Our purpose was to investigate the role of IL-18 in inflammatory bowel disease (IBD) 

patients.  

{ Material and Method:} Colonic mucosal tissues were obtained from colonoscopic biopsies or 

surgical specimens in ulcerative colitis (UC, n=15), Crohns disease (CD, n=10), and control 

patients (colon cancer,n=9;colon polyp, n=4), and cultured in 48 hours on a culture insert. The 

localization of IL-18 mRNA was determined by in situ hybridization using specific RNA probes. 

Lamina propria mononuclear cells (LPMC) were isolated from surgical specimens by enzymatic 

method and cultured for 24 hours in the presence of anti-CD3 antibody and recombinant (r) IL-

18 (0, 1, 10, 100 ng/ml). The contents of IL-18 and IFN-\'c9 (pg/mg protein) in the culture 

supernatants were measured by ELISA.  

{ Results:} Compared with control subjects (median 491, range 277-1610), both UC (median 

1379, range 488-3306) and CD (median 2132, range 3619-5661) patients showed higher levels 

of IL-18 activity. In situ hybridization detected increased levels IL-18 mRNA signals in 

epithelial cells and infiltrating macrophages in IBD specimens. Stimulation of LPMC with rIL-

18 induced the production of IFN-\'c9 in a dose-dependent manner and this production was 

found to be increased in CD LPMC. 

{ Conclusion:}  Mucosal IL-18 activity was increased in IBD patients and rIL-18 upregulated the 

IFN-\'c9 production from LPMC. These data suggest that enhanced IL-18 activity may be 

associated with abnormal local immune responses in IBD patients }" "MUCOSAL IL-18 

ACTIVITY IN CROHN DISEASE"  
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Amebiasis affects about 500 million people each year worldwide. Developing countries exhibit 

higher prevalence of amebic infestation. Patients with inflammatory bowel disease (IBD) can 

harbour the parasite which may occasionally be a triggering factor for the flare up of the disease.  

{ Aims:} To explore the prevalence of amebiasis among patients presenting with bloody 

diarrhoea and to estimate the contribution of Entamoeba histolytica (E his) on the flare up of 

IBD.  

{ Methods:} 49 patients with bloody diarrhoea were entered into the study. Fresh stool samples 

were examined under direct microscopy for trophozoites and cysts and microELISA technique 

was used for detection of antigen to E his. Fishers exact test was used for statistical analysis.  

{ Results:} 31 of 49 patients were found to have IBD confirmed by colonoscopy and biopsy. Six 

patients in IBD group (% 19) and 2 patients in the group of patients with bloody diarrhoea 

without IBD (%11) had E his. infestation (overall %19). No association was found between 

disease activity and the presence of E his in IBD patients (odds ratio 0.96). 

{ Conclusion:}  E his. Infestation is quite common among patients presenting with bloody 

diarrhoea. There was no significant relationship between E his. presence and the development of 

flare up in IBD. }" "DOES AMEBIASIS CAUSE FLARE UP OF INFLAMMATORY BOWEL 

DISEASE?"  
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steroidal-antiinflammatory drugs are considered to be harmful for inflammatory bowel disease 

patients.  

{ Aim:} The effect of a novel non-steroidal antiinflammatory agent \{5-(2-hydroxy-ethylamino)-

1-phenyl-3-exanone\} [1] with basic character and antioxidant properties was examined on an 

experimental model of ulcerative colitis in rats.  

{ Materials-Methods:} The effect of this compound was compared with that of 

methylprednisolone on histological abnormalities and serum levels of various cytokines in 

experimental colitis in rats produced by 2,4,6-trinitrobenzenesulfonic acid (TNB). A total 

number of 24 rats were used which randomly assigned to one of 4 groups of 6 rats each. Group 

1: colitis without treatment (disease control), group 2: normal animals (control), group 3: 

induction of experimental colitis treated with methylprednizolone (5.3\'d710{\up6 -3} mmol/Kg 

i.v., every day for 7 days) and group 4: induction of experimental colitis plus administration of 

compound A (0.6mmol/Kg every day for 7 days).  

{ Results:} The administration of compound A resulted in a statistically significant reduction 

(P<0.001) of the histological damage (score) and the levels of serum Interleukin 1 and 6, 

compared to controls. 

{ Conclusion:}  The administration of this novel agent can effectively reduce inflammation in 

experimental colitis probably because of the combination on a single molecule of 

antiinflammatory and antioxidant properties, as well as because of its basic character. d\plain 

\s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Andreadou et al, Arzneim-Forsch/Drug 

Res 1997; 47: 643-647. }" "BENEFICIAL EFFECT OF A NOVEL NON-STEROIDAL 

ANTIINFLAMMATORY AGENT WITH BASIC CHARACTER AND ANTIOXIDANT 

PROPERTIES ON EXPERIMENTAL COLITIS IN RATS"  
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A great number of studies on inflammatory bowel disease (IBD) are available in Europe. Most of 

them have shown that Northern Europe was at higher risk than Southern Europe. However, the 

difference in incidence rates might be due to a different methodology. The aim of this study was 

to assess IBD incidence in South-western France and to compare our results with those of other 

French registries using the same methodology.  

{ Methods:} A prospective study was carried out with a two-year follow-up for non-classified 

cases. Ninety-nine percents of the gastroenterologists and pathologists participated in the 

identification of the cases. A diagnosis algorithm was applied blindly by two gastroenterologists 

to classify patients with definite, probable or possible Crohn disease (CD), ulcerative colitis 

including proctitis (UC) and non-classified chronic colitis (UCC). Incidence, adjusted for age 

and sex, was calculated for definite and probable cases for CD, UC using the world standard 

population weights.  

{ Results:} Three hundred and twenty one patients with IBD symptoms were recorded. Twenty-

three were excluded, 63 not classified after a complete follow-up and 235 were included. 

Standardised global incidence (CD, UC and UCC), adjusted for age, was 8.2/105 inhabitants. 

Incidence rates for CD and UC were 3.3 (0.4) and 4.5 (0.4) respectively for 105 inhabitants. Sex-

ratio (Male/Female) was 1,2 for UC and 0.7 for CD. The highest age specific incidence rate for 

UC was between 30 and 59 years: 10.9 for men and 9.9 for women. The highest age specific 

incidence rate for CD was between 20 and 29 years: 6.9 for men and 11.9 for women. The 

median period between the first symptoms and the diagnosis was 3 months for both UC and CD 

{ Conclusion:}  Compared with other French registries, Midi-Pyr\'e9n\'e9es area had the highest 

incidence rate for UC and one of the lowest for CD. }" "INCIDENCE OF INFLAMMATORY 

BOWEL DISEASE IN SOUTH-WESTERN FRANCE 1997"  
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Crohns disease (CD) is an heterogeneous entity with unknown etiology. Anti-saccharomyces 

cerevisiae antibodies (ASCA) have been described in 40 to 80% of CD patients but are rarely 

found in ulcerative colitis and healthy controls. The reason and the significance of the positivity 

for ASCA in CD are unknown. The aim of our work was to analyse epidemiological, clinical and 

genetic characteristics of CD patients positive or negative for ASCA.  

{ Patients and methods:} 117 CD patients were tested for ASCA IgA and IgG by using a 

commercial kit (Medipan diagnostica). Age at diagnosis, location and behaviour of the disease 

were determined according to Vienna classification. Location and behaviour of the disease were 

determined for every patient after 3 years of evolution. Systemic manifestations, gender, familial 

form of the disease, smoking habit, use of contraceptive pill for the women and genotyping for 

{\f1 -}308 TNF gene as well as IGF2 apal polymorphisms were also determined.  

{ Results:} 41.9% CD patients were negative for both IgA and IgG ASCA while 58.1% were 

ASCA positive (IgA and IgG: 29.9%; IgA only: 8.5%; IgG only: 19.7%). There was no 

significant difference in age at diagnosis, location and behaviour of the disease according to 

Vienna classification, between ASCA+ or {\f1 -} patients. There was no difference either for 

systemic manifestations, gender, familial disease, use of contraceptive pill in women, and 

genotyping for TNF and IGF2 genes. The only significant difference was for smoking habit: 

60.7% of ASCA+ CD were non smokers vs 37.8% of ASCA{\f1 -} patients (P = 0.036; OR: 2.54 

(1.1-5.9)). This high proportion of non smokers in ASCA+ patients was more pronounced in IgA 

and IgG+ patients than in isolated IgG+ patients (60% vs 42.8%, respectively) and was the 

highest in patients with high titers of IgA ASCA (6/6 non smokers).  

{ Conclusions:} We found ASCA in 58% of CD patients. Apart from smoking habit, the clinical 

and epidemiological as well as some genetic characteristics were not significantly different 

between ASCA+ and {\f1 -} patients. In our population, there seems to be a negative association 

between smoking and ASCA positivity in CD particularly for IgA. }" "EPIDEMIOLOGICAL, 

CLINICAL AND GENETIC CHARACTERISTICS IN ASCA+ and ASCA- CROHNS 

DISEASE PATIENTS"  
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The causes of ulcerative colitis (UC) and Crohns disease (CD) are unknown, and many factors 

may be involved in the development and the clinical manifestations of the disease. In the present 

study we wanted to investigate the impact of age, gender, and smoking habits an the localisation 

of disease at the time of diagnosis. A register (DARIBO) of patients with inflammatory bowel 

disease attending the Department of Gastroenterology, Aalborg Hospital was established in 

1995, and in 1998 Herning Hospital joined the register. 1498 patients are registered in DARIBO, 

886 with UC and 612 with CD. Complete data were available in 1108 patients, 645 (73%) with 

UC, and 463 (76%) with CD.  

{ Results:} (odds-ratios and 95% confidence intervals) \tx1290\tx2250\tx4155\tx5790\tx8150\fs4 

\ul CD (colonic disease) UC (more than rectum) OR OR (95% CI) (95% CI) \tab \tab \tab \tab 

Gender Male 1.0 (ref.) 1.0 (ref) Female 0.8 (0.5-1.2) 0.7 (0.5-0.9) Smoking Never 1.0 (ref) 1.0 

(ref) Former 0.8 (0.4-1.6) 0.6 (0.4-0.9) Present 1.2 (0.8-1.9) 1.1 (0.7-1.7) Age (years) 0-20 1.9 

(1.0-3.4) 2.6 (1.6-4.5) 21-40 1.0 (ref) 0.0 (ref) 41-60 0.9 (0.5-1.5) 1.4 (0.9-2.0) 61- 1.0 (0.5-1.9) 

2.4 (1.4-3.9) \tab \tab \tab \tab d\fs20 

{ Conclusion:}  Age below 20 at diagnosis predicts colonic involvement in CD, and age below 

20 or above 60 predicts extensive disease in UC. Female sex and former smoking predicts 

disease limited to the rectum in UC. }" "LOCALISATION OF DISEASE IN MB. CROHN AND 

ULCERALTIVE COLITIS: IMPACT OF AGE, GENDER, AND SMOKING HABITS"  
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{ Background:} in Crohns disease (CD) ileal site, fibrostenotic and perforating patterns are more 

frequent in familial than in sporadic cases. Therefore the clinical course of familial cases should 

be more aggressive.  

{ Aim:} to evaluate the natural history of familial cases of CD compared with sporadic cases 

having as end point the first operation, endoscopic and surgical recurrence.  

{ Patients and methods:} 950 patients with Crohns disease were observed in our Department 

from 1973 to 1999. 139 out of them were cases with familial occurrence. The cumulative rate of 

first operation and the surgical recurrence rate after first operation of familial and sporadic cases 

was evaluated by Kaplan-Meier method. The comparison between the two curves was analized 

by Mantel-Cox test. The comparison of endoscopic recurrence after one year between familial 

and sporadic cases was expressed by Odds Ratio. A multivariate analysis was performed by 

logistic regression and Cox method including the following variables: age at diagnosis, site, 

smoking habits, perianal fistulas, extraintestinal manifestations.  

{ Results:} The 7 year cumulative rate of first operation was 58% (95% CI 54-62) among 

sporadic cases and 55% (95% CI 46-64) among familial cases. The 7 year cumulative rate of 

second operation was 24% (95% CI 18-30) among sporadic cases and 25% (95% CI 15-40) 

among familial cases. No significant differences were observed between the curves. The odds 

ratio for endoscopic recurrence was 1.02 (95% CI 0.5-1.8). At multivariate analysis familial 

occurence was not independently associated with first operation, endoscopic and surgical 

recurrence.  

{ Conclusions:} This series shows that the clinical course of CD is similar among familial and 

sporadic cases although fibrostenotic and perforating patterns are more frequent in the familial 

cases. }" "CLINICAL COURSE OF FAMILIAL AND SPORADIC CASES OF CROHN S 

DISEASE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.868#" " Abstract: P.868 0 Citation: Gut 2000; 47(Suppl III): 

A226 A GENETIC COMPONENT IN INFLAMMATORY BOWEL DISEASE IN ICELAND: 

AN EPIDEMIOLOGICAL APPROACH  

Inga Reynisdottir
1
, Daniel Gudbjartsson

1
, J\'f3hann Heidar J\'f3hannsson{\up6 2}, Kristleifur 

Kristj\'e1nsson
1
, Sigurdur Bj\'f6rnsson{\up6 2}  

\i 
1
 deCODE genetics INC., Reykjavik, Iceland; {\up6 2} Landspitali - University Hospital, 

Reykjavik, Iceland  

{ Objectives:} Both genetic and environmental factors play a role in the development of Crohns 

disease (CD) and ulcerative colitis (UC), collectively known as inflammatory bowel disease 

(IBD). The aim of this study was to find the relatedness of Icelandic patients with IBD.  

{ Methods:} A population-based sample, representing everyone diagnosed with IBD (1163 

patients) in Iceland from 1950-1996, was studied using a computerized population-wide 

genealogical database. Statistical methods were used to analyze the relatedness of the group 

collectively (IBD) and separately (UC or CD): the Minimum Founder Test (MFT), kinship 

coefficient and relative risk ratio. Controls were randomly selected groups of individuals who 

match the patients in number, age and connectivity in the genealogical database.  

{ Results:} There is a higher degree of familial clustering among the patients than controls. The 

likelihood that a relative of a patient has the disease is higher than for a relative of a control. The 

relative risk ratio for sibs (ls) is 5.6, 6.6 and 4.3 of IBD, UC and CD patients. When the ancestry 

of IBD patients is examined, the minimum number of founders accounting for the IBD patients is 

smaller than the minimum number of founders for the control groups (p<10-6). The kinship 

coefficient for the IBD group is 1.94x10-4 which is 11 standard deviations higher than the 

kinship coefficient for the controls (p<10-6). The same results were seen whether the tests were 

performed for the IBD group collectively or separately for the UC or CD groups.  

{ Conclusions:} The study indicates that IBD patients in Iceland are more related than controls, 

strongly supporting the involvement of a genetic component in the development of the disease. 

}" "A GENETIC COMPONENT IN INFLAMMATORY BOWEL DISEASE IN ICELAND: 

AN EPIDEMIOLOGICAL APPROACH"  
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{ Background.} Chemokines released by the intestinal epithelium and cells of the immune 

system are highly potent chemoattractants and activators of mononuclear cells and granulocytes. 

Elevated chemokine levels are detected in inflammatory bowel disease. The chemokine receptor 

5 (CCR5) gene is within 5cM of D3S1573, a microsatellite marker linked to IBD, and has 

previously been reported to confer susceptibility to both ulcerative colitis (UC) and Crohns 

disease (CD) [1].  

{ Method.} 350 inflammatory bowel disease patients comprising: population 1; 99 CD, 107 UC, 

population 2; 144 UC and 103 ethnically matched controls were genotyped for the CCR5-D32 

deletion by PCR.  

{ Results.} Results are shown in the table. \tx1110\tx2190\tx3270\tx4485\tx5250\tx8150\fs4 \ul 

\tab Genotype Controls Pop 1 CD Pop 1 UC Pop 2 UC n = 103 n = 99 n = 107 n = 144 Wt/Wt 80 

(76%) 82 (83%) 84 (78.5%) 113 (78%) Wt/Del 23 (22%) 14 (14%) 22 (20.5%) 30 (21%) 

Del/Del 0 3 1 1 d\fs20  

{ Comment.} The CCR5-D32 deletion frequencies were similar in Crohns disease and both 

ulcerative colitis populations when compared with controls. These data suggest that CCR5-D32 

is not a susceptibility determinant in either ulcerative colitis or Crohns disease. d\plain \s14 

\f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Simmons JD, et al (Abstract W173) Gut, 

1999; 44: Suppl. 1. A44 }" "THE CHEMOKINE RECEPTOR 5 DELTA 32 GENE MUTATION 

IS NOT ASSOCIATED WITH INFLAMMATORY BOWEL DISEASE"  
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{ Introduction and Aim:} Epidemiological studies addressed the important genetic susceptibility 

of IBD. Previous genome-wide scans have shown at least nominal evidence for linkage on 

various chromosomes. However, only a number of susceptibility regions have been replicated so 

far: 16cen (the IBD1 locus), 12q (the IBD2 locus) and 6p (the IBD3 locus). Previously, we found 

no evidence for linkage on IBD-susceptibility regions 3, 7, 12 and 16 in a smaller cohort of 

Belgian IBD affected sibling pairs. Therefore, a whole genome search was performed in a larger 

group of IBD affected relative pairs, to see if other IBD susceptibility regions could be identified 

in this population.  

{ Methods:} 92 IBD families consisting of 125 affected sibling pairs (100 CD-only, 25 mixed 

CD-UC) were recruited from the Flemish part of Belgium (all Caucasian) and were genotyped 

for 323 microsatellite markers spaced over the genome (average spacing 12.6 cM). Markers were 

run on ABI 373 sequencers. Two-point and multipoint non-parametric analysis were carried out 

using Genehunter 2.1.  

{ Results:} Two-point analysis revealed nominal evidence for linkage with 3 consecutive 

markers on 14q11-12 (D14S50: NPL 2.34, p=0.009, D14S80: NPL 2.15, p=0.016 and D14S49: 

NPL 2.44, p=0.007). Maximum multipoint p-value was seen at D14S80 (p=0.008). Further, 

linkage was observed on Xcen with the maximum multipoint peak seen around DXS1203 (NPL 

2.90, p=0.0017). The results of the genome-wide scan on the other chromosomes will be shown 

at the UEGW, Brussels. 

{ Conclusion:}  A genome-wide search in a Belgian IBD population showed nominal evidence 

for linkage on Xcen and 14q11-12 in IBD. The 14q locus overlaps with previously reported IBD-

linkages by independent investigators and is therefore the strongest argument for the validation 

of this IBD4 locus. }" "A GENOME-WIDE SCAN IN A BELGIAN INFLAMMATORY 

BOWEL DISEASE (IBD) POPULATION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.871#" " Abstract: P.871 0 Citation: Gut 2000; 47(Suppl III): 

A226 EVALUATION OF AN APO-1/FAS PROMOTER POLYMORPHISM IN 

INFLAMMATORY BOWEL DISEASE  

A. Craggs, M. Welfare, P.T. Donaldson, J.C. Mansfield  

\i Department of Gastroenterology and Hepatology, University of Newcastle upon Tyne, 

Newcastle upon Tyne, United Kingdom  

{ Background.} Apo-1/Fas, also known as CD95, is a transmembrane protein expressed on the 

cell surface. It mediates apoptosis and plays an important role in the function and regulation of 

the immune system. The gene is located on chromosome 10q24.1 and is polymorphic in the 

promoter region. This polymorphism has not been studied before in IBD and a novel linkage site 

for IBD has recently been observed on chromosome 10.  

{ Method.} 349 inflammatory bowel disease patients comprising: population 1; 98 Crohns 

disease (CD), 107 UC, population 2; 144 UC and 103 ethnically matched controls were 

genotyped for the Apo-1/{\i Fas Mva}I RFLP polymorphism by PCR, MvaI digestion and gel 

electrophoresis.  

{ Results.} Results are shown in the table. \tx1110\tx2190\tx3270\tx4350\tx5025\tx8150\fs4 \ul 

\tab Genotype Controls Pop 1 CD Pop 1 UC Pop 2 UC n = 99 n = 98 n = 107 n = 144 G/G 22 

(22%) 19 (19%) 15 (14%) 34 (24%) A/G 47 (47%) 50 (51%) 47 (44%) 74 (51%) A/A 30 (30%) 

29 (30%) 45 (42%) 36 (25%) d\fs20  

{ Comment.} The Apo-1/Fas genotype frequencies were similar in Crohns disease when 

compared with controls. In ulcerative colitis however, an increased frequency of 42% vs 30% for 

A/A genotype was shown in population 1, but was not replicated in population 2. We conclude 

that these data exclude Apo-1/Fas gene as a susceptibility determinant in either ulcerative colitis 

or Crohns disease. }" "EVALUATION OF AN APO-1/FAS PROMOTER POLYMORPHISM 

IN INFLAMMATORY BOWEL DISEASE"  
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{ Background:} A thrombotic aetiology for inflammatory bowel disease (IBD) has been 

proposed as a result of its association with thrombo-embolic complications, smoking, the oral 

contraceptive pill and the response of ulcerative colitis (UC) to heparin. We previously 

demonstrated an increased prevalence of the Factor V Leiden mutation in UC and wished to 

investigate the role of the recently discovered prothrombin G20210A gene mutation in IBD.  

{ Aim:} To investigate the hypothesis that the prothrombotic state associated with the 

prothrombin gene mutation is involved in the aetiology of IBD.  

{ Methods:} A prospective cohort study of patients attending the Bristol Royal Infirmary and 

Gloucestershire Royal Hospitals IBD clinics was performed. Thirty-nine patients with IBD (24 

with Crohns disease and 15 with UC) and 100 historical controls were screened for the presence 

of the prothrombin gene mutation using a heteroduplex-based polymerase chain reaction 

technique. None of the patients with IBD had a personal history of thrombo-embolism, whilst 

three of them had a family history.  

{ Results:} No IBD patients had the prothrombin gene mutation compared to four (4%) controls 

(allelic frequency 2%). 

{ Conclusion:}  There does not appear to be an association of the prothrombin gene mutation 

with IBD and it is unlikely to be involved in the aetiology of IBD. }" "THE ROLE OF THE 

PROTHROMBIN G20210A GENE MUTATION IN INFLAMMATORY BOWEL DISEASE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.873#" " Abstract: P.873 0 Citation: Gut 2000; 47(Suppl III): 

A227 MICROARRAY GENE EXPRESSION ANALYSIS TO IDENTIFY CANDIDATE 

GENES FOR IBD  

P. Fortina
1
, C. Stoeckert

1
, A. Latiano{\up6 2}, P. Forabosco{\up6 3}, M. Devoto{\up6 4}, G.C. 

Overton
1
, B. Brunk

1
, B. Boman{\up6 5}, S. McKenzie{\up6 5}, S. Surey{\up6 5}, F. 

Tonelli{\up6 6}, G. Lombardi{\up6 2}, A. Andriulli{\up6 2}, V. Annese{\up6 2}  

\i 
1
 University of Pennsylvania, Philadelphia, USA; {\up6 2} CSS Hospital S. Giovanni, 
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University of Genova, Genova, Italy; {\up6 5} Thomas Jefferson University, Philadelphia, USA; 

{\up6 6} University of Florence, Florence, Italy  

Crohns disease (CD) and Ulcerative Colitis (UC) are complex, genetically related disorders. 

Several susceptibility loci contributing to the generic risk for IBD have been identified in 

different chromosomes through genome-wide searches. The importance of the candidate loci on 

chromosomes 16 (IBD1) and 12 (IBD2) have been more extensively demonstrated in further 

independent analysis. Recently we have confirmed through a nonparametric approach the 

involvement of the IBD1 locus in an independent sample of Italian IBD families.  

{ Aim:} to examine the expression of genes which map to the IBD loci in order to look for 

candidates that contribute to the disease.  

{ Materials and methods:} We use arrays with wide coverage of the human genome to probe 

RNA isolated form normal and diseased colon. Primary colon crypts were isolated form 

surgically resected human colon segments. Total RNA was isolated by a guanidinium extraction 

method. Subsequently mRNA was captured and first strand cDNA was performed in situ. 

Random-primed labeling of cDNA was used to generate the radioactive target to be hybridized to 

the Gene Discovery Arrays (Genome System, Inc. St. Louis, MO). The GDA 1.3 filter 1 was 

used, which contains 18.400 human clones including most known genes. A gene index, DOTS 

(www.cbil.upenn.edu/DOTS) was used to determine which array elements are part of assemblies 

that contain an EST mapped to a chromosomal region of interest.  

{ Conclusions:} Analysis of the hybridization signals for these arrays elements will provide 

insight into the likelihood of involvement in the disease for genes contained in the IBD loci for 

either UC and CD. }" "MICROARRAY GENE EXPRESSION ANALYSIS TO IDENTIFY 

CANDIDATE GENES FOR IBD"  
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A susceptibility locus for Crohns disease (CD) has been first described by Hugot JP within the 

pericentromeric region of chromosome 16 (IBD1)(Nat. 96). We have recently replicated this 

finding in a data set of Italian families with a maximum non parametric Lod Score (NPL) of 2.7 

at marker D16S408 (Eur J Hum Genet 99).  

{ Aim:} to more precisely refine the IBD1 in our population and check for a linkage 

disequilibrium.  

{ Patients and methods:} 90 IBD families with 2 or more affected members including 26 CD, 43 

Ulcerative Colitis (UC), and 21 Mixed families were studied. 72 were sib-pair and 18 second 

degree relative pair families. For the association study, further 75 families with only one affected 

members were investigated (36 CD, 29 UC). All subjects were genotyped for 18 fluorescent 

labelled microsatellites. Genotyping data were analyzed by using a single and multipoint non 

parametric linkage analysis (GeneHunter), and trasmission disequilibrium test (TDT).  

{ Results:} The genetic region was 35 centi-Morgans (cM) large; a mean distance of 1 cM 

between two consecutive markers was applied across the area of previous identified linkage. A 

significant linkage was confirmed for marker D16S408 with maximum NPL of 3.1 for all IBD 

families, 2.37 for CD, and 2.74 for UC families, respectively. No significant linkage for mixed 

families was found. When TDT was performed, an increased sharing of allele 6 of marker 

D16S408 was found (p < 0.012), which did not reach a statistical significance after correction for 

multiple comparisons. 

{ Conclusion:}  This data better define the IBD1 locus in our population, but failed to find an 

association in sporadic cases of IBD. }" "FINE MAPPING ON CHROMOSOME 16 (IBD1) IN 

INFLAMMATORY BOWEL DISEASE (IBD). A GISC STUDY"  
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Although the incidence of IBD in Yugoslavia is low, there is evidence that it is increasing. Here 

we report the results of retrospective analysis of hospital and outpatients records of Clinical and 

Hospital Center ``Zvezdara Belgrade which covers part of Belgrade, population 540,000. From 

1988 until 1998, 187 new cases of IBD were diagnosed: 109 Crohns disease (CD) and 78 

ulcerative colitis (UC) patients. An average incidence was 4.5/100,000/ per year; 1.9 time 

increase compared with previous decade. This increase is especially evident in CD, mainly 

Crohns colitis. The prevalence of IBD calculated at december 31st, 1999 was 34/100,000. Sex 

distribution was: 43% males, 57% females. At the time of diagnosis 70% of patients were below 

the age of 40 years; CD incidence has been found to peak at age 20-29, and UC later at age 30-

39. According to Wiena classification 40% CD cases had terminal ileal and caecal involvement, 

25% ileal and colonic CD, 24% colonic CD, and 11% small intestinal (above the terminal ileum) 

CD. Crohns disease inflammatory behavior prevailed (40%). One third of CD patients had 

perianal disease.Distal colitis was the most frequent UC variant (37%). Pancolitis was found in 

17% of cases, ulcerative proctitis in 14%. In 29% of cases disease extent was not recorded. 

Indeterminate colitis had 3% of patients. Moderately active disease had 60% of patients. 

Fulminant disease had 9 % of UC patients. In this series 29 % of IBD patients had one or more 

extraintestinal manifestation(s). They were more often in patients with CD than those with UC. 

Only 2.9% of IBD cases had a family history of the disease. Thirty five of CD cases underwent 

surgery, mostly with Crohn ileo-colitis. Total colectomy was performed in 7% of UC cases. CD 

was complicated with malignancy in 1.8% of patients. Large bowel carcinoma complicating long 

standing UC was diagnosed in 5.1% of cases. }" "EPIDEMIOLOGY OF IBD IN BELGRADE 

AREA"  
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The cost of treating IBD patients is high since these patients may require expensive medical and 

surgical interventions which continue over several decades for active disease as well as for 

maintanence therapy.There is however limited current published evidence on the economics of 

IBD in Europe and this has relevance with the introduction of new expensive treatments such as 

inflammatory modulators.  

{ Aim:} To assess the total costs of treating IBD patients over a 12 month period.  

{ Methods:} We have studied 100 consecutive IBD patients attending our multidisciplinary IBD 

clinic. Data were collected from patient records on the number of outpatient attendances, 

inpatient hospital days, cost of labaratory,radiological,endoscopic investigations and treatment 

costs incurred per patient over a 12 month period.  

{ Results:} 62 patients with ulcerative colitis and 38 with Crohns disease were examined. The 

estimated average annual costs per patient with ulcerative colitis and Crohns were \'A31096 and 

\'A32184 respectively.As the data was obviously skewed the calculated median charges were 

lower than the mean, \'A3903 (\'A380 - \'A34644) for UC and \'A31276 (\'A398 - \'A39534) for 

Crohns. The mean inpatient costs (incl. surgical costs) for the 5 UC patients and 13 Crohns 

patients were \'A31755 and \'A32738 respectively. The mean (median) costs for ulcerative colitis 

and Crohns were for, outpatient attendances \'A3210 (\'A3175) and \'A3267 (210), investigations 

\'A3258 (\'A335.5) and \'A3338 (\'A3214) and medication costs \'A3487 (\'A3395) and \'A3642 

(564.5) respectively.The percentage costs are represented for Ulcerative colitis and Crohns 

disese as follows: \tx975\tx1920\tx3060\tx4065\tx4965\tx8150\fs4 \ul \tab Medical Outpatient 

Inpatient Investigation U Colitis 44.4 19.1 13 23.5 Crohns 29.4 12.2 43 15.4 d\fs20 

{ Conclusion:}  It appears that the cost involved in treating patients with IBD is higher than 

generally appreciated. This is particularly important in the light of newer treatments 

available,anti-TNF antibody which although appears expensive if they reduce the need for 

hospital admission and surgical intervention may well prove cost-effective. }" "THE 

ECONOMIC IMPACT OF INFLAMMATORY BOWEL DISEASE ON THE UK NATIONAL 

HEALTH SERVICE"  
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{ Background:} Quality of life (QoL) measurements have become an important supplement to 

the traditional clinical measurements when evaluating patient status. We have previously 

reported data concerning QoL in inflammatory bowel disease (IBD) patients. Co-morbidity, like 

rheumatic disorders (RD) must be anticipated to influence this finding.  

{ Aim:} To evaluate the influence of RD on QoL in IBD patients 5 years after the diagnosis in 

patients with ulcerative colitis (UC) or Crohns disease (CD), included in the IBSEN Study 

between 1990 and 1994.  

{ Methods:} All patients had a clinical examination by a rheumatologist, including interview and 

registration of RD and QoL. To register QoL we used SF-36 (generic) and IBDQ (disease 

specific), both questionnaires have been translated and validated in Norwegian.  

{ Results:} We present data from 521 patients of whom 131 (25%) reports RD as periferal 

arthritis (PA, n=78), inflammatory back pain (IBP, n=59) or fibromyalgia (FM, n=16). When 

analysing SF-36, patients with IBD and RD reports a lower QoL compared to those with IBD 

alone. This is in particular seen with the physical health dimensions Role Physical (RP), Physical 

Functioning (PF), Bodily Pain (BP) and General Health (GH). When analyzing the IBDQ scores, 

these differences could not be seen for the PA-group and only partly for the IBP-group. Those 

patients with IBD and FM reported a marked reduction in QoL with both questionnaires 

compared to those suffering from IBD alone. { Summary/conclusions:} Patients with IBD and 

additional RD reports a reduction in their general QoL compared to IBD patients only. The 

reduction is mainly seen in the physical dimensions of SF-36. IBD patients with FM have a 

substantial reduction in their QoL, seen both with SF-36 and IBDQ. }" "QUALITY OF LIFE IN 

PATIENTS WITH INFLAMMATORY BOWEL DISEASE AND RHEUMATIC DISORDERS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.878#" " Abstract: P.878 0 Citation: Gut 2000; 47(Suppl III): 

A228 QUALITY OF LIFE IN RELATION TO THE COURSE OF THE DISEASE IN 

PATIENTS WITH INFLAMMATORY BOWEL DISEASE  

Tomm Bernklev{\up6 1,3}, Bj\'f8rn Moum
1
, J\'f8rgen Jahnsen{\up6 2}  

\i 
1
 Central Hospital in Ostfold, Fredrikstad, Norway; {\up6 2} Aker University Hospital, Oslo, 

Norway; {\up6 3} The IBSEN Study Group, Oslo, Norway  

{ Background:} We have previously reported data on QoL in IBD-patients. These results showed 

that QoL were related to the IBD symptoms and to the disease severity.  

{ Aim:} To evaluate the relation between QoL and the patients self-reported course of the 

disease 5 years after the initial diagnosis of patients with ulcerative colitis (UC) or Crohns 

disease (CD) included in the IBSEN epidemiological study from 1990 to 1994. { Method:} All 

patients were invited to a clinical examination at the hospital, including an interview and 

registration of the course of the disease since the diagnosis of IBD. The course of disease is 

categorised as 1: initial disease, which since have been in remission 2:initial low grade activity 

with a progression throughout the observation period 3: chronic, active disease and 4: relapsing 

disease with remission intervals. QoL was evaluated by the use of SF-36 and IBDQ, which both 

have been translated into Norwegian in accordance with international guidelines. A reduction in 

score indicates a lowering of QoL.  

{ Results:} We present data from 515 patients, mean age 40 years, M: F=265:250 and UC: 

CD=350:165. In IBDQ there is a relation between the course of the disease and QoL. QoL is 

reduced in patients with active disease compared to patients reporting a less active disease. In 

category 1, the IBDQ score was 192(95%CI 190-195), in category 2 154(131-176), in category 3 

168(160-176) and in category 4 180(175-184). Patients with CD have a reduced QoL score 

compared to UC patients. There was also a gender difference; females scoring lower than males. 

Similar trends were seen with SF-36, in the dimensions Role Physical, Bodily Pain, General 

Health, Vitality and Social Functioning.  

{ Conclusions:} There is a correlation between the course of the disease in the 5-year 

observation period and QoL scores at 5 years. A more active disease leads to a decreased QoL. 

This is observed both when using a generic and a disease specific questionnaire. Differences 

were observed in disease categories and also in gender. }" "QUALITY OF LIFE IN RELATION 

TO THE COURSE OF THE DISEASE IN PATIENTS WITH INFLAMMATORY BOWEL 

DISEASE"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.879#" " Abstract: P.879 0 Citation: Gut 2000; 47(Suppl III): 

A228 CORRELATION BETWEEN A GENERIC QUALITY OF LIFE QUESTIONNAIRE 

AND A DISEASE SPECIFIC INSTRUMENT (INFLAMMATORY BOWEL DISEASE 

QUESTIONNAIRE) IN INFLAMMATORY BOWEL DISEASE PATIENTS  

Athanasios Pallis
1
, Ioannis Vlachonikolis{\up6 2}, Ioannis Mouzas

1
  

\i 
1
 University Hospital of Heraklion, Heraklion, Greece; {\up6 2} Biostatistics Laboratory, 

Department of Social Medicine, University of Crete, Heraklion, Greece  

{ Purpose:} To study the correlation between a generic Quality of Life questionnaire, the SF-36, 

and a disease specific questionnaire, the Inflammatory Bowel Disease Questionnaire (IBDQ), in 

a cohort of patients with Inflammatory Bowel Disease (IBD).  

{ Methods:} IBDQ was used for assessment of Quality of Life in 114 patients with IBD (45 CD, 

69 UC). IBDQ is a disease specific questionnaire, that includes 32 questions divided in 4 

domains (bowel symptoms, systemic symptoms, emotional function, social function). For each 

question there are graded responses from 1 (= worse) to 7 (= best). Quality of life was also 

assessed by the SF-36. SF-36 has 36 questions grouped into 8 dimensions: ``physical function 

(10 items), ``role limitations due to physical health problems (4 items), ``bodily pain (2 items), 

``general health perception (6 items), ``energy and vitality (4 items), ``social function (2 items), 

``role limitations due to emotional problems (3 items), and ``mental health (5 items) [16,17]. In 

order to have a valid comparison with IBDQ, the above eight dimensions were converted into 

four corresponding to the IBDQ dimensions. In this conversion ``bodily pain represents bowel 

symptoms; ``health perception and ``energy and vitality represent systemic symptoms; ``physical 

function, ``role limitations due to physical health problems, and ``social function represent social 

function; ``role limitations due to emotional problems and ``mental health represent emotional 

function. Correlation has been assessed by means of Spearmans correlation coefficient.  

{ Results:} Correlation coefficients between all four dimensional scores of the IBDQ and the 

corresponding scores of the SF-36 were all positive and significant, ranging from 0.828 (bowel 

symptoms) to 0.935 (emotional function) in patients with CD and between 0.462 (bowel 

symptoms) to 0.832 (emotional function) in UC patients. There is an adequate correlation 

between the IBDQ and a generic Quality of Life instrument, the SF-36. }" "CORRELATION 

BETWEEN A GENERIC QUALITY OF LIFE QUESTIONNAIRE AND A DISEASE 

SPECIFIC INSTRUMENT (INFLAMMATORY BOWEL DISEASE QUESTIONNAIRE) IN 

INFLAMMATORY BOWEL DISEASE PATIENTS"  
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Both ulcerative colitis and Crohns disease are chronic diseases with serious impact on patients 

Health Related Quality of Life. One hundred and fourteen patients with Inflammatory Bowel 

Disease (69 UC, 45 CD) were asked to complete the Inflammatory Bowel Disease Questionnaire 

(IBDQ), a disease specific quality of life instrument that includes 32 questions divided in 4 

domains (bowel symptoms, systemic symptoms, emotional function, social function). Health 

Related Quality of Life was also assessed by a Visual Analogue Scale (VAS), ranged from 1 (= 

worst) to 7 (= best). CD patients were divided into those who had ``no or minor symptoms, and 

those with severe symptoms according to Harvey-Bradshaw Index. Patients with UC were 

assessed by the Colitis Activity Index. The results are shown in Tables 1 and 2. 

\tx1065\tx2055\tx2640\tx3540\tx4935\tx5580\tx8150 Table 1. ``No or minor symptoms \tab 

Disease N Mean Std. Deviation Sig. (2-tailed) \tab Social UC 58 31,53 4,68 0.701 CD 33 31,93 

5,06 Emotion UC 58 65,98 12,83 0.036 CD 33 71,36 8,88 Systemic UC 58 29,82 4,48 0.476 CD 

33 30,48 3,69 Bowel UC 58 62,43 5,98 0.200 CD 33 64,24 7,16 Total UC 58 189,67 22,79 0.084 

CD 33 198,00 19,97 VAS UC 58 5,41 1,40 0.120 CD 30 5,86 1,13 \tab d\fs20 

\tx1065\tx2055\tx2640\tx3540\tx4935\tx5580\tx8150 Table 2. ``Severe symptoms \tab Disease N 

Mean Std. Deviation Sig. (2-tailed) \tab Social UC 11 19,81 7,13 0.259 CD 12 16,58 6,22 

Emotion UC 11 40,81 10,11 0.918 CD 12 40,41 8,45 Systemic UC 11 18,36 6,53 0.272 CD 12 

15,50 5,63 Bowel UC 11 42,63 10,78 0.803 CD 12 43,58 6,89 Total UC 11 121,81 25,76 0.553 

CD 12 115,83 21,80 VAS UC 9 3,00 1,11 1.000 CD 10 3,00 1,05 \tab d\fs20 In the ``no or minor 

symptoms group there is no difference in the total IBDQ score between UC and CD patients. 

There is a difference in the ``emotional function domain with UC patients having better 

emotional function. In the ``severe symptoms group no difference is observed between CD and 

UC patients regarding the IBDQ dimensional scores. According the VAS score, no difference 

was observed between UC and CD in both groups. }" "DIFFERENCES IN PERCEPTION OF 

HEALTH RELATED QUALITY OF LIFE IN PATIENTS WITH ULCERATIVE COLITIS 

VERSUS PATIENTS WITH CROHNS DISEASE"  
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Although several studies have suggested increased anxiety and depression in patients with 

inflammatory bowel disease (IBD), the relationship of these features to disease activity is 

unclear. The aim of this study was to assess 1) the level of psychological distress in IBD patients 

and 2) whether it was related to disease activity, or personality variables, such as a patients self 

efficacy (belief in ones ability to control outcome) and acceptance of illness. 57 patients were 

evaluated (36 Crohns, 21 Ulcerative Colitis). Median age was 34 yrs (range 16-71). The mean 

duration of illness was 5.8 years. Anxiety and depressive symptoms were measured using the 

Hospital Anxiety and Depression Scale (HADS). Self Efficacy was scored using the Generalized 

Self Efficacy Scale (GSES). Adjustment to illness was evaluated using the Acceptance of Illness 

Scale (AIS) and disease activity was measured using the Crohns Disease Activity Illness (CDAI) 

and the Clinical Activity Illness for Ulcerative Colitis (CAI). Levels of pain were also scored 

using a 10cm visual analogue scale (VAS). A high level of psychological morbidity was 

observed in this cohort. 49% of patients demonstrated anxiety levels above the cut-off point 

while 12% of patients reported depression levels above the cut-off. Anxiety levels correlated 

with depressive symptoms (p=0.008). Females showed higher depression scores than males 

(p=0.03). Age correlated significantly with anxiety (p=0.01) but not depression. 40% of patients 

reported pain on the VAS. Multiple regression analyses did not demonstrate a relationship 

between anxiety or depressive symptoms, and duration of illness, pain or disease activity. In 

contrast, poor self efficacy correlated with both anxiety (p=0.0003) and depression (p=0.004). 

Low acceptance of illness scores also significantly correlated with both anxiety (p=0.0004) and 

depression (p<0.0001). This data suggests that psychological morbidity in patients with IBD is 

not directly related to disease activity, but rather to personality where there is a lower sense of 

personal control and a patients lack of adjustment to illness. }" "PERSONALITY FACTORS 

ARE IMPORTANT PREDICTORS OF PSYCHOLOGICAL MORBIDITY IN PATIENTS 

WITH INFLAMMATORY BOWEL DISEASE"  
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Coping behaviour plays an important role in physical and psychological well being. 

Inflammatory Bowel Disease (IBD) is a chronic disease with major effects on daily life 

activities. Only few studies have been conducted to determine how IBD patients cope with their 

disease. The objective of the present study was to determine which coping strategies 

(``avoidance, ``emotion, or ``task) are chosen by IBD patients throughout Europe. The short 

Coping Inventory for Stressful Situations (s-CISS), the Medical Outcomes Study (MOS) Social 

Support Survey and the Short IBD Questionnaire (SIBDQ), were sent to 1051 IBD patients in 

eight countries (Norway, Denmark, Ireland, The Netherlands, Portugal, Italy, Greece, and Israel). 

All patients had been diagnosed with IBD between 1991 and 1993. One-way ANOVA and 

Tukey tests with Bonferroni correction of alpha (alpha*=0.0018) were performed to examine 

differences in the use of coping strategies, availability of social support, quality of life (QoL), 

and age distribution between countries. Chi-square tests were performed to investigate 

differences in diagnosis and gender distribution between countries. Response rate was 78%, of 

which 85% could be used for data analyses. Data of these 695 patients, 470 patients with 

ulcerative colitis (UC) (213 females; median age 45 yrs; age range 19-88 yrs) and 225 patients 

with Crohns disease (CD) (130 females; median age 40 yrs; age range 22-88 yrs) were included 

in Standard Multiple Regression Analysis. No differences were found between countries for 

social support or age and sex distribution. QoL was significantly lower in Portugal compared to 

the other countries. There is no reason to assume that this reflects a real difference; it is probably 

caused by methodological aspects. Except for diagnosis (CD or UC), all variables contributed 

significantly to the different coping strategies, indicating that social support, QoL, age and 

gender influence the choice which coping strategy to use in IBD. No consistent differences 

between countries were observed for task and avoidance coping strategies, but all participating 

countries in southern Europe used the emotion coping strategy significantly more often than in 

countries in northern Europe. This suggests that in IBD, cultural background is important in the 

choice of coping strategies. }" "COPING IN INFLAMMATORY BOWEL DISEASE 

THROUGHOUT EUROPE"  
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Control of disease activity and patient well being in inflammatory bowel disease, may in part be 

affected by compliance with treatment. There is little data on compliance in IBD, but factors that 

might affect compliance include the patients perception and understanding of their disease and 

its treatment. Previous studies using data obtained from patient self help groups may not be 

representative of the burden of IBD.  

{ Aims.} 1.To assess our patients views and understanding of their disease and its management. 

2.To determine how patients would wish us to impart information and advice in the future.  

{ Methods.} 100 patients selected randomly from the IBD database were invited to complete a 

questionnaire asking them for their views on their disease, its treatment and how information 

should be provided in the future.  

{ Results.} 73 patients responded (35male, 38 female). Only 14 were members of NACC. 26 

understood they had Crohns disease, 42 ulcerative colitis, 5 were unsure. 35 were in 

employment, of those not employed 12 believed it was due to their disease, but 56 felt that their 

disease interfered with work, school or home life. 37 had visited a general practitioner more than 

twice because of IBD in the previous year, 11 required in patient treatment, 22 were in 

remission. 46 felt they understood how their drugs helped them, but only 35 were aware of 

potential side effects. 48 were taking oral 5ASA, 11 azathioprine, 7 oral steroids, and 16 rectal 

treatments. Patients reported 5ASA(20), azathioprine (1) and steroids (8) were stopped because 

of side effects. 35 admitted to forgetting to take medication, 24 had tried on occasion to avoid 

taking medicines, 36 had at sometime altered their dosage themselves. Only 4 had not been able 

to take their drugs because of cost. 46 expressed the need to know more about their drugs. 38 

were concerned about dependance on drugs, yet most (50) believed that their wellbeing 

depended on their medicines, 54 that they would prevent worsening of disease and 51 that they 

made them feel better, 8 felt that drugs did more harm than good. Most (54) understood the 

instructions on how to take their drugs. 46 requested more information about drug treatment, 49 

general information. How would you like information? Information sheets (38), booklets (21), 

videos (15), cassettes (6) Who would you like to provide information? Consultant(30),IBD 

nurse(27), NACC(15),GP(13), other doctor (12), pharmacist(7)  

{ Conclusion.} A minority were members of a self help group (NACC) and therefore such 

groups are not representative of studies in IBD. This study highlights the burden that IBD 

imposes on family, work and schooling. Patients perceive a high incidence of side effects, and 

express a need for more information ideally delivered by specialists and supported by written 

information. }" "PATIENT PERCEPTION OF THEIR DISEASE AND ITS TREATMENT IN 

IBD"  
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The prevalence of osteoporosis in inflammatory bowel disease (IBD)is reported to be high. The 

extent of awareness of this problem and how frequently screening is carried out is unclear. 

Guidelines have been published by the British Society of Gastroenterology (BSG) for screening 

and management of osteoporosis in inflammatory bowel disease patients(1).  

{ Aim and Methods:} We conducted a prospective survey among patients attending our 

multidisciplinary IBD clinic to examine the number of patients being screened and to see if the 

rate of screening had improved since the publication of guidelines.  

{ Results:} A total of 84 patients was studied both before and after publication of the guidelines 

(38 male/46 female). In the ulcerative colitis (UC) group, mean age for males was 49.3years (29-

79yrs)and 46.9years (18-73yrs) for females. In the Crohns group, mean age for males was 

44.2years (21-63yrs) and 46.8years (23-84yrs) for females. Duration of disease was a median of 

108 months (13-444mths) in UC and 162.5 months (16-444mths) in Crohns subjects for both 

sexes. 38%(19 patients) of UC and 44%(15 patients) of Crohns had required steroids for flare 

ups in the last 12 months. 10% with UC and 44% with Crohns had required maintenance steroids 

for more than 4 months. 29.7% were smokers and 3.5% drank excessive alcohol. 13% of patients 

had other significant illnesses which could contribute to osteoporosis. 19 patients (6 UC/13 

Crohns) had been screened for osteoporosis. 52.6% were normal, 26.3% were osteopenic and 

21% had osteoporosis. There was no difference in the rate of screening before (20.8%) and after 

(23.3%) publication of guidelines. 

{ Conclusion:}  Osteoporosis is often found in routine screening of patients in a busy IBD clinic. 

Nevertheless, in clinical practice this is being carried out relatively infrequently. it has been 

useful to have guidelines developed for the recognition and management of osteoporosis in IBD. 

However, in our experience, they are having little impact on the clinical care of patients with 

these conditions. Reference: (1) Guidelines for osteoporosis in coeliac disease and inflammatory 

bowel disease.E.M.Scott et al.Gut 2000:46(Suppl 1):i1-i8. }" "SCREENING FOR 

OSTEOPOROSIS IN INFLAMMATORY BOWEL DISEASE: THE IMPACT OF 

GUIDELINES"  
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{ Aim:} Osteoporosis is a recognised feature during the course of inflammatory bowel disease. 

Early diagnosis and treatment is desirable. Ultrasound Bone Densitometry is a non-invasive, 

accessible and repeatable method for assessment and could have a role in screening patients, 

especially in a District General Hospital. We assessed bone measurements in our patients with 

inflammatory bowel disease and compared with those of controls.  

{ Patients and methods:} Ultrasonic measurement of Broadband Ultrasonic Attenuation (BUA), 

Speed of Sound (SOS), US Stiffness (indicates quality of the bone irrespective of mineral 

density) and estimated Bone Density was obtained using Sahara Hologic Bone Densitometer on 

47 consecutive patients with inflammatory bowel disease and compared with that of 45 controls. 

Ethical committee approval was obtained.  

{ Results:} Patients with inflammatory bowel disease had a significantly reduced estimated 

BMD (g/cm2) [0.556(SD.I2)] when compared to age matched controls [0.613(SD0.10)] p<0.05. 

US Stiffness in cases [99.6(SD 19.49)] was significantly lower than the controls [108.47(SD 

16.33)] p<0.05. Comparison amongst the groups revealed significantly lower mean bone density, 

stiffness, BUA and SOS in patients with crohns disease compared to ulcerative colitis (p<0.05) 

and controls (p=0.001) 

{ Conclusion:}  Ultrasound bone densitometry of the os calcis could be a useful and easily 

accessible screening method of detecting osteoporosis in patients with crohns disease. Larger 

studies are required to validate the method for screening and follow up and ascertain the risk of 

fracture in patients with low stiffness of the os calcis. }" "SCREENING FOR OSTEOPOROSIS 

IN INFLAMMATORY BOWEL DISEASE USING ULTRASOUND OF THE OS CALCIS"  
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A 35-year old female presented an unusual skin lesion of the forehead. This area (2 \'d7 5 cm) 

was reddish, vascularized, with irregular margins (picture available). Its appearance was 

associated to mild discomfort and pruritus. A diagnosis of CD of the distal ileum and colon-

rectum was made in 1994. Symptoms began with abdominal pain, diarrhoea, rectal bleeding, 

remittent fever (38-39 \'b0C) and weight loss. Remission was induced by high dose 

corticosteroids and 5-ASA. From 1994 to 1997 the disease showed a chronic active course and 

steroid-dependence. All alternative drugs were uneffective. On 1997 a perirectal abscess, vulvo-

rectal and perianal fistulae appeared. Because of the steroid-dependence, drug-resistant ocular 

and perianal manifestations, total proctocolectomy with ileostomy was performed on 1997. 

Macro- and microscopical analysis was compatible with CD. Since surgery, she is in general 

well being while taking no drugs. A small bowel follow through on 1999 showed no recurrence. 

The forehead lesion differed from the usual skin lesions of CD. It first appeared on 1994, 

disappearing in few weeks. A skin biopsy has been taken. Two independent histopathologists 

(LGS, KG) defined it as an unusual skin lesion. Histopathologist 1 (LGS) detected a chronic 

granulomatosus inflammation with a peri-neural localization in few areas (Ziehl-Nielsen 

negative), compatible with a rare metastatic forehead lesion of CD (pictures available). 

Histopathologist 2 (KG) detected as main pathology the dense fibrotic dermis, consisting of the 

presence of numerous small - dense-granulomas composed mainly of CD68 positive and PAS 

negatives monocytes (IP-stained pictures available). Foreign bodies and mycobacteria were not 

detected. Although the localization was not typical, it was initially defined compatible with 

metastatic CD. However, the lack of lymphocytes prompted histiopathologist 2 (KG) to look 

further together with a dermopathologist (PT) and the final diagnosis was ``Annular elastolytic 

granuloma of the forehead. Annular elastolytic giant cell granuloma is a rare chronic 

granulomatous skin disease of unknown etiology, with phagocytosis of elastic fibres by 

multinucleated giant cells. The lesions show upper and middermal inflammatory reaction with 

multinucleated giant cells, histiocytes and epithelioid cells. It may be associated to several CD-

related conditions, including sarcoidosis, responsive to drugs effective in CD (corticosteroids, 

colchicine, cyclosporine). A systemic elastolytic granulomatosis with cutaneous, ocular, 

lymphonodal and intestinal involvement has been reported. Macroscopic features of the lesion 

were not typical of annular elastolytic giant cell granuloma. The diagnosis of this forehead skin 

lesion in uncertain. Cutaneous granuloma formation in CD is a rare event associated to colonic 

involvement and termed metastatic CD. No metastatic skin lesions of the forehead have been 

reported. The reported skin lesion, as expression of either metastatic forehead lesion of CD or 

annular elastolytic granuloma suggests that several granulomatous diseases may form a disease 

spectrum, including CD, with possible systemic involvement requiring histological analysis of 



all involved tissues for a proper diagnosis, treatment and follow up. }" "METASTATIC 

CROHNS DISEASE (CD) OR ANNULAR ELASTOLYTIC GRANULOMA OF THE 

FOREHEAD?"  
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Hepatic involvement in patients with Inflammatory Bowl Diseases (IBD) is quite frequent. 

Besides, these patients have a theoretically increased risk for postviral chronic hepatitis because 

of repeated hospitalisations, intravenous treatment, blood transfusions and endoscopic 

explorations.  

{ Aim:} The study of prevalence of infection with viruses B or C and identification of risk 

factors in patients with IBD.  

{ Material:} The sample included 47 patients admitted in the II Medical Clinic in 1999.  

{ Results and Discussions:} Of these patients, 43 were diagnosed with rectocolitis and 4 with 

Crohn disease. 27 were males and 20 were females. Postviral chronic hepatitis was manifest in 6 

patients (14%), 4 patients had AC a-HVC and 2 had AgHBs+. Of the 6 patients, only 3 had 

increased level of hepatic enzimes. The risk factors were studied in two groups: patients with 

IBD and chronic viral hepatitis-group A, and with IBD without postviral chronic hepatitis (group 

B). The results were: history of disease over 10 years: 2 patients (33%) in group A, versus 12 

(30%) in group B; number of hospitalizations over 10: 1 (18%) versus 8 (20%); number of 

endoscopic explorations (rectoscopy, colonoscopy) over 5: 1 (18%) versus 7 (17%); previous 

blood transfusions related to IBD: 3 patients (50%) in group A versus 8 patients (20%) in group 

B.  

{ Conclusions:} 1. Characteristic epidemiology of IBD with an increased prevalence of 

rectocolitis versus Crohn disease; 2. Increased prevalence of viral chronic hepatitis in patients 

with IBD versus general population; 3. The previous blood transfusion seems to be the most 

important risk factor. }" "PREVALENCE OF VIRAL CHRONIC HEPATITIS IN PATIENTS 

WITH INFLAMMATORY BOWL DISEASES"  
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{ Objective:} Patients affected by inflammatory bowel disease (IBD) have an increased risk of 

thromboembolic events and it has been proposed that microvascular thrombosis may be 

implicated in the pathogenesis of IBD. Hyperhomocysteinaemia has been recognised as a novel, 

indipendent risk factor for vascular thromboembolic events. Aims of the present study were to 

evaluate plasma levels of homocysteine in IBD patients and to correlate concentration of total 

plasmatic homocysteine (tHcy) with disease activity and different therapies.  

{ Methods:} We enrolled 54 consecutive patients with IBD: 24 Crohns disease (CD) and 30 

ulcerative colitis (UC) and 40 healthy volunteers matched for sex and age. tHcy, serum folate 

and cobalamin values were determined in blood samples.  

{ Results:} Plasma levels of tHcy resulted significantly increased in patients affected by CD and 

UC compared to healty controls (respectively 10.2 ± 6.3 vs 11.8 ± 5.6 vs 7.4 ± 2 \'b5M, p < 

0.05). No statistical differences were found as regards serum folate and cobalamin concentrations 

in the studied groups. No correlations between plasma levels of homocysteine, disease activity 

and therapeutic modalities were found.  

{ Conclusions:} Patients with IBD have elevated plasma levels of homocysteine compared to 

healthy controls. This may account for the occurrence of thromboembolic complications in these 

subjects. }" "HIGH HOMOCYSTEIN LEVELS IN INFLAMMATORY BOWEL DISEASE"  
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{ Background:} Thromboembolism is a cause of morbidity in patients (pts) with inflammatory 

bowel disease (IBD). Factor V Leiden has been shown to be associated with risk of 

thromboembolism in IBD whereas few data are available on prothrombin gene mutation.  

{ Aim:} To determine the incidence and possible association of the factor V Leiden and 

prothrombin gene mutation with the development of thrombosis in IBD.  

{ Ods:} We performed a retrospective study over the last 9 years (11/90-9/99) considering 1,017 

consecutive liver transplantations in 931 patients at our hospital.  

Results: After liver transplantation 19.8% (202/1,017) of patients received ERC. ERC revealed 

biliary lesions in 12.2% (124/1,017) of patients after OLT. Since some patients presented two or 

more lesions a total of 152 biliary lesions could be identified in these 124 patients. Biliary 

lesions were found in the donor bile duct system (3.6%=37/1.017), the recipient bile duct system 

(8.5%=87/1.017) or the bile duct anastomosis (2.9%=(29/1.017). Most bile duct anastomosis 

manifested as anastomotic stenosis caused either by early inf }" "FACTOR V LEIDEN AND 

PROTROMBIN GENE MUTATION IN INFLAMMATORY BOWEL DISEASE IN A 

MEDITERRANEAN AREA"  
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{ Introduction:} Patients with inflammatory bowel disease (IBD) are at increased risk of 

thromboembolic complications. The role of factor V Leiden and prothrombin 20210A mutation 

has been reported, but the results have been conflicting. AIM: To assess the prevalence of factor 

V (FV) Leiden and prothrombin (FII) 20210A mutation in two groups of patients with IBD; a) 

IBD patients with a documented evidence of venous thromboembolism (VTE), b) IBD patients 

with no documented evidence of VTE.  

{ Patients and methods:} Twenty-nine patients (M:F=11:18, median age 59.5 \{19-80\} with 

IBD and VTE, and 169 patients (M:F=76:93, median age 42 \{17-79\} with IBD and no VTE 

were recruited. Control population comprised 215 subjects with DVT/PE and 252 healthy 

subjects. In patients and controls, the diagnosis of DVT was proven by a doppler ultrasound or 

contrast venography. Diagnosis of PE was based on a positive Technicium99 ventilation-

perfusion lung scan or a contrast-enhanced high-resolution spiral CT. FV Leiden mutation (1691 

G-A) and FII 20210A mutation was determined by PCR as described previously.  

{ Results:} a) IBD+VTE vs Control+VTE; 2/29 (7%) patients and 24/215 (11%) of control 

subjects were heterozygous for the FV Leiden mutation (p=0.75). 1/29 (3.4%) vs 3/215 (1.4%) 

were heterozygous for the FII 20210A mutation (p=0.4). b) IBD with no VTE vs Control; 4/169 

(4%) patients vs 15/252 (6%) controls \{p=0.4\}, and 2/169 (1.2%) patients vs 0% controls 

\{p=0.06\}were heterozygous for FV Leiden and FII 20210A mutation respectively.  

{ Conclusions:} We found no evidence of increased prevalence of FV Leiden and FII 20210A 

mutation in our IBD population with or without VTE. Available evidence do not support an 

aetiologic or disease-modifying role for the FVL/FII mutation in IBD. }" "FACTOR V LEIDEN 

AND PROTHROMBIN 20210A MUTATION IN PATIENTS WITH INFLAMMATORY 

BOWEL DISEASE"  
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{ Introduction and aims of study:} In inflammatory bowel disease (IBD), gut microvascular 

thrombosis as well as thromboembolic complications have repeatedly been observed. We 

examined the long term course of markers of fibrinolysis and coagulation in relation to clinical 

disease activity.  

{ Methods:} In a prospective study, the coagulation activating factors prothrombin fragment 1 

and 2 (F1,2) and the thrombin-anti-thrombin (TAT) complex, the coagulation inhibiting factor 

antithrombin (AT), the fibrinolysis factor D-dimer, and the fibrinolysis inhibiting factors 

plasmin-alpha2-antiplasmin (PAP) complex and plasminogen-activator-inhibitor-1 (PAI-1) were 

measured. Twenty patients with Crohns disease (CD), 18 patients with Ulcerative Colitis (UC) 

and 19 patients with Giant cell arteritis (GCA) were followed prospectively during active and 

inactive disease (mean follow-up 9 months). Included were age- and sex- matched healthy 

controls for CD and UC (n=25), as well as for GCA (n=26). Disease activity was assessed with 

the Crohns Disease Activity Index (CDAI) in CD, Ulcerative Colitis Activity Index (UCAI) in 

UC, and ARA criteria in GCA, as well as levels of ESR and CRP.  

{ Results:} Levels of F1,2 and TAT were significantly higher in active versus inactive CD and 

UC, but remained high in GCA. D-dimer, PAP and PAI-1 were significantly higher in active 

versus inactive CD, UC and GCA. Levels of AT were lower in active versus inactive GCA, but 

did not differ in active versus inactive CD and UC. Levels of F1,2 as well as D-dimer and PAP 

were significantly higher in active IBD and GCA, as well as in inactive IBD and GCA, than in 

the non-inflammatory controls. A positive correlation was found between the Crohns Disease 

Activity Index and F1,2, TAT, D-dimer, PAP and PAI-1. Also, a positive correlation was found 

between the Ulcerative Colitis Activity Index and F1,2, TAT, D-dimer, PAP and PAI-1. 

However, even after 12 months of follow-up, in CD and UC the mean levels of F1,2, D-dimer 

and PAP were significantly higher than the levels of the controls.  

{ Conclusions:} Prothrombin fragment 1 and 2, TAT, D-dimer, PAP and PAI-1 correlated with 

inflammatory bowel disease activity. Levels of F1,2, D-dimer and PAP were however markedly 

raised for a long time in clinically inactive inflammatory bowel disease, underlining a chronic 

state of hypercoagulation and enhanced fibrinolysis. }" "COAGULATION AND 

FIBRINOLYSIS IN INFLAMMATORY BOWEL DISEASE AND IN GIANT CELL 

ARTERITIS"  
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{ Background:} It is important to establish an accurate diagnosis of the type of inflammatory 

bowel disease (IBD) at the outset because outcomes are different in Crohns disease and 

Ulcerative colitis (UC). Gut permeability to macromolecules including food proteins is increased 

in IBD. We routinely test all IBD patients for gliadin and cows milk protein antibodies before 

recommending exclusion diets to maintain long term remission. Aim: To determine whether 

Crohns disease and Ulcerative colitis could be differentiated on the basis of antibodies to gliadin 

and cows milk.  

{ Methods:} Three groups of children were studied (i) 28 healthy controls mean age 13.4 years; 

(ii) 22 with Crohns disease mean age 13.7 years; (iii) 6 children with UC mean age 12.9 years. 

IgG antibodies to gliadin and cows milk proteins were measured by a sensitive in house ELISA 

method.  

{ Results:} Significantly higher levels of antibodies to both proteins were present in Crohns 

disease but not in UC. Whole milk antibodies: Control 1.38, UC, 1.25 (p=0.3), Crohns 5.42 

(p<0.001). IgG Antigliadin antibodies: Control 2.03, UC 1.88 (p=0.4), Crohns 4.52 (p<0.001). 

Antibodies in Crohns disease declined to normal levels after treatment. { Discussion:} Recently 

serological tests such as anti-neutrophil cytoplasmic antibodies (ANCAs) and anti-

Saccharomyces cerevisiae antibodies (ASCA) have been advocated to differentiate IBD. Our test 

was comparatively cheaper and had similar specificity. Absence of IgA antigliadin antibodies 

ruled out Coeliac disease in the Crohns group.  

{ Conclusions:} This study shows that it is possible to differentiate Crohns and UC patients on 

the basis of differences in the antigenic responses to gliadin and cows milk protein. Results 

support the use of exclusion diets in the management of long term remission in Crohns disease. 

}" "DIFFERENTIATING CROHNS DISEASE AND ULCERATIVE COLITIS ON THE 
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{ Background:} Transabdominal bowel sonography (TABS) is becoming a complementary 

diagnostic procedure in diagnosing and follow up of inflammatory bowel diseases (IBD) and its 

complications.  

{ Aim:} To validate the accuracy of TABS in diagnosing and follow up of IBD and its 

complications.  

{ Patients and methods:} Fifty one patients (Pts) with histopathologic diagnosis of IBD (21-

Ulcerative colitis (UC); 14-Crohn s disease (CD); 6-Undeterminate IBD underwent upper and 

lower endoscopy, x-ray examinations and gray-scale TABS with 3,5 and 7,5 MHz probes during 

the same hospitalization. None of them where previosly operated due to complications of IBD. 

We calculated the accuracy of TABS in regard to other diagnostic methods.  

{ Results:} Value of TABS in diagnosing CD are shown as: Tabs detected strictures in CD with 

88,2% sensitivity, 50,0% specificity and 93,7% positive predictive value (PPV);fistulas were 

detected by 57,0%, 100,0% and 100,0% respectively; abscesses were found by 87,0%,50,0% and 

87,5% respectively; total sensitivity of TABS in detecting the complications of CD was 

sensitivity-76,0%, specificity- 50,0%, PPV-93,7% and negative predictive value (NPV)-18,1%. 

Sensitivity,specificity,PPV and NPV in detecting the localisation and extension of CD is: 50,0%, 

50,0%, 66,6%, 33,3% respectively in imaging the duodenum; 66,0%, 100,0%,100,0%,50,0% 

respectively in imaging jejunum; 90,0%, 50,0%, 90,0%, 50,0% respectively in imaging ileum; 

80,0%, 50,0%,83,3%,50,0% in imaging colon, and 78,0%,57,1%, 85,7%,44,4% respectively in 

total. Discusion and conclusion Different types of IBD couldnt be distinguished by the echo 

pattern alone. TABS showed the best accuracy in detecting abscesses, fistulas, strictures, and 

extension of IBD in recognition the cases of severe desease. Our experience indicates that 

fistulas originates from stenotic part of the bowel. TABS is usefull as a complementary method, 

but greatly depends on the personal experience of the ultrasonographer. }" "ACCURACY OF 

TRANSABDOMINAL BOWEL SONOGRAPHY IN INFLAMMATORY BOWEL DISEASES 

AND ITS COMPLICATIONS"  
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{ Introduction and Aim:} In the absence of pathognomonic markers for Crohns disease (CD) and 

ulcerative colitis (UC), the diagnosis of inflammatory bowel disease (IBD) depends on a 

compendium of clinical, radiographic, endoscopic and histological criteria that bear imperfect 

specificity to the individual disorders. In 10% of colitis, no differentiation can be made. ASCA 

(anti-Saccharomyces cerevisiae antibodies) and pANCA have been proposed to increase the 

diagnostic accuracy. We evaluated these two serologic markers to see if those antibodies are 

useful in making differential diagnosis in (pathological and clinical) indeterminate colitis (IC).  

{ Methods:} 52 patients (28 from Leuven, Belgium and 24 from Lille, France) with an initial 

diagnosis of IC were analyzed for pANCA and ASCA by indirect immunofluorescence and 

standardized ELISA, respectively and followed prospectively.  

{ Results:} In 20 patients a definitive diagnosis is available at present. (see table) Remarkably, 

the largest group (24/52) is negative for both markers and 21/24 remain indeterminate. 

\tx1620\tx2205\tx2820\tx3435\tx3615\tx8150\fs4 \ul \tab n \ul Final diagnosis \ulnone CD UC 

IC ASCA+/pANCA- 10 3 1 6 ASCA-/pANCA+ 15 4 6 5 ASCA+/pANCA+ 3 2 1 0 ASCA-

/pANCA- 24 2 1 21 d\fs20 

{ Conclusion:}  The combined assay of ASCA and pANCA can be useful in IC. 

ASCA+/pANCA- predicts evolution to CD in 75% of the patients. ASCA-/pANCA+ is 

predictive for UC or UC-like CD in all patients so far. Interestingly, the majority of ASCA-

/pANCA- patients remain IC, maybe pointing towards a distinct clinico-serological entity. 

Further prospective follow-up is ongoing. }" "ASCA AND PANCA IN INDETERMINATE 

COLITIS: A PROSPECTIVE STUDY"  
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KUL Genetic Epidemiology, Leuven, Belgium { Background and Aims:} ASCA is a serologic 

marker associated with Crohns disease (CD). Although there is still discussion on its clinical 

value, several companies each promote their own ASCA assay to be used in the 

Gastroenterologists practice at considerable expense. The aim of this study was to determine 

whether different available ASCA assays agree sufficiently well for the results to be used 

interchangeably.  

{ Methods:} Serum was extracted from blood, obtained from a large cohort of IBD patients (100 

CD, 100 ulcerative colitis (UC)) and 100 controls. Four different ASCA assays were studied 

(Prometheus Laboratories, Lille, Medipan Diagnostica and Inova Diagnostics). Sensitivity, 

specificity and PPV were compared. Agreement between assays was evaluated using Pearsons 

correlation, Altman-Bland analysis and reconstruction of ROC curves for each assay.  

{ Results:} Sensitivity of ASCA for CD ranged between 41% and 77%. Sensitivity was inversely 

related to specificity and PPV. Results correlated well overall (range r=0.54-0.90) and the 

different ROC curves showed good agreement. Using recalculated cut-off points, 

interchangeability increased. However, large differences were seen when absolute values were 

compared.  

{ Conclusions:} The current available ASCA assays agree well but differ all greatly in the 

interpretation of the results. The large range in sensitivities and specificities with the different 

ASCA assays is mainly the consequence of the cut-off value chosen for each individual assay. 

Although relationship between and within assays is good, caution should be made when using 

absolute values. Therefore, standardisation of ASCA measurements is needed. }" 

"COMPARISON OF THE DIAGNOSTIC VALUE OF COMMERCIAL ASCA ASSAYS IN 
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{ Objective:} The combined measurement of perinuclear antineutrophil cytoplasmic 

autoantibodies (pANCA) and anti-Saccharomyces cerevisiae mannan antibodies (ASCA) has 

recently been suggested as a valuable diagnostic approach in inflammatory bowel disease (IBD). 

The aim of this study was to assess the value of detecting pANCA and ASCA in the 

differentiation between ulcerative colitis (UC) and Crohns disease (CD) in a Greek IBD 

population.  

{ Methods:} Sera were collected from 157 patients with IBD [97 with UC 56 with CD and 4 

with indeterminate colitis (IC)] and 150 healthy controls. Determination of pANCA was 

performed by a standard indirect immunofluorescence technique on ethanol fixed granulocytes 

and ASCA by an ELISA assay.  

{ Results:} pANCA were detected in 65 of 97 (67 %) samples from UC patients, in 9 of 56 (16 

%) CD patients and in 3 of 4 IC patients (75 %). Raised titers of ASCA were found in 11 out of 

97 UC patients (11 %), in 22 out of 56 CD patients (39 %) and in 2 of 150 HC (1.3 %). None 

from the IC patients were ASCA positive. In patients with UC, sensitivity, specificity, positive 

predictive value (PPV) and negative predictive value (NPV) of the pANCA test was 67%, 84 %, 

93% and 46% respectively. These values did not change significantly when the combination of 

positive pANCA and negative ASCA was used. ASCA test in diagnosing CD yielded a 

sensitivity, specificity, PPV and NPV of 39%, 89%, 54% and 81%. The combination of pANCA 

negative and ASCA positive increased the positive predictive value to 77% and it was associated 

with small bowel disease. 

{ Conclusion:}  A positive pANCA test in Greek patients has a diagnostic value in confirming a 

diagnosis of UC. The prevalence of ASCA in our CD patients was lower than in other reports. 

Measurement of pANCA and ASCA together has a rather limited value in the differential 

diagnosis between UC and CD but may be of help in studying disease heterogeneity. }" "ANTI-

SACCHAROMYCES CEREVISIAE MANNAN ANTIBODIES AND ANTINEUTROPHIL 

CYTOPLASMIC AUTOANTIBODIES IN GREEK PATIENTS WITH INFLAMMATORY 

BOWEL DISEASE"  
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{ Objective:} Lipoprotein (a) [Lp(a)] is recognised as a risk factor for arterial and venous 

thrombosis, a property that might be related to its structural similarity to plasminogen. Since 

patients with inflammatory bowel disease (IBD) frequently suffer from thromboembolic events 

we studied the role of Lp(a) in conjunction with lipids and apolipoproteins in Greek patients with 

ulcerative colitis (UC) and Crohns disease (CD).  

{ Methods:} Lp(a), total cholesterol, high-density lipoprotein cholesterol (HDL), low-density 

lipoprotein cholesterol (LDL), triglycerides (TG), apolipoprotein A1 (apoA1) and apolipoprotein 

B (apoB) were determined in sera from 69 consecutive fasting patients with IBD (32 with UC 

and 37 with CD) and 30 healthy controls (HC).  

{ Results:} The mean serum Lp(a) level was significantly higher (P < 0.001) in the CD patients 

(63.2 mg/dL) in comparison to UC patients (16.9 mg/dL) and HC (18.1 mg/dl). Raised levels of 

Lp(a) >30 mg/dL was found in 14 CD patients, 2 UC patients, and 4 HC. No association between 

serum levels of Lp(a) and disease activity was found. CD patients had also significantly lower 

average cholesterol and LDL-cholesterol levels than both HC and UC patients (P<0.05 and 

P<0.001 respectively). Levels of TG, HDL-cholesterol, apoA1 and apoB did not differ 

significantly between the three groups. 

{ Conclusion:}  Increased Lp(a) is common in CD patients and may account for the increased 

thrombotic risk of these patients. }" "INCREASED LEVELS OF LIPOPROTEIN A IN CROHN 

S DISEASE; A RELATION TO THROMBOSIS?"  
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Patients (pts) with inflammatory bowel disease (IBD), presents a higher risk of ocular 

manifestations. Uveitis occurs in approximately 5% of IBD pts, being the most serious ocular 

lesion.  

{ Aims:} Evaluate the prevalence of uveitis in IBD pts and HLA-B27 associated haplotype.  

{ Patients and methods:} Sixty-nine consecutive IBD pts (37 with Ulcerative Colitis and 32 with 

Crohns disease), ranging in age between 15 and 72 years (mean: 37 ± 13 years), were analysed. 

In each one it was carried out a blood sample (sedimentation rate, C reactive protein and HLA-

B27 haplotype) and a inquiry concerning extra-intestinal manifestations (past or present), recent 

medication and IBD activity. All pts underwent an ophthalmologic assessment, including slit-

lamp examination. None of the pts had any ocular symptoms.  

{ Results:} The prevalence of HLA-B27 haplotype positive was 20.6%. Ocular lesions observed 

during ophthalmologic examination, were divided in two groups (Gp): Gp 1 (3 pts), with anterior 

segment inflammation and Gp 2 (5 pts), with posterior segment inflammation. Visual acuity was 

not affected. These changes were mild in all eight pts and required no treatment. HLA-B27 

haplotype was positive in three out of these eight. Five (7%) of the examined pts had lens 

opacification, probably secondary to corticoid treatment. We didnt find any correlation between 

observed ocular lesions and Ulcerative colitis/Crohns disease, localization, activity of IBD and 

HLA-B27 haplotype. However, there was an increased frequency of HLA-B27 in pts with extra-

intestinal manifestations (including uveitis), compared with those without (36%/11%, p<0,02). 

{ Conclusion:}  We found a relative high prevalence of ocular lesions associated with uveitis 

(12%) in asymptomatic IBD pts, and also pts with iatrogenic lens opacification, justifying a 

regular ophthalmologic examination. Since the natural history of asymptomatic uveitis is not 

known, ophthalmologic examination is now required to determine if there is progression to acute 

symptomatic uveitis and its attendant visual complications. }" "UVEITIS AND HLA-B27 IN 

PATIENTS WITH INFLAMMATORY BOWEL DISEASE"  
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The Vienna classification (VC) of Crohns disease (CD) represents a progress in the identification 

of homogeneous clinical subgroups of CD. However, for genetic studies one needs to define 

clinical phenotypes that remain stable over time. The aim of our work was to assess variations in 

CD behaviour and location (two of the 3 items of VC, the third being age at diagnosis) over the 

disease course in individual patients.  

{ Methods:} Notes of 297 CD patients were carefully retrospectively reviewed. Accordingly to 

VC, age at diagnosis was defined as A1 (<40 years) or A2 (>40 years), the location was defined 

as L1 (terminal ileum), L2 (colon), L3 (ileocolon) or L4 (upper GI tract), the behaviour of CD 

was defined as B1 (nonpenetrating nonstricturing), B2 (stricturing) or B3 (penetrating). This was 

determined at diagnosis and after 1, 3, 5, 10, 15, 20 and 25 years of evolution.  

{ Results:} While the location of the disease remained quite stable over time in the majority of 

patients, dramatic changes occured in the behaviour, as illustrated in the table: proportion of 

patients in % for B1, B2 and B3 (bold = duration of disease; () = n of patients). 

\tx600\tx1395\tx2190\tx2985\tx3780\tx4575\tx5295\tx6015\tx6330\tx8150\fs4 \ul 0 1 3 5 10 15 

20 25 (297) (259) (218) (187) (125) (74) (47) (32) \tab \tab \tab \tab B1 69 64.5 58.7 49.7 29.6 

21.6 19.1 12.5 B2 10.1 12.7 14.2 20.3 31.2 33.8 32 31.3 B3 14.5 18.9 23.4 25.7 36 41.9 48.8 

56.3 \tab \tab \tab \tab d\fs20 Changes in disease behaviour were influenced by age at diagnosis 

(Ax) and location of the disease (Lx).  

{ Conclusions:} Beside age at diagnosis, the location of the disease seems quite stable over time 

and may serve for genetic studies of subgroups of CD. For the behaviour, if genetics is involved 

it may rather be in the speed of change from one pattern to another than in the fact to finally 

develop this pattern over the course of the disease. }" "BEHAVIOUR OF CROHNS DISEASE 

ACCORDING TO VIENNA CLASSIFICATION: CHANGING PATTERN OVER THE 

COURSE OF THE DISEASE"  
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{ Purpose:} The role of acquired and inherited abnormalities in Inflammatory Bowel Disease 

(IBD) have not been fully understood. Our aim was to determine the prevalence of single and 

associated prothrombotic abnormalities in a population in Northern Portugal with IBD during 

active and inactive periods of disease.  

{ Methods:} We did a transversal study in 116 patients [42 with Ulcerative Colitis (UC), 74 with 

Crohns Disease (CD)], and 141 randomly assymptomatic blood donors. The prothrombotic 

alterations assessed were: Protein C (pC), Protein S (pS), Anti-thrombin III (aTIII), homocystein 

(Hcy), anti-cardiolipin antibodies (aCL IgG and IgM), Activated protein C resistance (APCR), 

Fibrinogen (Fib), Lupic anticoagulant; and genetic abnormalities: Factor V Leiden, Prothrombin 

20210 variant and MTHFR C677T.  

{ Results:} Nineteen percent of IBD patients were observed during an active period of disease. 

Patients had a higher prevalence of single prothrombotic abnormalities: 40 vs 13% (p<0,001). 

Prothrombotic abnormalities with statistically significant differences were pS (4 vs 0%), aCL 

IgG (8 vs 0%) and fibrinogen (23 vs 2%). The same results were found when UC and DC were 

considered separately. No statistically significant differences were found regarding genetic 

mutations when IBD and controls were compared. 13% of IBD patients had two or more 

prothrombotic alterations: 13 vs 1% (p<0,001). Active disease was related with the presence of 

prothrombotic alterations (OR=8,3; CI:7,1-9,5), but not with the number of multiple 

associations.  

{ Conclusions:} Single and associated prothrombotic abnormalities were frequent in IBD 

patients. A single alteration was related to activity index, however, associated abnormalities were 

independent of activity and could explain a hypercoagulate status in these patients. }" 

"ASSOCIATED PROTHROMBOTIC ABNORMALITIES IN PATIENTS WITH 

INFLAMMATORY BOWEL DI"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.901#" " Abstract: P.901 0 Citation: Gut 2000; 47(Suppl III): 

A234 CICATRICIAL OR INFLAMMATORY STENOSIS IN CHRONIC INFLAMMATORY 

BOWEL DISEASE - DIFFERENTIAL DIAGNOSIS BY COLOR POWER DOPPLER AND 

DUPLEXSONOGRAPHY  

K. Moeller, R. Drossel, N. Staedtler, H.-J. Schulz  

\i Department of Gastroenterology, Oskar-Ziethen-Hospital, Berlin, Germany  

{ Introduction:} We developed sonographic characteristics for the evaluation of the activity of 

chronic inflammatory bowel disease (IBD) and the differentiation of cicatricial vs. acute 

inflammatory stenoses.  

{ Methods:} (I) 16 patients with endoscopical and histological highly active lesions in proven 

CIBD. (II) 10 patients with stenoses of the ileum or colon in patients with CIBD. 

Duplexsonography (DS) and color power doppler (CPD) of the intramural enteric vessels was 

performed (7.5 MHz, ATL HDI 3000).  

{ Results:} (I) In the acute inflammatory phase > 3 vessels in 2 cm sections were analysed. Peak 

systolic velocity (PSV) and end diastolic velocity (EDV) were found to be increased (14.7-27.2 

cm/sec and 3.1-9.0 cm/sec). In remission PSV and EDV decreased and the intramural vessels 

could no longer be visualized. (II) Acute inflammatory stenoses showed 3 or more parallel 

intramural vessels per 2 cm section with high PSV and EDV. In cicatricial stenoses less than 3 

parallel intramural vessels per 2 cm section were detected with no detectable flow. In contrast we 

found in two malignant stenoses irregular intramural enteric vessels.  

{ Discussion:} In patients with CIBD detection of intramural enteric vessels with high systolic 

and diastolic flow velocities and parallel course correlated with high inflammatory activity. This 

might be of importance in the evaluation of acute inflammatory vs. chronic circatricial stenoses 

and the resulting therapeutic strategy. }" "CICATRICIAL OR INFLAMMATORY STENOSIS 

IN CHRONIC INFLAMMATORY BOWEL DISEASE - DIFFERENTIAL DIAGNOSIS BY 

COLOR POWER DOPPLER AND DUPLEXSONOGRAPHY"  
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{ Background:} Current cigarette smoking was shown to worsen the course of Crohns disease 

(CD) but ameliorate ulcerative colitis (UC). In Israel the epidemiological association of smoking 

with CD is unusual. We therefore examined the effect of smoking on the course of CD and UC.  

{ Methods:} Unselected patients with established CD or UC attending consecutively at the 

Gastroenterology Departments of nine public hospitals in Israel were asked to completed a 

questionnaire detailing their smoking history, disease course, and treatments. Subjects who 

altered their smoking habit after the onset of disease were excluded.  

{ Results:} We analyzed data from 400 patients. CD cases included 64 smokers and 144 

nonsmokers, and UC cases comprised 34 smokers and 158 nonsmokers. There were no 

differences between CD smokers and nonsmokers in terms of numbers of hospitalizations and 

operations, and requirement for and duration of corticosteroid and immunosuppressive treatment. 

Smokers with UC had less extensive colonic disease than nonsmokers (P<0.02), and all 

operations in UC were performed in nonsmokers. There were no differences between UC 

smokers and nonsmokers in the other parameters of disease severity.  

{ Conclusions:} The clinical course of CD was not different in smokers and nonsmokers. This 

finding is consistent with the non-association of smoking with CD in epidemiological studies in 

Israel, and with a minority of studies showing no adverse effect of smoking on the course of CD. 

The marginal benefit of smoking in UC is in accordance with other studies. }" "DIFFERENTIAL 

EFFECT OF CURRENT CIGARETTE SMOKING ON THE CLINICAL COURSE OF 

CROHNS DISEASE AND ULCERATIVE COLITIS"  
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{ Introduction:} Systemic (AA) amyloidosis is a well recognised complication of Crohns disease 

with a previously reported prevalence of 2% although has received little recent evaluation. 

Regression has been demonstrated by SAP scintigraphy after successful treatment with marked 

improvement in prognosis and has been demonstrated in this unit following colectomy for 

Crohns colitis complicated by AA amyloidosis presenting as nephrotic syndrome.  

{ Objective:} Evaluation of patients with longstanding Crohns disease to establish the current 

prevalence of AA amyloidosis.  

{ Methods:} Patients with Crohns disease for at least 10 years were identified from the unit IBD 

database. Histopathological specimens from these patients were traced and congo red staining 

with birefringence was undertaken. Ulcerative colitis patients identified in the same way acted as 

the control group.  

{ Results:} 120 Crohns patients met the study criteria of whom only the one case described 

above was found to have systemic (AA)amyloidosis. None of the 54 patients with ulcerative 

colitis were found to have systemic amyloidosis.  

{ Conclusions:} The prevalence of systemic (AA) amyloidosis in longstanding Crohns disease is 

0.8% (8 per 1000 patients)and remains very low in ulcerative colitis. Changes in medical and 

surgical management with increased use of immunosupressant therapy and more widespread use 

of bowel preserving surgical procedures have been associated with an apparent reduction in 

prevalence of systemic (AA) amyloidosis complicating Crohns disease in recent years. }" 
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{ Aim:} The epidemiological survey of Inflammatory Bowel Disease (IBD) in North-West 

Greece for the years 1981-1997 with emphasis on the natural history of the indeterminate colitis 

in our region.  

{ Materials and methods:} North-West Greece has 6 Hospitals and 11 specialized 

gastroenterologists. All gastroenterologists were asked in 1997 to complete a special 

epidemiological card about their IBD patients.  

{ Results:} In 1998 this epidemiological survey resulted in a registry of 484 patients. From these 

patients 26 (5.4%) were diagnosed with indeterminate colitis. Until the end of 1999 (two years of 

follow up) these 26 patients underwent reevaluation of their initial diagnosis. In 5 of them (19%) 

the initial diagnosis had changed; 3 were diagnosed with Crohns disease and 2 of them with 

ulcerative colitis.  

{ Conclusions:} The diagnosis of indeterminate colitis is uncommon in our region and in a short 

term follow up (2 years) this initial diagnosis can be reassessed resulting in the diagnosis of 

ulcerative colitis or Crohns disease. }" "NATURAL HISTORY OF INDETERMINATE 

COLITIS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.905#" " Abstract: P.905 0 Citation: Gut 2000; 47(Suppl III): 

A234 HELICOBACTER PYLORI PREVALENCE IS NOT REDUCED IN INFLAMMATORY 

BOWEL DISEASES  

Federico Iacopini, Manuela Ortolani, Monica Nuti, Beatrice Mallardi, Calogero Surrenti  

\i Florence, Italy  

{ Background:} Helicobacter pylori infection seems to be less frequent in Inflammatory Bowel 

Diseases (IBD) than in the control population, probably because the reduced prevalence of H. 

pylori in Crohns disease patients, but data are not conclusive.  

{ Aim:} To assess the prevalence of H. pylori in pts with IBD, with either Crohns disease or 

Ulcerative Colitis, and in healthy controls.  

{ Patients and methods:} Sixty-one patients with IBD, 23 with Crohns disease and 38 with 

Ulcerative Colitis, and 57 healthy controls were enrolled in the study. All patients and control 

subjects were asymptomatic for reflux and dyspeptic symptoms and had a negative history of 

ulcer disease; no patient in both groups have used antibiotics in the previous year. Helicobacter 

pylori status was determined in each patient by {\up6 13}C-Urea Breath Test (SOFAR Ind.). 

Statistical analysis were performed by chi-square test.  

{ Results:} IBD patients and controls did not show any statistical difference for age (mean 48.12 

± 13.05 and 48.11 ± 16.95 yrs, respectively) and sex. The prevalence of H. pylori infection was 

32.7% in IBD patients versus 30% in the control group (p>0.05). H. pylori infection was found 

in 21% of Crohns disease and in 39% of Ulcerative Colitis pts, the difference was not 

statistically significant (p>0.05). \tx1590\tx2460\tx3420\tx4095\tx5130\tx5400\tx8150\fs4 \ul 

\tab \tab N. pts. \ul Helicobacter pylori \ulnone Positive (%) Negative (%) \tab Crohns Disease 

23 5 21 18 79 Ulcerative Colitis 38 15 39 23 61 Controls 57 15 30 32 70 \tab d\fs20  

{ Conclusions:} The prevalence of H. pylori infection in asymptomatic patients with 

Inflammatory Bowel Diseases is not different from that of healthy asymptomatic subjects. The 

prevalence of H. pylori seems not to be lower in Crohns disease than in Ulcerative Colitis 

patients. }" "HELICOBACTER PYLORI PREVALENCE IS NOT REDUCED IN 

INFLAMMATORY BOWEL DISEASES"  
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{ Background:} We investigated the frequency of dermatological manifestations in a group of 

patients with IBD.  

{ Methods:} We retrospectively questioned and investigated the data files of 256 patients with a 

definite diagnosis of IBD for the presence of skin manifestations. From the patients of the study, 

215 (83.9%) had Ulcerative Colitis (UC), 37 (14.4%) had Crohns Disease (CD), and the 

remaining 4 (1.5%) had indeterminate disease. The mean age was 48.3±17 years. 148 (57.8%) 

patients were male and the remaining 108 (42.2%) female.  

{ Results:} In patients with UC: 13.9% (30/215) had developed skin or oral manifestations. 

Analytically 6% (13/215) had developed oral aphthous ulcers, 2.7% (6/215) had erythema 

nodosum and finally 5.6% (12/215) had other skin manifestations (such as various rashes, lichen 

planus, alopecia gyrose, atopic dermatitis). In patients with CD: 24.3% (9/37) had developed 

skin or oral manifestations. In detail, 8.1% (3/37) had developed oral aphthous ulcers, 10.8% 

(4/37) had erythema nodosum and 10.8% (4/37) had other skin manifestations (idradenitis 

suppurativa, pyoderma gangrenosum and other rashes). Erythema nodosum was more common 

in patients with CD (P=0.04 Fishers exact test) than in those with UC.  

Conclusions: In patients with IBD, the presence of dermatologic or oral manifestations is quite 

common in our area. The clinician should carefully seek for these manifestations in patients with 

IBD. }" "FREQUENCY OF DERMATOLOGICAL MANIFESTATIONS IN PATIENTS WITH 

INFLAMMATORY BOWEL DISEASE"  
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{ Background:} B2-Microglybulin (B2-M) is a low molecular weight protein which is mainly 

produced by activated T-lymphocytes and macrophages in sites of immunoactivation of the 

above cells and in locations where inflammatory process takes place.  

{ Aim:} To evaluate B2-M serum levels as an index of activity in patients suffering from 

ulcerative colitis (UC) and Crohns disease (CD).  

{ Methods:} Serum B2-M concentrations were measured by an immunoenzymatic method in 

247 subjects. Sixty eight of them were normal onew (controls), 18 patients had chronic renal 

failure (CRF), 87 suffered from UC (68 males, 19 females, median age 43, 1 years, range 19-89 

years) and 74 from CD (24 males, 50 females, median age 44,7 years, range 18-81 years). The 

severity of I.B.D. was classified according to Trueloves classification and Van Heess Index.  

{ Results:} The higher normal value of serum B2-M was determined at 1,75 mg/l, that is the 

mean value (x) of B2-M plus one standard deviation. Table 1 shows serum B2-M levels in every 

diagnostic group. Further statistical analysis (ANOVA, t-test) showed no statistically significant 

difference among the various groups of U.C. patients compared to controls. On the contrary as 

shown in Table 2 there was statistically significant difference (p<0,001) among the various 

groups of CD patients and controls, except from those with inactive disease. Six months later 

B2-M was determined again in the same 58 patients who initially had high serum levels and the 

results were compatible to disease severity at that time. 

\tx1620\tx2205\tx3195\tx4005\tx4590\tx5310\tx6090\tx8150 Table 1. Serum B2-M levels in 

different diagnostic groups \tab \tab Diagnostic group n \ul Serum B2-M (mg/L)\ulnone \ul >1,75 

mg/L \ulnone X SD n % p \tab \tab Controls 68 1,42 0,32 12 17,6 CRF 18 20,82 15,64 18 100 

U.C. 87 1,78 0,68 31 35,6 0,265 (NS) C.D. 74 2,85 1,13 58 78,4 <0,001 \tab \tab d\fs20 

\tx1080\tx1665\tx2385\tx3105\tx3690\tx4410\tx4905\tx8150 Table 2. Serum B2-M and 

clinicolaboratory severity in C.D. \tab \tab \ul Serum B2-M \ulnone \ul >1,75 mg/L \ulnone 

Severity n X SD n % p \tab \tab Severe 22 4,29 1,48 20 90,9 <0,001 Moderate 33 2,52 0,47 28 

84,8 <0,001 Mild 12 1,82 0,27 8 66,6 <0,001 Inactive 7 1,65 0,24 2 28,5 0,063 \tab \tab d\fs20  

{ Conclusions:} The evaluation of B2-M in patients with CD could become an additional 

diagnostic tool for the estimation of the inflammatory reaction, regarding early diagnosis, disease 



activity and recurrence. }" "SERUM B2-MICROGLOBULIN - IS IT A RELIABLE MARKER 

OF ACTIVITY IN INFLAMMAROTY BOWEL DISEASE?"  
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{ Background:} IBD patients are at higher risk for hepatitis B and C virus infections (HBV, 

HCV) due to surgical/endoscopical procedures. The effects of immunomodulatory drugs for IBD 

or chronic hepatitis on diseases course are unknown.  

{ Aims:} To investigate, in a multicenter study,: the prevalence of HBV and HCV infection in 

IBD patients and controls in comparison with hepatitis A (HAV) and cytomegalovirus (CMV) 

infections; b. The effects of immunomodulatory drugs on liver disease and IBD course.  

{ Methods:} Patients from 9 Italian GI Units: 364 with Crohns Disease (CD) and 191 with 

Ulcerative Colitis (UC). Controls (C): 431 sex and age-matched subjects with no known risk 

factors for HBV and HCV infections affering to endocrinological or cardiological Units. Sera 

were tested for all HBV, HCV, HAV markers. CMV (IgM, IgG) were tested in 157 CD, 137 UC 

and 161 C. Clinical history and risk factors were recorded. Positive and negative controls: 2166 

healthy blood donors (HBD), 322 ex-drug abusers (ex-DA).  

{ Results:} The prevalence of hepatic virus infections is summarized in the Table (%): 

\tx720\tx1455\tx2220\tx2820\tx3495\tx4230\tx4965\tx5670\tx6330\tx6990\tx7650\tx7995\tx815

0\fs4 \ul \tab \tab \tab % Hbs Hbs Hbe Hbe Hbc HCV HCV- HAV HAV CMV CMV +ve Ag Ab 

Ag Ab Ab RNA IgM IgG IgM IgG \tab \tab CD 2.2 a 13.4 b 0.4 7.7 c 10.9 8.2 d 3.4 e 0.3 29.9 

4.0 37.5 UC 1.1 a 15.7 b 0 5.4 c 11.5 3.1 d 1.5 e 0.6 25.8 0 29.9 HBD 0.2 10.0 - - 11.5 0.4 - - - - - 

ExDA 48.1 f 6.2 - - 35.4 f 59.7 f - - - - - \tab \tab a. p < 0.01 vs HBD; b, c. p < 0.01 vs C; d, e. p 

< 0.001 vs HBD; f. p < 0.0001 vs CD, UC, C, HBD;  

{ Summary:} 1. The prevalence of HCV infection was higher in IBD and C vs HBD (p < 0.001), 

being appearently related to previous surgery; 3. HCV infection was higher in operated patients 

(CD 12.5 vs 3.4%; UC 3.5 vs 0%; C 10.2 vs 1.2%; p < 0.01); 4. HCV infection was more 

frequent in resected CD vs UC and C (12.5 vs 3.5 vs 1.21; p < 0.01), due to the higher need of 

surgery (53% vs 6.5% vs 46%); 5. HBV and HCV infections were higher in ex-DA than IBD and 



C (p < 0.0001); 6. CMV and HAY prevalence did not differ among groups; 7. 

Immunomodulatory drugs for IBD or liver disease appeared not to influence the diseases course.  

{ Conclusions:} The prevalence of HBV and HCV infections is higher in IBD patients than 

HBD, mainly due to previous surgery. The same difference is not observed between IBD and 

age-/sex-matched C (undergoing surgery for other reasons). Although almost 20% of IBD 

patients show asymptomatic HCV or HBV infections, immunomodulatory drugs for IBD appear 

not to influence the liver disease course, as also IFN-{\f1 a} therapy for chronic hepatitis C does 

not modify CD clinical course }" "HEPATITIS VIRUS INFECTIONS IN INFLAMMATORY 

BOWEL DISEASE (IBD): A MULTICENTER GISC* STUDY"  
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{ Background:} It has been suggested that the extent of faecal residue on plain abdominal X-ray 

is a reliable marker of the proximal extent of colonic inflammation in ulcerative colitis, and 

conversely that absence of residue indicates a pan-colitis.  

{ Aim:} To assess the reliability of the presence or absence of faecal residue on plain abdominal 

X-ray as a marker of disease extent assessed by radiolabelled leucocyte scan (WBC scan) in 

active ulcerative colitis (UC).  

{ Methods:} Plain abdominal X-rays (AXR) were retrospectively, assessed blindly for the 

distribution of faecal residue in 30 patients with active UC (27 in-patients with acute severe 

colitis) between 1996-2000. Most patients were too sick to allow safe total colonoscopy during 

this episode. In 11 patients in whom details of disease extent was available from total 

colonoscopy or surgery undertaken at the time, there was a close correlation with disease extent 

assessed by 99Tc-HMPAO-labelled leucocyte scans (WBC scan) (R= + 0.7, p=0.016). Blind 

scoring of contemporaneous WBC scans (1 hour film) was therefore used for comparison with 

the results from AXR.  

{ Results:} 15 out of 30 patients had pan-colitis and 15 had subtotal or distal disease as indicated 

by WBC scans. The distribution of faecal residue on AXR accurately identified disease extent 

defined on WBC scan in 12/30 (40%) of patients, overestimating it in 4 (13%) and 

underestimating it in 14 (47%). There was no significant correlation between distribution of 

faecal residue on AXR and disease activity on WBC scan (Spearmans R= -0.1, p=0.5). Of 

patients with pan-colitis, 9/15 (60%) had faecal residue present on plain abdominal radiograph 

with 6 (40%) showing stool distal to the hepatic flexure as well as in the right colon. For total 

UC on WBC scanning, the sensitivity and specificity of absence of faecal residue on AXR were 

40% and 80%; accuracy was 60%.  

{ Conclusions:} The distribution of faecal residue on plain abdominal radiography does not 

provide a reliable guide to disease extent in active ulcerative colitis. }" "FAECAL RESIDUE ON 

PLAIN ABDOMINAL RADIOGRAPHS IS NOT A RELIABLE MARKER OF DISEASE 

EXTENT IN ACTIVE ULCERATIVE COLITIS"  
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{ Background:} Patients (pts) with Ulcerative Colitis (UC) are at increased risk of developing 

colorectal cancer (CRC). The p53 gene mutation, an early event in cancerous change in UC 

patients, leads to the accumulation of the p53 product in tumor cells and to an antigen driven 

humoral response. In contrast, in healthy subjects the presence of serum p53 antibodies (p53Ab) 

is extremely rare (<0.5%). Serum p53Ab detection might be an effective indirect tools to detect 

p53 gene alteration.  

{ Aim:} To assess the prevalence of serum p53 antibodies in UC pts and relate to well-known 

risk factors of CRC in UC patients. { Material and Methods:} 44 consecutive outpatients with 

UC (M = 25, F = 19, mean age 40 yrs, range 19-67 yrs, mean disease duration 9.3 yrs, range 1-

26 yrs) were studied: 22 pts (50%) had a disease duration > 7 yrs (lsUC) and 22 pts had a short 

standing UC (ssUC); 30 pts (68%) had an inflammation involving proximally to the splenic 

flexure (pUC) and 14 pts a distal UC (dUC); 32 pts (73%) had a chronic intermittent (ciUC) and 

12 pts (27%) a chronic continuous disease (ccUC). Serum p53Ab were assayed using an ELISA 

method and the positive samples were confirmed by Western Blotting.  

{ Results:} 14 out of 44 UC patients (31.8%) were serum p53Ab positive and the distribution 

respect to the considered clinical parameters are shown in the table. 

\tx1035\tx1830\tx2565\tx3270\tx3975\tx4710\tx5100\tx8150\fs4 \ul \tab \tab \tab p53Ab ssUC 

IsUC dUC pUC ciUC ccUC \tab \tab Positive 9 5 5 9 8 6 Negative 13 17 9 21 24 6 \tab \tab 

d\fs20  

{ Conclusions:} These preliminary data show a discrete rate of serum p53Ab positivity, which 

seem to be related to chronic continuos inflammation but not duration or extension of UC. }" 

"SERUM ANTI-P53 ANTIBODIES SEEM TO BE RELATED TO CLINICAL COURSE OF 
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{ Background:} Many scoring systems that use various combinations of symptoms, examination 

findings, sigmoidoscopic, haematological and biochemical investigations have been used for the 

assessment of disease activity in ulcerative colitis (e.g. Powell-Tuck 1982, Seo 1992, Walmsley 

1998). Calculation of these scores during an outpatient clinic can be difficult and time-

consuming. We have developed a simple symptom based scoring system that overcomes these 

difficulties.  

{ Aim:} To validate a simple scoring system for rapid and accurate assessment of disease 

activity in patients with varying extents of ulcerative colitis.  

{ Methods:} The simple scoring system is based on 3 symptoms. A score of 0 is given to each of 

the following: solid stools (any number), no nocturnal defecation (no arousal from sleep to 

defecate) and no visible blood in stools. A score of 1 is given to each of the following: liquid 

stools, nocturnal defecation and visible blood in stools. This scoring system was compared with 

the Powell-Tuck clinical index, sigmoidoscopic score (Baron 1964), and histological score 

(Richards 1956) for the assessment of severity of the disease.  

{ Results:} 52 patients (31 male) with varying extents of ulcerative colitis (35 beyond the splenic 

flexure, 17 left sided) underwent 171 assessments in a hospital clinic. The simple symptomatic 

score showed a significant correlation with the Powell-Tuck clinical index (r=0.870, p<0.001), 

the sigmoidoscopic score (r=0.721. p<0.001), the histological score (r=0.659, p<0.001) and the 

number of stools/24 hours (r=0.853, p<0.001). The correlation with the histological score was 

better than that of the Powell-Tuck score (r=0.613).  

{ Conclusion:}  A symptom-based system of scoring ulcerative colitis (based on stool 

consistency, nocturnal defecation and visible blood in stools) can be used to assess the activity of 

ulcerative colitis in a hospital clinic. This simple score is useful in all extents of ulcerative colitis 
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Urgency of defecation, sometimes leading to incontinence, is one of the most disabling 

symptoms experienced by a patient with ulcerative colitis. The frequent and urgent defecation is 

related to a hypersensitivity and poorly compliant rectum, which, upon balloon distention is 

more reactive in patients with active disease. We used a latex balloon 4x6 cm which was inflated 

with air at intervals of 30 sec. The lowest rectal volume that could be perceived (sensation 

threshold-ST), the volume required to induce a desire to defecate (constant sensation-CS), the 

maximum tolerable rectal volume (MTV), defaecography and electromyography of the external 

anal sphincter were carried out in 20 patients (10 male and 10 female aged from 17 to 67 yr.) 

with histologically proven active ulcerative colitis, and in 12 control subjects (7 female and 5 

male aged from 20 to 56 yr.). ST, CT and MTV were statistically significant lower in colitis 

patients than in normal subjects (p< 0.01). In seven patients during remission of disease there 

was significantly a decrease in rectal sensitivity (p<0.05). Defaecography showed the anal canal 

opened wide during rest, squeezing and straining in six colitis patients, pathological anorectal 

angulation during sqeezing and training in four patients, and rectocoel, rectal prolaps and descent 

of the perineum in four patients. Electromyography of the external anal sphincter showed 

neuropathic discrete lesions in eight patients. In conclusion, balloon rectal distention, 

defaecography and electromyography demonstrated some structural and functional abnormalities 

of the anorectum in patients with ulcerative colitis. These results suggest that mucosal 

inflammation affects the sensory response of the rectum to distention and indicated that 

distressing symptoms of urgency, frequency, and incomplete evacuation in active colitis are 

caused by a hypersensitivity and poorly compliant diseased rectum. }" "ANORECTAL 

SENSITIVITY TO RECTAL DISTENTION IN PATIENTS WITH ULCERATIVE COLITIS"  
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{ Background:} Conventional scintigraphy in Crohns Disease (CD) include the use of 99Tc-

HMPAO-labelled autologous granulocytes (99Tc- HMPAO), detecting an acute inflammatory 

infiltrate in the gut. Intestinal mucosa T cell activation represents a feature of CD. A 

scintigraphic technique using 99mTc-labelled IL-2 (99mTc-IL2) visualizing ``in vivo the 

activated mononuclear cells expressing IL-2 receptors and infiltrating CD gut has been 

developed (1).  

{ Aims:} To compare results provided by scintigraphy using 99mTc- HMPAO-labelled 

granulocytes and 99mTc-IL2 scintigraphy in an homogeneous population of patients with 

inactive CD.  

{ Methods:} 30 patients with inactive ileal or ileo-colonic CD (CDAI < 150) were enrolled and 

prospectively followed up for 12 months. Conventional endoscopy or radiology was performed 

at baseline with clinical assessment at 3, 6, 12 months. 99mTc-HMPAO labelled granulocytes 

and 99Tc-IL-2 scintigraphy were performed at 48 hours intervals. Controls were healthy 10 

normal volunteers (NS). Planar and SPECT {\f1 g}-camera images were aquired at 1 hour p.i.. 

Intestinal uptake was quantitated in 36 Regions of Interest (ROI) between lower kidney poles 

and the bladder. The target/background (T/B) ratios in each ROI was assessed by using the bone 

as background (positive ROI: T/B ratio in the same ROI from NS+ 3SD).  

{ Results:} In inactive CD patients, a positive scintigraphy was detected in 60% when using 

99mTc-HMPAO-labelled granulocytes and in 63% when using 99mTc-labelled IL2. Only 40% 

of patients were positive to both scintigraphies, but in these patients the site of IL-2 and 

granulocyte bowel uptake was different in most areas.  

{ Conclusions:} A different degree and distribution of the bowel uptake is observed by using 

scintigraphy with 99mTc-HMPAO-labelled granulocytes and IL2-labelled mononuclear cells in 

CD. These 2 techniques indeed provide different informations. Their possible predictive role in 

predicting CD clinical relapse is under investigation. d\plain \s14 \f0\fs16 \i \fi-

1134\li1134\tx1134 Reference:\tab 1. Signore A, Chianelli M, Annovazzi A, Bonanno E, 

Spagnoli LG, Pozzilli P, Pallone F, Biancone L. {\i J Nucl Med 2000; 41 (2): 242-9} }" 
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{ Introduction:} There is some evidence that inflammatory bowel disease (IBD) is a systemic 

disease. In patients with IBD, bronchial hyperresponsiveness (Louis 1995), small airway disease 

and abnormal diffusing capacity (Tzanakis 1998) have been described. Recently increased levels 

of exhaled nitric oxide (eNO) have been reported in patients with inflammatory airways diseases. 

The level of eNO seems to correlate with the degree of airways hyperresponsivenss (Dupont 

1998). The aim of the present study was to evaluate whether eNO levels are increased in patients 

with active IBD, and to investigate whether there exists a correlation between the eNO levels and 

disease activity.  

{ Patients and methods:} In 31 patients with CD, mean age 37.0 ±12.9 y and 24 patients with 

UC, mean age 38.0±14.7y, the Crohns Disease Activity Index (CDAI) and Colitis Activity Index 

(CAI) was measured respectively. A matched control group consisted of healthy volunteers with 

a mean age 34.0±13.2y. Exhaled NO was measured with an Ecophy-sics CLD 700AL Med 

chemiluminiscence analyser. Data are given as mean ± standard deviation and compared by 

means of a t-test.  

{ Results:} In patients with CD the mean CDAI was 192.4±94.3, the mean eNO was 13.5±4.6 

ppb. There was a significant, although weak correlation between the CDAI and the eNO (r= 

0.37, p<0.05). In patients with UC the mean CAI was 6.2±4.8, and the mean eNO was 

15.8±6.2ppb. The correlation between the 2 parameters was highly significant (r=0.63, p<0.001). 

In both patient groups the eNO was significantly increased in comparison with the healthy 

volunteers, whose mean eNO was 10.2 ±0.5 ppb.  

{ Discussion:} NO in exhaled air correlates with the disease activity in IBD, although more 

pronounced in UC than in CD. Because of the short half-life of NO, this must be derived from 

the airways, and may therefore be regarded as a manifestation of airways inflammation, 

accompanying IBD. Massive release of cytokines in IBD with systemic and airways 

inflammation might be responsible for activating inducible nitric oxide synthase in the airways, 

resulting in an activity-related increase in eNO. 

{ Conclusion:}  We found an activity-related eNO in IBD. We therefore hypothesize that this 

increased eNO level may represent a manifestation of airways inflammation in patients with 

IBD, suggesting that IBD is indeed a systemic disease. }" "EXHALED NITRIC OXIDE 
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{ Background:} Patients (pts) with Crohns disease (CD) are at risk of osteoporosis and 

premature fractures. Underlying mechanisms are poorly understood.  

{ Aim:} In a European multi-centre trial on the efficacy and side-effects of prednisolone and 

budesonide in controlled ileal release (CIR) in ileocoecal CD, we studied the mechanisms of 

bone loss using biochemical markers before intervention.  

{ Methods:} In 273 pts (182 active steroid-free (STF) and 91 quiescent steroid-dependent (STD), 

we studied biochemical markers of bone formation and resorption plus bone mineral density 

(BMD) by dual energy X-ray absorptiometry (DXA) of lumbar spine (from L1 to L4), left 

femoral neck, and total body.  

{ Results:} In the STF group there were 86 men and 96 women [17 postmenopausal and 8 on 

hormone replacement therapy (HRT)], mean age 35.5 years; in the STD group there were 48 

men and 43 women [13 postmenopausal and 3 on HRT], mean age 39 years. Based on WHO 

guidelines, 110 (61%) STF and 40 (45%) STD pts had normal BMD, 56 (31%) and 36 (40%) 

were osteopenic, and 13 (7%) and 13 (15%) were osteoporotic, respectively. The T-scores were 

significantly lower in STD than in STF pts (P=0.0063). In STF, the lumbar T-score was 

significantly and inversely related to OC, DPD and PTH levels. In STD, there was a significant 

negative correlation between T-scores and PYR levels. Vertebral fractures [37 in 24 STF pts 

(13%), 19 in 14 STD pts (15%)] din not correlated with any marker, except PYR in STF 

(inverse). The menopausal status correlated to PYR only in STD, with higher urinary levels in 

postmenopausal women. The HRT did not correlate to T-scores or bone markers in either group. 

\tx3405\tx4710\tx6015\tx6555\tx8150\fs4 \ul Markers of bone metabolism STF (n=182) STD 

(n=91) P-value (reference range) (mean ± SD) (mean ± SD) \tab \tab \tab \tab Bone formation 

(osteoblasts) s-Osteocalcin (OC: 6.7-10.3) 10.7±4.1 7.8±3.9 <0.001 s-Propeptide type 1 

procollagen 124.4±42.4 130.2±55.8 NS (P1CP: 38-202) Bone resorption (osteoclasts) s-type 1 

COOH telopeptide (1CTP: 1.8-5) 4.5±1.8 3.7±1.5 0.0023 u-Pyridinoline crosslinked (PYR: 8.4-

17.6) 13.9±8.0 11.7±8.4 NS u-Deoxypyridinoline (DPD: 28-49.6) 50.1±23.1 39.5±19.9 

Parathyroid hormone (PTH: 10-65) 28.5±12.4 34.1±16.1 0.004 \tab \tab \tab \tab d\fs20  

{ Conclusions:} We hypothesize two patterns of bone loss in this group of CD pts: in active STF 

pts, the increase in both osteoblast and osteoclast markers suggests a high but balanced bone 

turnover; in quiescent STD pts, the increase in bone resorption markers alone suggests an 

uncoupled/unbalanced negative remodelling. }" "COMPREHENSIVE ANALYSIS OF BONE 
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{ Introduction:} An increased prevalence of osteoporosis/osteopenia is found in patients with 

Crohns disease already at time of diagnosis. But longterm development of bone disease is not 

fully investigated.  

{ Methods:} We retrospectively studied the longterm changes of bone quality of 103 outpatients 

with Crohns disease (42 male, 61 female; median age: 35 years (range: 15-77); median duration 

of disease: 8 years (range: 0-35); median cumulative prednisolone dose: 0 mg (range: 0-7502) by 

measuring broadband ultrasound attenuation (BUA) and speed of sound (SOS) on the calcaneus 

on the CUBA Clinical Densitometer (McCue, Winchester, England) for a median of 4 years 

(range: 2-6) together with laboratory parameters (CRP, orosomucoid, 25-hydroxyvitaminD, 

osteocalcin in serum), clinical activity (CDAI after BEST) and cumulative prednisolone dose 

(since the last measurement) at each date. Ultrasound measurements of the bones record a 

combination of bone elasticity and density. Only patients with 3 or more measurements over at 

least 2 years were included.  

{ Results:} At first time of measurement 12% resp. 13% showed signs of osteoporosis by BUA 

resp. SOS (T-Score < {\f1 -}2.5), 52% resp. 77% showed signs of osteopenia ({\f1 -}2.5 < T-

Score < {\f1 -}1). \tx1245\tx1980\tx2715\tx3450\tx4185\tx4515\tx8150\fs4 \ul \tab \tab After 

years 1 2 3 4 5 \tab {\f1 D} BUA < 0 38% 46% 65% 65% 56% {\f1 D} SOS > 0 65% 68% 81% 

81% 64% \tab {\f1 D} BUA < 0, if BUA at time of measurement was less than first BUA 

measurement. {\f1 D} SOS > 0, if first SOS was higher than SOS at time of measurement. 

Cumulative prednisolone dose had a significant negative influence on development of BUA after 

1, 2 and 5 years (p = 0.07, 0.02, 0.02). 25-hydroxyvitaminD serum levels showed significant 

positive influence on development of BUA after 2 and 5 years (p = 0.03, 0.04). 

{ Conclusion:}  Patients with Crohns disease show a continuous decrease of bone quality in 

addition to already decreased bone quality at first measurement, this development is negatively 

influenced by prednisolone therapy and positively by vitamin D supply. }" "LONGTERM 

OUTCOME OF BONE QUALITY IN PATIENTS WITH CROHNS DISEASE"  
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In Crohns disease (CD) frequently a low bone mineral density (BMD) is seen, the prevalence, 

pathophysiology, and sequelae of which were subjects of this study.  

{ Patients and methods:} In a European 9-country, 34-centre study (MATRIX), 273 patients with 

ileo-coecal CD (182 active steroid free [STF] and 91 quiescent steroid dependent [STD]) were 

investigated. Measurements were DXA scan (BMD and T-score acc. to WHO), standardised 

lateral X-ray of the thoracic and lumbar spine, and clinical and laboratory parameters of disease 

activity before randomisation to an open-label and dose-adapting two-year comparison between 

prednisolone and budesonide in controlled ileal release (Entocort\'ae). As potential causes for 

low BMD, demographic factors, disease duration, previous bowel resection, life-time steroid 

dose and current disease activity were studied. \tx2670\tx3885\tx5100\tx5640\tx8150\fs4 \ul STF 

n=182 STD n=91 P-value \tab \tab \tab \tab Men/Women 86/96 48/43 0.39 Crohns acitvity index 

(CDAI) 327 137 Mean disease duration 5.7 yrs 8.2 yrs 0.0096 Time since recent exacerbation 

5.0 mo 8.8 mo 0.0069 Bowel resection 34% 29% 0.36 Life-time prednisolone (mg) 1600 12900 

<0.001 Postmenopausal female N=17 N=13 n.s. Hormone replacement N=8 N=3 n.s. Active 

smokers 49% 47% n.s. Physical activity index 14.3 13.5 0.043 Body mass index (kg/m2) 22.2 

23.8 0.0023 BMD (g/cm2) 1.07 1.01 0.005 T-score > -1 61% 45% 0.0063 T-score -1 to - 2.5 

31% 40% T-score < -2.5 7% 15% No of fractures 37 19 n.s. No of patients with fractures 24 

(13.4%) 14 (15.6%) n.s. \tab \tab \tab \tab d\fs20  

{ Results:} The mean lumbar T-score of patients with fractures (-0.786) did not significantly 

differ from that of patients without (-0.765) (P=0.93); 20 (54%) patients with fractures had a 

normal T-score. In the total study population, BMD was inversely correlated to life-time steroid 

dose (P=0.0017). Neither BMD nor prevalence of vertebral fractures were correlated to previous 

bowel resection or current disease activity. Age had no influence on the BMD. Fracture rate was 

not correlated with BMD; it was associated with age only for females (P=0.0093).  

{ Summary and conclusions:} In this study of ileo-coecal CD, a high prevalence of vertebral 

fractures was found in both currently STF- and STD-patients. A direct relationship between 

lowered BMD and life-time steroid use was found. The lack of correlation between BMD and the 

occurrence of fractures needs further explanation. }" "OSTEOPOROSIS AND ITS SEQUELAE 

IN CROHNS DISEASE"  
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Growth impairment is a common problem faced by children with Crohns disease. This study was 

to establish how adult height is affected by Crohns disease in childhood. Information on height, 

parental height, disease history and family history was obtained from 135 patients with Crohns 

disease who had reached their adult height (men: 22-40 yr.; women: 18-40 yr.), using a 

questionnaire and, when possible, by outpatient measurement of height. The target height of the 

patients was calculated from the parental height. Adult height was expressed as Standard 

Deviation Score (SDS) compared to Dutch references. The site of disease did not influence adult 

height. The patients with onset of Crohns disease before puberty had a significantly lower adult 

height SDS ({\f1 -}0.91 ± 1.24) than the patients with onset of disease after puberty (0.07 ± 0.95) 

(p < 0.01) or during puberty ({\f1 -}0.10 ± 1.09) (p < 0.05). This difference, however, became 

insignificant when adult height was corrected for target height. Treatment with corticosteroids 

before puberty did not influence adult height. Patients with onset of the disease during puberty 

and concomitant use of corticosteroids were significantly shorter as adults than patients with 

onset of symptoms at puberty not treated with corticosteroids during adolescence (p = 0.007). 

This difference remained significant after correction for target height (p = 0.03).  

{ Conclusions:} When taking into account their target height, adult height of children with 

Crohns disease is not significantly different from the adult height of the general population in the 

Netherlands. Treatment with corticosteroids during puberty decreases the potential height of 

patients with Crohns disease. These findings may have implications to decide which kind of 

medicine should be used to treat adolescents with Crohns disease. }" "ADULT HEIGHT IN 

PATIENTS WITH EARLY ONSET OF CROHNS DISEASE"  
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{ Introduction:} Analysis of new treatments in Crohns disease currently use the Crohns disease 

activity index (CDAI). 39% of this index is however derived from subjective components and 

correlation with quality of life (QOL) scoring indices may therefore be expected. QOL in Crohns 

disease is predominantly determined by social and emotional functioning rather than bowel 

symptoms alone and so disease activity assessed solely by objective measurement may not 

correlate with QOL.  

{ Aims:} To assess if QOL as indicated by the Inflammatory Bowel Disease Questionnaire 

(IBDQ) correlates with the fully objective Van Hees Activity Index (VHAI) and with individual 

inflammatory markers.  

{ Methods:} 132 adult patients with an established diagnosis of Crohns disease were assessed in 

a gastroenterology out-patient clinic over a 24 month period. The validated McMaster IBDQ for 

QOL was administered concurrently with measurement of overall disease activity using the 

VHAI and individual inflammatory markers including CRP, platelet count and the orosomucoid, 

alpha-1 acid glycoprotein.  

{ Results:} 522 data sets were generated (median 4 per patient). QOL as determined by IBDQ 

showed no statistical association with CRP, platelet count or alpha-1 acid glycoprotein and no 

correlation was found between QOL and overall disease activity (VHAI). Statistically significant 

association was found between VHAI and all the individual inflammatory markers.  

{ Conclusions:} Measured quality of life does not correlate with individual inflammatory 

markers or overall disease activity using a fuly objective activity index. The CDAI measures 

inflammatory activity in summation with subjective components which we have shown to be 

independent of each other and unless assessed seperately the beneficial effects of new treatments 

in one area may be obscured. }" "PROSPECTIVE EVALUATION OF QUALITY OF LIFE 

CORRELATED WITH INFLAMMATORY INDICES IN CROHNS DISEASE"  
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{ The aim} of the study was to analise pulmonary function parameters in respiratory 

asymptomatic patients with Crohns disease (CD).  

{ Materials and methods:} 46 respiratory asymptomatic CD patients formed the study group with 

the control group (CG) of 45 healthy individuals of the comparable age and sex. Functional 

respiratory tests: FVC, FEV1, FEF 50, MVV, RV and DLCO were performed in both groups. 

Parameters of respiratory function were correlated with duration, activity and extension of CD. 

In patients with reduction of diffusing capacity for carbon monoxide (DLCO), bronchoalveolar 

lavage (BAL) was performed along with analyis of lymphocytic fraction of BAL by cytology 

and flow cytometry.  

{ Results:} The study group of CD patients showed significant difference in DLCO (p < 0.0001) 

and maximal voluntary ventilation (MVV) (p < 0.004) in comparison with the CG. Higher 

activity and longer duration of CD did not influence significantly DLCO values in the patients 

with CD. DLCO value was more frequently and significantly reduced in CD patients with 

extraintestinal manifestations of IBD (p = 0.020). Lymphocyte alveolitis was found in 76% of 

CD patients with decreased DLCO. Increased proportion od CD4 lymphocytes was found in CD 

patients compared with the CG (p = 0.007). Significant decrease of CD8 fraction was also found 

in the CD group (p = 0.05). The CD4/CD8 ratio was higher in CD patients compared to controls 

(p = 0.002). 

{ Conclusion:}  Observed changes in the pulmonary function tests and BAL in otherwise 

respiratory asymptomatic CD patients indicate the presence of interstitial inflammatory response 

with tendency to pulmonary fibrosis. Reduced MVV may be explained by respiratory muscle 

insufficiency secondary to malnourishment rather than by pulmonary changes. }" 

"FUNCTIONAL RESPIRATORY IMPAIRMENT AND INTERSTITIAL LUNG CHANGES 

IN PATIENTS WITH CROHNS DISEASE"  
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Several serum markers are potencially be of value in identifying disease heterogeneity of Crohns 

disease (CD). A great deal of data have been published of antisaccaromyces cerevisae antibodies 

(ASCA) in (CD). Tranglutaminase (TTG) has been widely investigated in CD, but data on TTG 

antibodies are lacking.  

{ Aim} of this study was to evaluate the frequency of ASCA IgG and IgA isotypes and TTG-Ab 

in patients with CD, and to analyze the relationships between their expression and subtypes of 

the disease.  

{ Materials:} 43 consecutive hospitalized patients (24 F, 19 M, median age: 42; range: 18-73), 

admitted of GI unit of the University of Rome, with a proven diagnosis of CD were studied. All 

the patients had clinical active disease (CDAI > 150). The clinical course was perforating in 19 

patients, obstructive in 14 and inflammatory in 10. The localizzation was ileal in 25 patients, 

ileocolonic in 9 and colonic in 9. Both ASCA isotypes were measured with ELISA (Medipam) 

and titles were expressed as binding index (BI), BI < 1 considered negative for both IgA and 

IgG. TTG-Ab IgA were measured by ELISA (Eurohospital) and expressed as UA/ml with a cut 

off value of 1.83 (mean normal values + 2 SD). Mann-Whitney test was used for statistical 

analysis, and results were expressed as median [95% C.I.].  

{ Results:} ASCA IgA were present in 79%, ASCA IgG were present in 65% and both isotypes 

were in 58% of the patients. TTG-Ab were positive in 55% of the patients. Median IgA titles 

resulted significantly higher in the presence of ileal vs colonic involvement (p < 0.02), being the 

B.I. 2.16 [95%CI: 1.48-2.10] and 2.22 [1.48-3.13] in patients with ileal and ileocolonic disease 

respectively, and 1.04 [0.84-1.53] in patients with colonic disease. IgG titles in turn appeared 

higher in the case of colonic involvement. Elevated IgA titles were also associated with 

obstructive clinical course (2.20 [1.69-2.32]), respect to inflammatory (1.52 [1.11-1.93]) or 

perforating (1.51 [1.24-2.35]) (p < 0.02). TTG-Ab values resulted independent from disease 

location but significantly higher (p < 0.04) in perforating course (2.13 [1.97-3.03]) vs obstructive 

(1.75 [1.21-2.14]) and inflammatory (1.94 [1.40-2.62]) disease.  

{ Conclusions:} The results of this study confirm the high frequency of both IgA and IgG ASCA 

isotypes in CD and show the association between CD and TTG-Ab expression. IgA titles 

appeared to be related to different location and clinical course of the disease resulting higher in 

ileal and obstructive subtypes. Highest TTG-Ab were observed in perforating CD. }" "SERUM 

ANTIBODIES IN CROHNS DISEASE: RELATIONSHIP TO LOCALIZATION AND 

CLINICAL COURSE"  
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{ Background:}IBD patients(pts) have homocysteine plasma levels (tHcy)significantly higher 

than controls. This may account for the higher prevalence of thromboembolic events of IBD pts.  

{ Aims:} Assess(1)prevalence of hyperhomocysteinemia (HHcy) in IBD pts and 

controls;(2)differences among ulcerative colitis (UC) and Crohns disease (CD);(3)role of vitamin 

status,diseases stage and therapy in determining tHcy.  

{ Methods:} In 91 consecutive IBD pts (61 under therapy),staged for Rachmilewitz score (CAI) 

and CD activity index (CDAI),(46F;age47±18; 46 UC, 45 CD) and 93 healthy sex age-matched 

subjects was taken a blood sample to assess tHcy,folate(FOL),vitamin B6(B6) and B12(B12).  

{ Results:} Mean concentration of tHcy was higher in IBD pts than in controls (13.7±8.8 vs. 

9.7±2.9 nmol/ml, p=0.001),as well the HHcy prevalence(46.1% vs. 17%, p=0.000); significant 

differences were observed in FOL(5.72±3.47 vs. 6.74±3.47 ng/ml, p=0.005),B12(505±440 vs. 

535±296 ng/ml,p=0.007) and B6(14.5±10.2vs. 19.8±2.5ng/ml;p=0.00); tHcy levels remained 

significantly different between IBD pts and controls after correction for vitamin 

status[F(4,184)=12,611,p=0.00]; no significant differences were observed in tHcy and vitamin 

status between UC and CD pts, whereas HHcy prevalence was higher, but not statistically 

significant, in CD than in UC pts(55.5vs.36.9%,p=0.076) No tHcy difference was noticed 

between pts with or without therapy. In CD pts we found a significant correlation(r=.395,p<0.01) 

between tHcy and CDAI score, remaining statistically significant after correction for vitamin 

status(r=.381,p<0.05); no correlation with CAI score was found in UC pts.  

{ Conclusions:} HHcy prevalence is higher in IBD pts, particularly in CD pts; they showed an 

impaired vitamin status,not completely explaining the higher tHcy of IBD group; this suggests a 

possible role of a illness-related factor, that in CD pts may be identified in disease activity, as 

usggested by correlation between tHcy and CDAI score }" "HYPERHOMOCYSTEINEMIA OF 

IBD PATIENTS IS NOT DEPENDENT ONLY FROM IMPAIRED VITAMIN (B6, B12 AND 

FOLIC ACID) STATUS"  
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{ Background:} Abdominal ultrasound (US) has been proposed as a reliable tool to assess 

disease extent and localization in patients with Crohns disease (CD). Correlation between US 

findings and clinical activity or laboratory signs of inflammation has not been clearly 

established. Increased bowel wall thickness (BWT) at US is the most common sign in patients 

with CD. Our aim was to correlate BWT, evaluated by US, with the risk of surgery in the short 

term (1 year) in patients with CD during follow-up.  

{ Methods:} From 1996 to 1999 we performed US (Aloka SSD-1700; convex probe 5 MHz) in 

117 consecutive CD patients (68 male; 49 female; mean age 37 yrs). A BWT up to 4 mm was 

considered as normal. Patients were divided in two groups according to their BWT (< 8 mm or 

{\f1\'b3} 8 mm) and the occurrence of surgical operations was recorded over a 1 year follow up.  

{ Results:} Seven patients were excluded because of negative US findings. The remaining 110 

patients were analysed. Fifty-one patients (28 ileal, 5 colonic, and 18 ileo-colonic disease) had a 

BWT < 8 mm. In this group (mean duration of CD 5.5 yr.; 23% with CDAI>150) 3 patients (5.8 

%) underwent intestinal resection during the 1-year follow up. Among the 59 patients (30 ileal, 3 

colonic, 26 ileo-colonic) with a BWT {\f1\'b3} 8 mm (mean duration of CD 4.5 yr.; 57% with 

CDAI>150), 29 patients (49 %) underwent intestinal resection during the same period. The risk 

of surgery at 1 year in the two groups of patients was significantly different (p < 0.001). Only in 

11 out of 32 operated patients (34%) was the increased BWT associated to bowel dilatation at 

US. 

{ Conclusion:}  Our data suggest that BWT {\f1\'b3} 8 mm at US is a significant risk factor for 

intestinal resection over a short period of time in patients with Crohns disease. }" "BOWEL 

WALL THICKNESS AT ABDOMINAL ULTRASOUND AND THE 1 YEAR-RISK OF 

SURGERY IN PATIENTS WITH CROHNS DISEASE"  
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{ Background:} CMV infection has been reported as cause of refractory Inflammatory Bowel 

Disease (IBD) but no data are available on its prevalence.  

{ Aim:} To evaluate the prevalence and the outcome of CMV infection in a consecutive series of 

severe colitis with refractory disease admitted at our department from 1997 to 1999. common 

WD gene mutations in Hungarian patients.  

{ Patients and methods:} 40 patients with WD from 37 families were examined. (F/M: 24/16, 

mean age: 29.9y). The H1069Q mutation was assayed by a semi-nested PCR based RFLP. Exons 

8 and 15 of the WD gene were sequenced on H1069Q negative chromosomes. Haplotype 

analysis was done by using three common microsatellite markers (D13S314, D13S301, 

D13S316).  

{ Results:} The H1069Q mutation was found in 62.5% of the patients. Nine patients were 

homozygotes, 16 were compound heterozygotes (including one H1069Q/3400delC [exon 15] 

carrier). The mutation was not detected in 15 patients. One H1069Q negative patient was a 

G710S (exon8) compound heterozygote. H1069Q positive patients had the same haplotype 

which was identical to that of patients from various other countries. 

{ Conclusion:}  The H1069Q point mutation is frequent in Hungary. The H1069Q mutation 

appears to be the result of a founder effect. The original mutation may have occurred somewhere 

in Eastern Europe. In contrast, mutations in exons 8 and 15 are uncommon in Hungarian WD 

patients. }" "PREVALENCE OF CYTOMEGALOVIRUS CMV INFECTION IN SEVERE 

REFRACTORY IBD COLITIS"  
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{ Background:} Gastrointestinal mucosal permeability, assessed by the urinary excretion of 

various water-soluble probes administered orally, is increased in many patients with ulcerative 

colitis (UC). The management of UC involves the judicious use of sulphasalazine, 

corticosteroids, antibiotics and immunosuppressants. There is insufficient knowledge as to the 

effectiveness of these therapies on mucosal permeability.  

{ Aim:} The aim of this study was to investigate the effect of medical therapy on intestinal 

permeability in patients with UC.  

{ Methods:} Nineteen patients (12 men, 7 women; mean age + SD: 44.4 + 14.5) with active 

colitis were underwent a 6 week medical treatment protocol. 5-amino salicylic acid was 

administered both orally (3 gr/day) and rectally (4 gr/day). Active disease was characterized by 

increased intestinal permeability and endoscopic and clinical findings. Mucosal inflammation 

was graded by four points (0-3). Intestinal permeability was evaluated by determining the 24 

hour urinary excretion percent of orally administered 51Cr-EDTA. Pre and post therapy urinary 

51Cr-EDTA excretion values were calculated in all patients. Urinary 51Cr-EDTA excretion was 

also determined in 19 controls (14 men, 5 women; mean age + SD: 45.7 + 14.8).  

{ Results:} After 6 weeks of therapy, endoscopic examination was repeated and mucosal 

inflammation improved in all patients. There was a significant decrease in the urinary excretion 

of 51Cr-EDTA (pre-treatment UC: 9.89 + 9.06 % and post-treatment UC: 5.39 + 6.40 %; 

control: 0.40 + 0.01 %; z = {\f1 -}2.33, p < 0.02)  

{ Conclusions:} This study demonstrates that in patients with UC, medical therapy not only 

recovers acute inflammation but also restores mucosal barrier integrity and function. }" "THE 

EFFECT OF MEDICAL THERAPY ON INTESTINAL PERMEABILITY IN ULCERATIVE 

COLITIS"  
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In the treatment of Inflammatory Bowel Disease (IBD) medication plays an important role. Few 

data are available concerning patient compliance and the patients view on description 

procedures. The aim of the present study was to investigate compliance and also reasons for non-

compliance. Participants of a population based IBD cohort (South Limburg IBD Registry, The 

Netherlands) were asked to complete an anonymous postal questionnaire. All patients had been 

diagnosed with IBD between 1987 and 1999. Logistic regression analysis was used to discover 

variables related to non-compliance (age, gender, disease duration, educational level, ulcerative 

colitis (UC) or Crohns disease (CD), mono-therapy). The response rate to the questionnaire was 

70% (n=788). Cases of indeterminate colitis or questionable IBD were excluded resulting in a 

study base of 720 patients (423 UC, mean age 47.6 yrs (sd 14.3), 53% males and 297 CD, mean 

age 40.7 yrs (sd 14.7), 40% males). Of this group 533 patients were currently using IBD related 

medication, of which 367 including 5 ASA preparations. Concerning the choice of medication 

77% of the patients stated that the doctor took their opinion into account, 10% was dissatisfied 

with the way of co-operation. Out of 10 statements `activity against inflammation and `side 

effects were considered the most important reasons to make a choice for a specific treatment. In 

24% 5 ASA preparations were used in a different manner then prescribed, mostly the medication 

was taken less frequently per day. Reasons for doing so were own intuition depending on 

physical complaints in 72%, forgetting to take the medication in 33%, fear of side effects in 14% 

and difficulty to take medication in 3%. Variables associated with non-compliance or deviating 

from prescription were a diagnosis of UC, younger age, and a higher educational level.  

{ Summary and conclusion:} In this population-based cohort 74% of the responding IBD 

patients used chronic medication, mostly 5 ASA preparations. Of the patients using 5 ASA 24% 

were non-compliant or changed medication according to their own judgement, more often in UC, 

younger age and with higher education. The importance of discussing drug choice and way of 

medication is underlined by these results. }" "DO IBD PATIENTS USE THEIR MEDICATION 

AS PRESCRIBED AND WHAT IS THEIR OPINION?"  
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{ Aim of the study:} Butyrate enemas may be effective in the treatment of active distal ulcerative 

colitis. Colonic fermentation of Plantago ovata seeds (dietary fiber) yields butyrate. UC patients 

have an altered intestinal flora, which can be modified by administration of probiotics 

(saccharomyces boulardi).  

{ Material and Methods:} An open label, parallel group, randomized clinical trial was conducted. 

A total of 31 patients with ulcerative colitis who were in remission for over 3 months (4 < C.A.I. 

Rachmilewitz) were randomized into 3 groups to receive oral treatment with mesalamine (group 

A), Mucofalk\'ae + mesalamine (group B) and S. boulardi (Enterol\'ae) + mesalamine (group C). 

All patients were 18-65 years of age. At day 0 and weeks 12, 24 and 48 we determined the 

clinical activity index (CAI) and the endoscopic index.  

{ Results:} After 12 months, treatment failure rate was 35% in group A, 28% in group B 

(p=0.02) and 30% in group C (p=0.05). Probability of continued remission was similar (Mantel-

Cox test, p=0.76; Breslow test, p=0.52). Mean times to treatment failure were 8.68±0.88, 

9.07±0.76 and 9.21±0.81 months, respectively for groups A, B and C. It was shown that patients 

with total colitis as compared to those with left-sided colitis had an increased probability of 

relapse during the 1 year follow-up. Patients of group B experienced more asymptomatic nights 

(90% vs. 77% in group C vs. 58% in group A, p=0.0011) during the first 3 months. Similar 

proportions of patients reported adverse events.  

{ Conclusions:} Plantago ovata seeds and S. boulardi maintain UC remission and increase the 

response to mesalamine. }" "MAINTENANCE OF REMISSION OF ULCERATIVE COLITIS 

(UC): MESALAMINE, DIETARY FIBER, S. BOULARDI"  
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{ Background.} Previous studies addressed to find which characteristics of patients with 

Ulcerative Proctitis (UP) could be predictive of the extension of inflammation did not achieve 

conclusive results. { Aim.} To evaluate the importance of some clinical and therapeutic 

parameters in pts affected by non-progressive or extended UP.  

{ Patients and Methods.} One-hundred and ten pts, (M 59 and F 51) with mean age of 40±16 yrs, 

were retrospectively studied. Diagnosis of UP, defined as inflammation extended not more than 

15 cm from the anal verge, was made by clinical, radiological, endoscopical and histological 

findings. Pts were followed up with periodical clinical, endoscopic and histological controls and 

at any clinical relapses. During endoscopy biopsies were collected from distal and proximal 

tracts of the colon to assess the real extent of inflammation. The following parameters were 

considered: number of clinical relapses (mean/yr), duration of oral 5-ASA therapy (mo/yr), 

duration of topical 5-ASA (mo/yr) and corticosteroids (CS) (mo/yr) therapy.  

{ Results.} Pts were followed up for a mean time of 10 yrs and 5 mo. During this period the 

disease spread proximally in 33 (30%) out of 110 pts, 24 pts (72.7%) showing a left-sided and 9 

pts (27.3%) a diffuse colitis. Pts with an extended disease showed a statistically significant 

higher number of clinical relapses and a lesser intake of oral 5-ASA than pts with non-

progressive proctitis (p<0.003 and p<0.03 respectively; t test). A higher use of topical 5-ASA 

treatment was observed in pts with extended disease but the difference does not reach a statistical 

significance, while the use of topical CS was very similar in the two groups (table). 

\tx1455\tx2265\tx3585\tx5445\tx5850\tx8150\fs4 \ul \tab Extended UP Non-progressive UP p 

Relapses n/yr 2.5±1.2 0.1±0.1 0.003 Oral 5-ASA mo/yr 5.5±0.9 8.04±0.7 0.03 Topical 5-ASA 

mo/yr 4.65±1.2 2.7±0.6 n.s. Topical CS mo/yr 2.6±1.0 2.1±0.6 n.s. Results are expressed as 

means ± SEM.  

{ Conclusions.} UP pts with more frequent relapses seem to be at higher risk of proximal 

extention of the disease while a more intense treatment with oral 5-ASA can be protective 

towards the spreading of the rectal inflammation. }" "PROXIMAL EXTENSION OF 

MUCOSAL INFLAMMATION IN PATIENTS WITH ULCERATIVE PROCTITIS MAY BE 

PREVENTED BY ORAL 5-ASA"  
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{ Background:} Dehydroepiandrosterone sulfate (DHEAS) is the most abundant steroid hormone 

in the body. We have shown previously, that DHEAS concentrations are decreased in patients 

with inflammatory bowel disease (Straub et al. Am J Gastro 1998;93:2197-2202), and that 

DHEAS inhibits the production of interleukin-6 by human peripheral blood monocytes (Straub et 

al. J Clin Endocrin Metab 1998;83:2012-2017). Recently, it has been shown, that 

dehydroepiandrosterone (DHEA) inhibits nuclear factor kB (NFkB), interleukin-6 and 

interleukin-12 via the peroxisome proliferator-activated receptor {\f1 a} (Poynter and Daynes, J 

Biol Chem 1998;273: 32833-32841). Treatment with DHEA was effective in patients with lupus 

erythematosus. We started a phase II pilot trial in patients with active ulcerative colitis pretreated 

with other drugs.  

{ Patients and methods:} Twelve patients (2 male, 10 female) with active ulcerative colitis 

(Rachmilewitz index: 7,8 ± 2,1 mean ± SD; range: 5-12) pretreated with other drugs were treated 

orally with 1x200 mg DHEA (Audor Pharma, Regensburg, Germany) per day for 56 days. Eight 

of the twelve patients used 5-aminosalicylic acid (1,5 - 4 g/d), two budesonide (1,5 - 3,0 g/d), 1 

patient took H15 and E. coli Nissle 1917 (100 mg/d), and two patients azathioprine (150 mg/d). 

All medications were kept stable during the study.  

{ Results:} Seven of the 12 patients responded to the treatment with a decrease of RI of {\f1\'b3} 

4 points. Five of them went into remission (RI < 4). Five patients did not respond. In the 

responder group the mean number of liquid stools decreased from 8.6 ± 3.7 to 3.0 ± 2.2. Bloody 

diarrhea and abdominal pain also decreased from 2.6 ±0.5 to 1.1 ±0.4 and 1.0 ± 0.8 to 0.3 ± 0.8 

respectively. The DHEAS concentrations after 4 weeks of treatment were higher (12.9 ± 5.4) in 

the patients who went into remission compared to the patients who did not (6.4 ± 2.6) p=0.028. 

Only minimal side effects occurred (e.g. 1\'d7 moderate nausea).  

{ Conclusions:} Treatment with DHEA was effective and save in a pilot study in patients with 

moderately active ulcerative colitis. Adjustment of treatment according to DHEAS serum 

concentratiohns may further improve treatment. A randomized controlled trial is warranted to 

confirm these preliminary data. }" "SUCCESSFUL TREATMENT OF REFRACTORY 

ULCERATIVE COLITIS WITH DEHYDROEPIANDROSTERONE - AN OPEN 

CONTROLLED PILOT TRIAL"  
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IV CyA is considered as an established treatment in acute, steroid-resistant, UC. However, 

maintenance of the response in these patients consists a major problem. Aim of the study was to 

compare the safety and efficacy of oral azathioprine (2.5mg/kg/day) and low-dose oral CyA 

(4mg/kg/day) in patients with acute, steroid-resistant UC who responded favourably in IV CyA 

(4mg/kg/day). Sixteen patients (10 male, 6 female, age range 18-58 years) were randomized to 

oral administration of either azathioprine (8 patients, Group A) or CyA (8 patients Group B) with 

the intention of continuing the treatment for 6 months and followed-up for further 12 months. All 

patients had steroid tapering and were also in 5-ASA compounds. During the 6 months period 

5/8 (62.5%) from Group A and 4/8 (50%) from Group B remained in remission. Two patients 

from Group A (25%) and 3 (37.5%) from Group B relapsed relatively shortly after initiation of 

treatment and had an urgent proctocolectomy. One patient from each group was withdrawn from 

the study because of drug-related pancreatitis and severe impairment of renal function 

respectively. From the patients who completed the 6 months treatment none from Group A and 

4/4 from Group B had minor clinical and/or biochemical drug-related side-effects which resolved 

shortly after discontinuation of treatment. During the 12 months follow-up 4/5 (80%) from 

Group A and 3/4 (75%) from Group B remained in remission. Overall, 4/8 (50%) from Group A 

and 3/8 (37.5%) from Group B had sustained 18 months remission. It seems that low-dose oral 

CyA is almost as effective and safe in medium-term administration as oral azathioprine in 

maintenance of the response in such patients. }" "COMPARATIVE EFFECTIVENESS AND 

SAFETY OF ORAL AZATHIOPRINE AND LOW-DOSE ORAL CYCLOSPORIN IN 

MAINTENANCE OF THE RESPONSE IN PATIENTS WITH ACUTE STEROID-

RESISTANT ULCERATIVE COLITIS"  
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{ Background:} the use of i.v. cyclosporine (Cys) at dosage of 4 mg/Kg/die in patients with 

steroid resistant Ulcerative Colitis (UC) is controversial because of variability of results.  

{ Aims:} to verify the effectiveness and the safety of a 2 mg/Kg/die dose of i.v. Cys in patients 

with steroid resistant UC and to evaluate azathioprine (AZA) versus oral Cys for maintaining 

treatment.  

{ Patients and methods:} 24 patients admitted to our Department from 1993 with an acute attack 

of severe UC, not responding to high doses of i.v. steroid for at least 7 days, received continuous 

i.v. Cys at dosage of 2 mg/Kg/die for 15 days. Two patients repeated the treatment after a second 

relapse (26 treatments). Mean age was 34.8 years and mean duration of disease was 43.5 months. 

In 6 pts. it was the first attack.. All patients were screened for bacterial infections, 

cytomegalovirus in rectal biopsies, presence of toxic megacolon. Mean follow-up was 20.5 

months. Oral Cys was continued as maintenance treatment for 6 months in the first 7 pts, 

whereas AZA was given in the last 10 pts. One patient refused immunosuppressive therapy.  

{ Results:} remission was obtained in 22 treatments (84%) in a mean time of 6.5 days. 4 pts did 

not respond and were operated on. Two responder pts were operated on soon after remission in 

election. 5 out of 7 pts (71.4%) in remission with oral Cys and 2 out of 10 pts (20%) in remission 

with AZA were operated on within 24 months. Severe side effects (colestatic hepatitis) were 

observed in 2 patients (both operated on). Mild side effects (fungal infection) were observed in 

two pts.  

{ Conclusions:} 2 mg/Kg/die of Cys is highly effective with few side effects in inducing 

remission if accurate selection of patients is made. Maintaining treatment with AZA seems more 

effective than oral Cys. }" "LOW DOSAGE OF INTRAVENOUS CYCLOSPORINE IN THE 

TREATMENT OF SEVERE ULCERATIVE COLITIS"  
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{ Background:} A small but significant proportion of patients with distal ulcerative colitis (UC) 

is resistant to conventional therapies. Therefore, the development of a new, less toxic and more 

effective treatment for refractory distal UC is still a major objective of clinical gastroenterology. 

Ecabet sodium (ES), a novel non-absorbable locally acting anti-gastric ulcer agent, has a high 

affinity for the ulcer floor, and then topically enhances gastric mucosal defensive factors, such as 

endogenous prostaglandins, capsaicin-sensitive sensory nerve and nitric oxide. All these factors 

play an important role in maintaining the mucosal integrity of the colon. The hypothesis has been 

put forward that ES enema can induce the mucosal defensive factors of the colon and the rectum 

in UC.  

{ Aims:} To evaluate the efficacy of ES (Tanabe Seiyaku Pharm., Osaka, Japan) enema in the 

treatment of refractory UC.  

{ Methods:} Nine patients with refractory UC (6 males and 3 females; mean age 40 yr) were 

treated. Three patients had pancolitis, five had left-sided colitis and one had proctitis. In all of 

them, 1) all who had been unresponsive to or intolerant of standard therapy for 4 weeks, 2) active 

lesion was localized in the rectum and/or sigmoid colon, and 3) bowel movement was less than 3 

times a day under total parenteral nutrition. They were given an ES enema (ES 1g and tepid 

water 20-50ml) twice a day for 14 days. Clinical activity index (CAI), colonoscopic findings and 

histological findings were compared before and after the ES therapy.  

{ Results:} Significant improvement was obtained in CAI (from 5.3 ± 1.3 to 0.4 ± 0.8), 

colonoscopic findings (from 3.1 ± 0.9 to 0.9 ± 0.4) and histological findings (from 2.7 ± 0.5 to 

0.5 ± 0.5) in seven of nine cases. There was no adverse events accompanying the ES therapy.  

{ Conclusions:} This open study strongly supports that ES enema ameliorates refractory UC and 

that ES enema may be a new second line therapy for refractory UC. Further results of this 

ongoing study will be available at UEGW. }" "TREATMENT OF REFRACTORY 

ULCERATIVE COLITIS WITH ECABET SODIUM ENEMA: PRELIMINARY RESULTS OF 

AN OPEN-LABELED STUDY"  
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The Ileo Pouch Anal Anastomosis (IPAA), the restorative procedure of choice for patients with 

Ulcerative Colitis (UC) or Familial Adenomatous Polyposis (FAP), is attended by 35% pouch 

related complications and 10% failure rate. The Ileo Neo Rectal Anastomosis (INRA), an 

alternative procedure, was developed to reduce the pouch related complications rate with an (at 

least) equal functional result. We report on the results of the first 20 INRA patients (16 UC and 4 

FAP) and evaluate the primary goals. In 20/25 selected patients, an INRA procedure was carried 

out. Five (UC) cases were converted to IPAA, because of difficulty to complete rectal 

mucosectomy. The median operation time was 305 minutes (range 250-510), with 1450 mls. 

blood loss (500-4000). Until now 17 patients had their temporary diverting ileostomy closed 

after 94 days (18-193). The median bowel frequency decreased from initially 15\'d7/24 hours (n 

= 17) to 5/24 hours at 2 years (4-9; n = 8). In 9/20 cases some degree of stenosis occurred at the 

mucosa-anal level, which were treated conservatively. 3 patients had pouchitis. No other pouch 

related complications (pelvic sepsis, fistula, sexual dysfunction, incontinence) occurred. The 

neorectal maximum tolerated volume changed from pre-operatively 88 mls. (14-300) to 123 mls. 

(56-239) at 2 years (n = 13). Mucosal biopsies showed atrophy and inflammation early after 

INRA with recovery of small bowel mucosa in time. The INRA procedure shows a low 

complication rate and good functional result. Difficulty to perform complete rectal mucosectomy 

is evidenced by long operation time, as well as a 20% conversion rate. This procedure fulfills its 

principal aims as alternative restorative procedure. }" "THE ILEO NEO RECTAL 

ANASTOMOSIS: RESULTS AND CONSIDERATIONS"  
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{ Background:} Colonic luminal pH is reportedly reduced to as low as pH 2-5 in patients with 

ulcerative colitis, particularly when active (Fallingborg et al., 1995 Dig Dis Sci 38:1989-93). We 

have tested in vitro the hypothesis that low pH may inhibit bacterial azo-reductase and thus 

reduce release of 5-ASA from the azo-bonded preparations, sulphasalazine (SASP), olsalazine 

(OLS) and balsalazide (BALS).  

{ Methods:} SASP, OLS and BALS were incubated with suspensions of {\i E. coli} and {\i B. 

fragilis} (n{\f1\'b3}3 for each suspension) as sources of azo-reductase. The pH of the 

suspensions was then adjusted by the addition of HCl to pH 8.4, 7.4, 6.4, 5.4, 4.4 and <4. 

Suspensions were incubated anaerobically for 18 hours at 37\'b0C, and release of 5-ASA and N-

acetyl-5-ASA assayed by HPLC.  

{ Results:} Release of 5-ASA (percent (median (range)) from parent drug: 

\tx1110\tx2145\tx3180\tx4215\tx5250\tx6195\tx6645\tx8150\fs4 \ul \tab \tab \tab \ul pH \ulnone 

8.4 7.4 6.4 5.4 4.4 <4.4 \tab \tab \i E. coli\i0 SASP 74 74 80 72 62 4 (63-93) (35-125) (34-113) 

(67-108) (35-70) (0-79) OLS 119 60 76 84 46 0 (93-152) (26-128) (4 -101) (78-166) (9-51) (0-

52) BALS 38 48 66 93 58 5 (26-51) (25-52) (27-109) (81-126) (0-83) (0-37) \i B. fragilis\i0 8.4 

7.4 6.4 5.4 4.4 SASP 92 41 27 5 3 (82-100) (40-43) (26-29) (5-6) (1-5) OLS 93 80 68 34 2 (86-

101) (79-83) (64-73) (32-36) (0-3) BALS 37 35 28 27 13 (35-40) (33-38) (25-30) (21-31) (10-

19) \tab \tab d\fs20 For {\i E. coli} suspensions, 5-ASA release at pH{\f1\'a3}4.4 was 

significantly less than at pH{\f1\'b3}5.4 (p= 0.01 for each drug). For {\i B. fragilis}, but not {\i 

E. coli}, there were significantly linear correlations between 5-ASA release and pH 

(R{\f1\'b3}0.95, p{\f1\'a3}0.02). In {\i E. coli} suspensions, N-acetyl-5-ASA release was < 5%, 

but no N-acetyl-5-ASA was detected with {\i B. fragilis}. Recovery of pure 5-ASA was 

unaffected by pH. 

{ Conclusion:}  The reduction in 5-ASA release from azo-bonded drugs at low pH is substrate 

and bacterial species-dependent and could impair the therapeutic efficacy of these agents in 

patients with ulcerative colitis. }" "RELEASE OF 5-AMINOSALICYLIC ACID FROM AZO-

BONDED FORMULATIONS IS REDUCED AT PH BELOW 5.4"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.937#" " Abstract: P.937 0 Citation: Gut 2000; 47(Suppl III): 

A242 ABSENCE OF RENAL IMPAIRMENT WITH LONGSTANDING USE OF 

ANIMOSALICYLATES IN CHRONIC INFLAMMATORY BOWEL DISEASE  

G. DHaens, M. Elseviers, L. Lemmens, C. Plane, E. Lerebours, J.C. Stolear, G. Riegler, M. Van 

Outryve, P. Mishevska, S. Djuranovic, M. De Broe  

\i Department of Nephrology, UIA, Antwerp (Belgium) and Departments of Gastroenterology of 

Leuven, Antwerp and Tournai (Belgium), Lille, Rouen (France), Napoli (Italy), Skopje and 

Belgrad (Yougoslavia)  

Chronic use of aminosalicylates for the treament of IBD may be associated with a gradual 

decrease in renal tubular function and even renal insufficiency. Up to date, only relative small 

patient groups have been studied with inconclusive results about the incidence and severity of 

this problem. We studied a large cohort of patients at 28 GI centers in 5 European countries and 

followed their renal function (serum creatinin levels) at inclusion in the study and 6 and 12 

months later. IBD symptoms and all IBD and other medication were recorded by questionnaires, 

along with with biochemical markers of inflammation. So far, 1449 IBD patients (47% male, 

56% Crohns disease, 40% ulcerative colitis, 4% indeterminate colitis) have been included, with a 

mean age of 40.8 ± 14.8 yrs and duration of IBD symptoms of 9.7 ± 7.7 years. At baseline 10.7% 

of the pts had been using sulfasalazine (0.5-3 grams/day) and 65.2% a 5-ASA preparation (0.5-4 

grams/day) chronically. In addition, 37 used >1 month of steroids during the 12 month study 

period and 35% used immunomodulators. Preliminary analysis showed that 30 pts (2%) had a 

decreased renal function on at least 1 occasion. Nephrologic work-up demonstrated presence of 

interstitial nephritis in only 4 pts, possibly related to the use of 5-ASA drugs. This proportion is 

not different from what is observed in the general population. No further associations between 

the type or dose of other medication and the type or activity of IBD were observed. 

{ Conclusion:}  Chronic use of sulfasalazine and aminosalicylates for IBD is safe with regard to 

renal function in the currently used dose regimens. }" "ABSENCE OF RENAL IMPAIRMENT 

WITH LONGSTANDING USE OF ANIMOSALICYLATES IN CHRONIC 

INFLAMMATORY BOWEL DISEASE"  
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{ Aim:} to assess the efficacy of budesonide controlled ileal release (CIR) capsules in the 

maintenance of remission of Crohns disease in adults switched from treatment with high-dose 

oral prednisolone.  

{ Methods:} 45 patients receiving prednisolone, 20-30 mg/day, were studied as part of a 

randomised, double-blind, placebo-controlled multicentre trial with a parallel group design. 

Patients with Crohns disease and a Crohns Disease Activity Index (CDAI) of no more than 200, 

dependent on prednisolone for at least 6 months, received either placebo (n = 21) or budesonide 

CIR, 6 mg/day (n = 24). The initial prednisolone dose was tapered and stopped within 4-10 

weeks. A week after cessation of prednisolone, each group was treated for a further 12 weeks 

with either budesonide or placebo. Relapse was defined as a CDAI of > 200 and increased by at 

least 60 points or withdrawal due to disease deterioration.  

{ Results:} after 1 week without prednisolone, 96% of patients in the budesonide group were in 

remission compared with 52% in the placebo group (P < 0.001). At 13 weeks, these figures were 

75% and 29%, respectively (P = 0.002). Comparing results with the other cohorts of patients 

who were switched from low (10-15 mg) and medium (15-20 mg) daily doses of prednisolone, 

there was no evidence that the initial prednisolone dose was important for the rate of remission. 

{ Conclusion:}  budesonide, 6 mg daily, can successfully replace high-dose prednisolone to 

maintain remission in steroid-dependent adults with Crohns disease. }" "EFFICACY OF 

SWITCHING FROM PREDNISOLONE TO BUDESONIDE CONTROLLED ILEAL 

RELEASE CAPSULES IN HIGH-DOSE STEROID-DEPENDENT PATIENTS WITH 

CROHNS DISEASE"  
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{ Aim:} to evaluate the safety of budesonide controlled ileal release (CIR) capsules in the 

maintenance of remission of Crohns disease in adults switched from treatment with oral 

prednisolone.  

{ Methods:} 118 patients dependent on prednisolone for at least 6 months and with a Crohns 

Disease Activity Index (CDAI) of no more than 200 were randomised to receive placebo or 

budesonide CIR, 6 mg/day (n = 59 each). Prednisolone treatment was tapered concomitantly 

with the start of budesonide or placebo treatment. A week after cessation of prednisolone therapy 

(week 1), patients were treated with placebo or budesonide for a further 12 weeks. Safety was 

assessed from the frequency and intensity of possible glucocorticosteroid (GCS)-related adverse 

events (AEs) and the measurement of basal and stimulated plasma cortisol levels.  

{ Results:} the number of GCS-related AEs was reduced in both budesonide and placebo groups 

(0.8 and 1.5, respectively) at 13 weeks compared with baseline when patients were receiving 

prednisolone (2.6 and 3.0, respectively). There was a decrease in the intensity of AEs, 

particularly in moon face, acne, insomnia and mood swings. There were no differences in the 

sum of intensities of GCS-related AEs in both groups at 1 and 13 weeks after cessation of 

prednisolone. Of the 23 patients in both groups who had an abnormal adrenal function at entry, 

12 regained normal function in the budesonide group and 19 in the placebo. 

{ Conclusion:}  switching patients from prednisolone to oral budesonide, 6 mg/day, is associated 

with a reduction in GCS-related AEs and an improvement in adrenal function. }" "SAFETY OF 

SWITCHING SYSTEMIC STEROIDS TO BUDESONIDE CONTROLLED ILEAL RELEASE 

CAPSULES IN STEROID-DEPENDENT PATIENTS WITH INACTIVE CROHNS DISEASE"  
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{ Aim:} to compare the impact on quality of life (QoL) of switching from prednisolone to 

budesonide controlled ileal release (CIR) capsules or placebo for the maintenance of remission in 

steroid-dependent Crohns disease.  

{ Methods:} 118 patients receiving prednisolone, 10-30 mg/day, were studied as part of a 

randomised, placebo-controlled, double-blind, parallel group, multicentre trial. Patients with 

Crohns disease and a Crohns Disease Activity Index (CDAI) of no more than 200, dependent on 

prednisolone for at least 6 months, received either placebo or budesonide CIR, 6 mg/day (n = 59 

each). The initial prednisolone dose was tapered concomitantly with the start of the intake of 

budesonide or placebo. After a week without prednisolone, patients were treated for a further 12 

weeks with either budesonide or placebo. QoL was assessed using both the general Short Form 

(SF)-36 scale and the disease-specific Inflammatory Bowel Disease QoL (IBDQ) questionnaire.  

{ Results:} before cessation of prednisolone therapy (week 0), the average total IBDQ scores for 

the budesonide- and placebo-treated groups were similar (162.0 and 158.7, respectively). After 

13 weeks, the total IBDQ score was significantly higher in the budesonide group compared with 

the placebo group (167.0 and 153.9, respectively; P = 0.025). SF-36 scores revealed a significant 

difference between the treatment groups in favour of budesonide at 13 weeks (P = 0.005) with 

respect to the physical combined score. In addition, there was a numerical increase the QoL 

scores over time in the budesonide group and a numerical decrease in the placebo group. 

{ Conclusion:}  budesonide was associated with an improved QoL compared with placebo. In 

addition, switching patients from prednisolone to budesonide may have had a positive effect on 

QoL, though this study was not primarily designed to assess this. }" "EFFECT OF SWITCHING 

TO BUDESONIDE ON THE QUALITY OF LIFE OF PATIENTS WITH STEROID-

DEPENDENT CROHNS DISEASE"  
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{ Background:} Azathioprine is effective in maintaining remission in steroid dependent or 

steroid resistant IBD patients. It is a matter of debate whether neutropenia is a prerequisite for 

optimal therapy in maintaining remission. In current clinical practice, azathioprine dose is not 

titrated against neutropenia unless dangerous levels of neutropenia are seen.  

{ Aim:} To examine relapse rates in IBD patients maintained on azathioprine who were stratified 

according to their lowest achieved neutrophil count during azathioprine therapy; either having 

normal counts (neutrophil count >2.5) or neutropenic (neutrophil count <2.5). Non had dose 

adjustments relative to their neutrophil counts.  

{ Methods:} We examined a total of 172 patients with IBD in whom their disease had been 

maintained in remission with azathioprine for a minimum of 6 months. Forty three patients had 

become neutropenic (16CD:27UC), 129 patients had normal neutrophils counts (79CD:50UC). 

Relapse rates per year of follow up were compared between the groups using Mann-Whitney 

non-parametric analysis. Categorical data was compared using chi squared analysis with Yates 

correction. Relapse rates were compared using Kaplan Meier survival curves using months to 

first relapse as primary endpoint.  

{ Results:} Median azathioprine doses were 1.9mg/kg for the neutropenic groups compared with 

1.8mg/kg for normal neutrophil count (p=NS).In the neutropenic group (mean neutrophil count 

1.9; SD=0.37) relapse rates were 0.30 per year of follow up compared with 0.22 per year follow 

up for normal neutrophil counts (mean neutrophil count 3.7; SD=0.9), p=NS. Patient 

characteristics were well matched between the two groups. Further analysis were performed in 

CD only and UC only groups and again no difference was noted in these groups. Log rank 

analysis of survival curves showed no statistical differences in time to first relapse in any of the 

groups. 

{ Conclusion:}  Neutropenia is not a marker for azathioprine efficacy in maintaining remission 

in IBS patients. However, this study did not investigate whether neutropenia is beneficial in 

remission induction as has been proposed by other research groups. }" "AZATHIOPRINE 

INDUCED NEUTROPENIA AS A PREDICTOR OF RELAPSE IN IBD"  
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{ Introduction:} Neopterin is a chemokine released by gamma-interferon stimulated 

macrophages and monocytes and may function as an enhancer of tumour necrosis mediated 

apoptosis. In sarcoidosis neopterin can detect subclinical disease and may predict relapse. 

Assessment in clinical practice in Crohns disease is limited.  

{ Aims:} To determine whether urinary neopterin corrected for creatinine correlates with disease 

activity in Crohns disease.  

{ Methods:} 132 adult patients with established Crohns disease were assessed. The Van Hees 

Activity Index (VHAI) was used to determine overall disease activity. Inflammatory markers 

included were C-reactive protein (CRP), platelet count and alpha-1 acid glycoprotein (alpha-1 

AGP). Urinary neopterin was assayed using HPLC technique.  

{ Results:} Neopterin/creatinine ratio (N/C) was statistically associated with both VHAI and 

inflammatory markers for replicate observations(p<0.001) and single sets of observations 

p<0.05). Using multiple regression correlation the VHAI correlated most closely with N/C ratio 

which also demonstrated linear correlation with alpha-1 AGP.  

{ Conclusions:} Urinary neopterin/creatinine ratio is closely correlated with overall disease 

activity in addition to individual inflammatory markers in Crohns disease and could therefore 

substitute for complex disease scoring sytems in clinical practice. The potential role as a marker 

for macrophage activity and granulocyte formation deserves further study as it may allow 

accurate targeting of novel therapies in Crohns disease. }" "TARGETING THERAPY IN 

CROHNS DISEASE: THE POTENTIAL ROLE OF NEOPTERIN"  
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{ Introduction:} The sustained beneficial effects of TNF{\f1 a} blockade in Crohns disease (CD) 

have been confirmed in several randomised controlled trials. However, the effects on articular 

manifestations were not assessed in these studies, although there exists an intriguing relationship 

between CD and spondyloarthropathy (SPA): articular symptoms compatible with SpA are 

observed in 35% of CD, and 25% of the SpA patients have microscopic gut inflammation which 

can evolve to full-blown CD. Therefore we evaluated the effect of TNF{\f1 a} blockade on 

articular symptoms in patients treated for CD.  

{ Methods:} Five patients were treated with infliximab (5 mg/kg) in a compassionate use 

program for refractory CD. All patients had therapy-resistant CD with or without fistulae. 

Moreover, all 5 patients had associated SpA, according to ESSG-criteria. Inflammatory 

parameters, gastrointestinal symptoms as well as axial and peripheral articular symptoms were 

assessed.  

{ Results:} In all 5 patients inflammatory parameters dropped and gastrointestinal remission was 

obtained. Two of the patients had peripheral synovitis that disappeared completely 2 weeks after 

treatment. They remained in articular remission for 3 months, and relapse of the synovitis was 

again successfully controlled by re-treatment with infliximab. In the third patient, the swollen 

joint count dropped from 12 to 6 after one dose of infliximab, and complete articular remission 

was obtained after a second dosing at week 2; this remission was sustained for up to 6 months. 

The fourth patient, a HLA-B27 positive ankylosing spondylitis with inflammatory axial pain and 

peripheral synovitis, had a significant improvement of both inflammatory axial pain, as well as a 

disappearance of synovitis of the elbow, wrist, ankle and knee. The fifth patient had HLA-B27 

positive ankylosing spondylitis with severe inflammatory back pain. The axial night pain 

disappeared after treatment and the patient remained in remission during follow-up, which has 

now reached 6 months. 

{ Conclusion:}  TNF{\f1 a} blockade is followed by a fast and significant improvement of 

articular as well as axial inflammation in SpA associated with CD. These observations warrant 

further investigation of the therapeutic potential of TNF{\f1 a} blockade in SpA }" "CROHNS 

DISEASE WITH SPONDYLOARTHROPATHY: EFFECT OF TUMOR NECROSIS FACTOR 

[alpha] BLOCKADE WITH INFLIXIMAB ON THE ARTICULAR SYMPTOMS"  
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{ Aim of the study:} immunosuppressive therapies have been widely used in patients with 

Inflammatory Bowel disease (IBD) and CsA I.v has been previously used in patients with 

complicated IBD (e.g. enterocutaneou fistula). We wanted to ascertain if oral CsA capsules 

would be effective in severe complicated Crohns disease.  

{ Patients and methods:} 10 patients with complicated enterocutaneous fistula due to Crohns 

disease refractory to conventional therapies were enrolled in the study after informed consent. 

All of them were NPO with TPN at the moment of beginning the treatment with oral CsA (4 

mg/kg.day). Before the administration of CsA fistula output, manifestations of disease, 

nutritional index, lymphoid population, renal clearance, liver function, complete viral, bacterial 

and fungal screening was performed. During the treatment AUC and through levels were 

measured daily, fistula output recorded, fungal and Pneumocystis prophylaxes were initiated. 

The treatment was tapered two days after closure of the fistula. Oral tolerance, closure of the 

fistula, and wellness of the patients were compared with a historic cohort of 20 patients with 

similar disease index treated with conventional therapies.  

{ Results:} All patients showed a decreased absorption of CsA during the first 2 days of 

treatment but were able to restart oral feeding increasing the AUC levels during the next 48 

hours. Closure of fistula was diagnosed at day 6.75 (historic cohorts 12.45 days). The severity 

disease index was reduced in all patients at day 3 and continued significantly better than historic 

cohorts up to 40 days. Fungal colonization (Candida Parapsilosis) appeared in 20% of the 

patients at the moment when the fistula was closed, tapering of CsA and careful follow up were 

the only treatment administered. All patients gained weight during the time undergoing CsA 

treatment and 3 weeks after closure of the fistula.  

{ Conclusions:} oral CsA treatment with CsA-Neoral showed excellent results in our preliminary 

patients improving the enteral absorption of CsA as showed by the AUC controls, decreasing the 

fistula output and closing it in less than 7 days without major complications if excepted those 

related to the immunosuppression of the patient (fungal colonization). Oral CsA-Neoral should 

be considered as one of the treatments of choice of complicated IBD. }" "NEORAL 

TREATMENT IN IBD PATIENTS WITH COMPLICATED ENTEROCUTANEOUS 

FISTULAS"  
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Blocking tumor necrosis factor (TNF) with chimeric antibodies has been shown to be beneficial 

in the treatment of Crohns disease (CD) and rheumatoid arthritis; however, the antibodies can be 

immunogenic. The natural p55 soluble TNF receptor (TBP-1) should allow neutralisation of 

TNF activity by forming complexes, but without inducing immunogenicity. This study 

determined the safety and efficacy of TBP-1 in moderate-to-severe active CD. 12 patients with 

active CD (CD activity index (CDAI) 250-400) were randomized to receive 11.7 (n=6) or 50 mg 

(n=6) TBP-1 subcutaneously, three times per week for 2 weeks. CD medication, other than 5-

aminosalicylic acid (5-ASA) and anti-diarrheals, was not permitted. The dose of 5-ASA was 

maintained during treatment. Disease activity was assessed at baseline and weeks 1, 2, and 6. 

Baseline characteristics and disease severity were similar in both dose groups. The mean baseline 

CDAI for all patients (n=12) was 293 (95% confidence interval (CI): 264-322). At the end of 

treatment, the mean overall decrease in CDAI from baseline was 105 (CI: 54-156). No evidence 

of disease progression was observed in either treatment arm. The overall clinical response 

(decrease in CDAI by 
3
100 points) at day 15 occurred in 7/12 (58%, CI: 28-85%) of patients. 

Remission (CDAI <150) was observed in 5/12 (42%, CI: 15-72%) of patients. No moderate or 

severe adverse events were observed. A mild injection site reaction occurred in 1 patient 

receiving 50 mg TBP-1. TBP-1 did not elicit any antibody response. The rapid and sustained 

decrease in CD activity after TBP-1, a non-immunogenic and well-tolerated novel anti-TNF, 

warrants further investigation in controlled randomized trials. }" "RECOMBINANT NATURAL 

SOLUBLE P55 TNF RECEPTOR IS EFFECTIVE AND WELL TOLERATED IN ACTIVE 

CROHNS DISEASE: RESULTS OF A RANDOMIZED PILOT STUDY"  
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{ Objective:} Infliximab, a chimeric anti-tumor necrosis factor-{\f1 a} monoclonal antibody, has 

been studied in over 10 clinical trials in Crohns disease and rheumatoid arthritis. To examine the 

long-term safety of infliximab, a follow-up program collected information on death, malignancy 

and new autoimmune diseases through 3 years and on serious infections through 6 months 

following the last infliximab infusion administered in a clinical trial.  

{ Results:} 770 infliximab and 192 control (placebo) patients were included in the follow-up 

program. \tx2205\tx3270\tx4185\tx5250\tx5760\tx8150\fs4 \ul \tab \ul CD Studies \ulnone \ul All 

Studies \ulnone Infliximab Control Infliximab Control Patients treated 555 133 770 192 Deaths 2 

0 15 3 Deaths/patient-year 2/427 0/52 15/1,395 3/190 of follow-up Incidence/patient yr 0.005 0 

0.011 0.016 Malignancies 4 1 14 1 Malignancies/patient- 4/424 1/52 14/1,385 1/189 year of 

follow-up Incidence/patient yr 0.009 0.019 0.010 0.005 Serious Infections 7 1 33 10 Serious 

infections/ 7/152 1/23 33/517 10/88 patient-year of follow-up Incidence/patient yr 0.046 0.044 

0.064 0.114 d\fs20 Three of 770 (0.39%) infliximab patients developed a drug-induced lupus, all 

of which resolved after discontinuation of infliximab and/or medical treatment with steroids. No 

new other autoimmune diseases have been observed. 

{ Conclusion:}  The incidence of major safety events during long-term follow-up in infliximab 

treated patients in clinical studies was comparable to those observed in placebo patients. The 

occurrence of malignancies has a comparable frequency to that expected in a normal patient 

population (NIH SEER database). In addition, one and a half year post marketing surveillance in 

over 50.000 patients treated with commercial infliximab has not identified any new adverse 

events, over those that were observed in the prospective, long-term safety follow up of the 

clinical trial experience reported here. }" "LONG-TERM SAFETY FOLLOW UP OF 

PATIENTS TREATED WITH INFLIXIMAB (ANTI-TNF[alpha] ANTIBODY, REMICADE®) 

IN CLINICAL TRIALS"  
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Infliximab (INF, Remicade\'ae) monoclonal antibodies against TNF{\f1 a}, 5 mg/kg is associated 

with a 65% response and 33% remission rate in fistulizing and refractory Crohns disease (CD).  

{ Aim:} Since December 1998-May 2000 a controlled expanded program in Denmark has been 

conducted. The efficacy was validated by disease activity index Harvey-Bradshaw (H-B), S-

IBDQ-quality of life score, fistulas by Present score (Ps) and Magnetic Resonance Imaging 

(MRI)). Furthermore, safety was evaluated by sideeffects, cancer and mortality, before and after 

treatment by Remicade in consecutive patients.  

{ Methods:} Treatment regiment of 5 mg/kg, week 0, 2 and 6 (mean infusion 335 mg (200-550 

mg)) were recommended for all patients: 64% having perianal fistulas, 11% intestinocutaneous, 

10% steroid dependency (SD) and 17% refractory. 15 pt. continued Imuran treatment.  

{ Results:} Of 99 patients enrolled, 43 men and 56 females, 70 patients (median age 34.5 years 

(range, 17-92 yrs) had completed all 3 Remicade infusions. Median disease duration: 8.5 years 

(0-27 yrs). H-B index initially: median 12 (range, 4-26) decreased after 8 weeks to 3.5 (range, 1-

11). Quality of life, S-IBDQ, increased from mean 35 (range, 26-67) to 50 (range, 22-63). 

Number of secreting fistulas 61% before vs 29% after treatment. Therapeutic gain: 32% for 

fistulas and 18% for non-fistulizing CD. Steroid dependency was reduced from 24% to 6%. Mild 

and transient infusion reaction were observed in 1 pt. Adverse events were as follows: flu-like 

symptoms 2 pts, fever 1 pt, rhinitis 1 pt. One cancer occurred in the sigmoid (``benign stenosis 

detected prior to Remicade) and 1 pregnancy without miscarriage were revealed. 

{ Conclusion:}  Registration in the Danish NO-IBD database confirms the efficacy and safety of 

INF in CD pts. MRI response and the effect of concomitant immunomodulations is currently 

under study. }" "INFLIXIMAB IN DANISH CROHNS DISEASE PATIENTS"  
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A 35-year old woman developed idiopathic proctitis at the age of 25. She was for a short period 

treated with mesalazine suppositories. She had a recurrence 4 years later, treated in the same 

way. After a holiday in Egypt early 2000, she developed large pustulae on the legs, the axillae 

and the sternum. The lesions extended to very painful ulcerations with red halo and erythematous 

noduli. They were treated with flucloxacilline. Admission to the department of Dermatology 

followed. Pyoderma gangrenosum was diagnosed. Several wound cultures were negative. 

Leishmaniasis was excluded by a skin biopsy. Radiology, blood and faeces cultures, Mantoux, 

urine sedimentation, lues serology. p-ANCA, ANF and anti-double stranded DNA were 

negative. She developed mild abdominal pain, but no diarrhoea or anal blood loss. Colonoscopy 

and {\up6 99}Tc-WBC scintigraphy showed severe colitis in the hepatic flexure, suggestive of 

Crohns disease. Initially she was treated with Dapsone, later with prednisone. For control of pain 

of the skin she required high doses of opiates. After 4 weeks of prednisone a minor improvement 

of the colitis was observed, but no improvement of the skin lesions. 10 weeks after admission she 

received 5 mg/kg anti-TNF{\f1 a} (Remicade\'ae) intravenously. After a few days the skin 

lesions had improved significantly and the skin and colonic lesions on the 99Tc-WBC 

scintigraphy were much improved after one week. Three ulcera were not completely closed. So, 

it was decided to place meshed split skin grafts on each of them. The pain fully resolved and the 

MS-contin and prednison could be stopped. Three months after the admission she had no open 

ulcera anymore. 

{ Conclusion:}  anti-TNF{\f1 a} may be beneficial in severe steroid-refractory pyoderma 

gangrenosum as an extra-intestinal manifestation of Crohns disease. }" "TREATMENT WITH 

ANTI-TNF ALPHA (REMICADEr) FOR PYODERMA GANGRENOSUM IN CROHNS 

COLITIS. (CASE REPORT)"  
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{ Background:} Infliximab is a potent drugs in Crohns disease (CD). We investigated the early 

effect of Infliximab on intestinal inflammation as assessed by {\up6 99m}Tc-WBC-scintigraphy  

{ Methods:} Ten patients with active CD mean age 36.5 (22-56) years, all resistant to standard 

therapy were treated with a single infusion of Remicade\'e1 (5mg/kg bw). {\dn6 99m}Tc-WBC-

scintigraphy was performed prior to as well as three and 28 days after infusion. The 

accumulation of radioactivity was scored on a 5-point scale. CRP, Ht, CDAI and IBDQ were 

also obtained (day 0 and 28).  

{ Results:} In all ten patients a decrease in the of the {\up6 99m}Tc-WBC-scintigraphy was 

shown as early as three days after the infusion of Infliximab (mean activity-score prior to 

treatment: 2.0, three days after treatment: 1.15; p=0.004); this effect was maintained in the 

majority of the patients until at least 28 days after the infusion. The mean CRP-value prior to 

treatment was 26.8, four weeks after treatment 3.1 (p=0.007). The mean CDAI decreased from 

362.2 to 154.8 in four weeks time (p=0.02). A response (CDAI decreases >70 points) was 

observed in six patients at week four, of which five went into remission (CDAI<150). IBDQ 

increased in six out of ten patients. Mean scores prior to treatment and 28 days after treatment 

were 116.7 and 157.8 resp. (N=10; p=0.03).Two of the four patients without IBDQ-increase had 

a complication of CD. 

{ Conclusion:}  Infliximab has a very rapid and potent effect on the activity of CD. This study 

shows a decrease of WBC- influx into the gut mucosa three days after infusion in all patients, as 

assessed by {\up6 99m}Tc-WBC-scintigraphy. This effect was also observed in clinical non-

responders. To our knowledge this is the first time that such a rapid effect of anti-TNF-{\f1 a} on 

WBC-influx in active Crohns disease is shown. }" "VERY RAPID ANTI-INFLAMMATORY 

EFFECT OF INFLIXIMAB (REMICADEr) IN CROHNS DISEASE AS ASSESSED BY 99M 

TC-WBC-SCINTIGRAPHY"  
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A246 ENDOSONOGRAPHIC PREDICTION OF NON REPONSE TO INFLIXIMAB IN 

PERIANAL FISTULAE OF CROHN DISEASE: A PILOT STUDY  

P. Gast, J. Belaiche, E. Louis  

\i Department of Gastroenterology, CHU, Li\'e8ge, Belgium According to published data, we 

know that 56% of patients treated by Infliximab close their anal fistulae, but recurrence occur in 

the majority of them. This suggests the persistence of deep fistulous tracks despite superficial 

healing The purpose of this pilot study was the identification of endosonographic caracteristics 

associated with the absence or presence of clinical closure.  

{ Patients and methods:} 4 patients with refractory perianal fistulae entered the study, 2 women 

and 2 men, mean age being 38 years. Rectal, and vaginal in women, endosonographic 

examinations were performed with Olympus EUM20, whenever possible hydrogen peroxyde 

was injected in the external opening We performed examinations to assess the extension of 

perianal fistulae before the first infusion and after the last one. The post infusion examinations 

(mean delay of 6 weeks) were performed blindly to the results of the first one and blindly to the 

clinical results. Quality of life was appreciated by IBDQ. We compared IBDQ score before and 

after treatment. Fistulae were classified according to Cardiff classification.  

{ Results:} In pretreatment, we have observed a high rectovaginalis fistula in the first patient, an 

intersphincteric fistula in the second one, a high direct fistula in the third one, and a high 

complex fistula in the last one. All the tracks showed hyperecho\'efc spots. 2 patients had a 

complete response to the treatment, but the second one had a recurrence 9 weeks after closure; a 

third patient observed a 90% decrease of the outflow. These results were associated with increase 

of IBDQ score (mean increase: 28.2). The last patient had no clinical response and no change in 

IBDQ score. The control examinations showed in all cases the persistence of the same tracks. 

The only modification seen in responders comparatively to the non responder was the 

disappearance of hyperecho\'efc spots in responders except for the patient who experienced 

relapse and underwent her endosonographic control 5 days after onset of relapse. 

{ Conclusion:}  Perianal fistulous tracks are still visible after Infliximab treatment even in good 

responders. Persistent observation of hyperecho\'efc spots in these tracks seems to be associated 

with the lack of clinical response to treatment. Endosonographic evaluation after repeated series 

of infusions over a longer period of time would be interesting to check for more complete 

healing with such prolonged treatment. }" "ENDOSONOGRAPHIC PREDICTION OF NON 

REPONSE TO INFLIXIMAB IN PERIANAL FISTULAE OF CROHN DISEASE: A PILOT 

STUDY"  
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A246 THALIDOMIDE REDUCES TNF{\f1 a} AND IL-12 PRODUCTION IN PATIENTS 

WITH CHRONIC ACTIVE CROHNS DISEASE  

J. Bauditz, S. Wedel, H. Lochs  

\i Charit\'e9 University Hospital, 4th Department of Medicine, Berlin, Germany  

{ Background:} Thalidomide improves clinical symptoms in patients with therapy-refractory 

Crohns disease as shown in 2 recent studies. The mechanism of this effect, however is still 

unknown. Suppression of TNF{\f1 a} by thalidomide has been suggested as possible mechanism. 

However, effects on other cytokines have not been adequately investigated.  

{ Aim:} The aim of our study was therefore to investigate the effects of thalidomide on cytokine 

production in patients with inflammatory bowel disease (IBD).  

{ Methods:} Ten patients with therapy refractory IBD (9 Crohns disease, 1 ulcerative colitis) 

received thalidomide 300 mg daily in a 12 week open label study. Production of TNF{\f1 a}, IL-

1{\f1 b}, IL-6 and IL-12 was investigated in short-term cultures of stimulated colonic lamina 

propria mononuclear cells (LpMNC) and peripheral blood monocytes (PBMC) before and after 

12 weeks treatment.  

{ Results:} Three patients discontinued treatment because of sedative side-effects. In the other 

patients disease activity decreased significantly with 4 patients reaching remission. Production of 

TNF{\f1 a} and IL-12 decreased during treatment with thalidomide: LpMNC (TNF{\f1 a}: 42.3 

± 9.8 pg/ml versus 15.9 ± 7.3; IL-12:9.7 ± 3.3 vs. 5.4 ± 2.7, p = 0.03) and PBMC (TNF{\f1 a}: 

62.8 ± 14.6 vs. 22.5 ± 9.2; p = 0.03). Production of IL-1{\f1 b} and IL-6 did not change 

significantly. 

{ Conclusion:}  The clinical effects of thalidomide in Crohns disease may be mediated by both 

reduction of TNF{\f1 a} and IL-12. }" "THALIDOMIDE REDUCES TNF[alpha] AND IL-12 

PRODUCTION IN PATIENTS WITH CHRONIC ACTIVE CROHNS DISEASE"  
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 Human nutrition research center INSERM U 539, Nantes, France; {\up6 2} Sangstat The 

Transplant Company, Fremont, USA Pro-inflammatory cytokines, especially Tumour Necrosis 

Factor (TNF) play a key role in the pathogenesis of Crohns disease (CD). Therefore, different 

immunomodulatory interventions are being sought. Among a panel of peptides derived of 

peptide 2702-84 (HLA B27, aa 75-84), a series of novel computer-aided designed peptides were 

developed including RDP58. This compound have demonstrated a very potent anti-TNF effect 

occurring at translational level both in vitro and in vivo in experimental animal models. The aim 

of our study was to assess the efficacy of RDP to reduce cytokines production determined in 

biopsies and Lamina Propria Mono Nuclear Cells (LPMNC) from patients with active CD. 

Biopsies were taken in inflammatory area of colonic mucosa of 16 patients with active CD. 

Biopsies or isolated LPMNC were incubated for 24 h in culture medium with or without 5, 10 or 

50 uM RDP 58. TNF was measured using the WEHI 164 clone 13-cell killing assay and mRNA 

levels were semi-quantified by RT-PCR. IL-1b and IFN g production were measured by ELISA 

immunoassay. The production of TNF by biopsies and isolated LPMNC was significantly 

decreased by RDP at 10 uM (p=0.03) and 50 uM (p=0.03) (Wilcoxon test). RDP 58 also 

decreased IL-1b, and IFN g production by biopsies and LPMNC. mRNA expression of TNF-a 

was not modified by RDP 58. 

{ Conclusion:}  RDP 58 decreased TNF, IL-1b and IFN-g production of CD biopsies and 

LPMNC. As expected, RDP 58 did not modify TNF mRNA expression, confirming an inhibitory 

effect at a post-transcriptional level. }" "INHIBITION OF PRO-INFLAMMATORY 

CYTOKINES PRODUCTION BY A NOVEL SYNTHETHIC IMMUNOMODULATORY 

PEPTIDE IN PATIENTS WITH CROHNS DISEASE"  
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Etanercept, an injectable TNF p75-receptor fusion protein, binds and inactivates human TNF and 

is being used to treat active rheumatoid arthritis. Blocking TNF (with monoclonal antibodies) has 

also been beneficial in Crohns disease. In a pilot trial, a twelve week course of Etanercept 25 mg 

subcutaneously twice per week resulted in clinical response ({\f1 D} CDAI > 70) in 7/10 patients 

with active Crohns disease and remission (CDAI < 150) in 4/10 CD patients. The aim of the 

current study was to investigate the tissue effects of Etanercept in patients who had a clinical 

response by means of colonoscopy with multiple biopsies at the start and the end (week 12) of 

Etanercept treatment. Biopsies were assessed blindly using a previously described score for 

mucosal inflammation (DHaens et al, Gastro 1998, 114). In addition, immunohistochemistry for 

TNF-{\f1 a} and {\f1 b}, HLA DR, ICAM-1 and CD68 are being performed (results pending).  

{ Results:} 7 pts (5 F/2 M), age 25-51 were examined. In 3 patients the location, size and depth 

of ulcers in both ileum and colon remained unchanged, whereas in the 4 pts with clinical 

remission a reduction in the size and/or depth of the ulcers was observed. Histologic activity 

scores were unchanged in 3 pts, but improved in 5 other pts from a median of 12 (range 4-13) to 

7 (0-8). 

{ Conclusion:}  Etanercept induces a clinical response in a significant proportion of patients, 

with a certain degree of tissue healing in patients having remission. Histologic scores equally 

improve. This obvservation is different from the more pronounced and rapid tissue healing 

reported with the anti-TNF monoclonal antibodies Infliximab. Support: Wyeth Lederle, Seattle, 

USA. }" "LIMITED TISSUE HEALING AND REDUCTION OF INFLAMMATORY 

INFILTRATE WITH ETANERCEPT IN REFRACTORY CROHNS DISEASE"  
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Our clinical experience has suggested that Crohns disease confined to the colon behaves 

differently from disease affecting other areas of the gastrointestinal tract. We have looked at the 

requirement for surgery as an indication of disease progression and severity. Our database was 

the 152 patients on whom we have complete surgical records. In 73 patients, the disease was 

confined to the colon. The male:female ratio was 1:2. Fifteen (20%) required surgical 

intervention and of these, 11 required surgery within one year of diagnosis. Those who avoided 

surgery in the first year seemed to subsequently run a benign course. In 79 patients the disease 

affected the small intestine (with concurrent colonic involvement in 49). The male:female ratio 

was 1:2. Thirty-eight patients (48%) required surgical intervention, 19 within one year of 

diagnosis. The difference in requirement for surgery was statistically significant (p < 0.01). We 

conclude: (1) There is an apparent difference in the way Crohns disease behaves according to the 

site of the disease. This raises questions both to aetiology and therapeutic options. (2) Gender 

differences are highlighted again raising questions of aetiology. We suggest that aggressive 

medical therapy of colonic Crohns in the first year may allow some patients to avoid surgery 

completely. }" "CROHNS COLITIS - A CASE FOR AGGRESSIVE MEDICAL THERAPY?"  
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Immunologic observations support the concept that a Th1-type response takes place in the 

development of chronic intestinal inflammation in Crohns disease (CD). We have previously 

reported that the short chain fatty acid butyrate (NaBu) down-regulates inflammatory responses 

in CD. The aim of the present study was to investigate whether NaBu can restore the Th1/Th2 

balance in CD. Peripheral blood mononuclear cells (PBMC) were isolated from healthy 

volunteers and cultured for 8 days under Th1 differentiation conditions (2ng/ml IL-12 and 

200ng/ml anti-IL-4 neutralising antibody) in the absence or the presence of 0,5 mM NaBu. 

Lamina propria mononuclear cells lines (LPMC) were isolated from intestinal biopsies taken 

from inflamed mucosa of CD patients and cultured for 26 days with or without 1mM NaBu. 

Th1/Th2 phenotypes were analysed by RT-PCR and/or flow cytometry. RT-PCR analysis 

revealed increased expression of Th1 cytokine mRNAs (IFN-g, IL-2 and IL-12) in PBMC 

cultured under Th1 conditions. Addition of NaBu inhibited the Th1 differentiation and induced 

increased levels of the Th2 cytokines IL-10 and TGF-{\f1 b} mRNAs. Flow cytometry analysis 

also revealed that NaBu lowered the frequency of IFN-g producing cells (19% vs. 6%) whereas 

the frequency of IL-4 positive cells (Th2-type) was enhanced (15% vs. 20%). T cell lines 

expanded from LPMC showed a Th1 phenotype reflecting the in vivo T cell priming, whereas in 

the presence of NaBu a Th2 phenotype was obtained. Altogether our data suggest that NaBu can 

restore the Th1/Th2 balance in CD through the inhibition of the Th1 response and the 

enhancement of the Th2 phenotype. These immunomodulatory properties of NaBu support its 

therapeutic potential in CD. }" "EFFECTS OF BUTYRATE ON TH1/TH2 IMMUNE 

RESPONSES: IMPLICATIONS FOR CROHNS DISEASE THERAPY"  
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{ Rationale:} Low bone-mineral density (BMD) is a common complication of Crohns disease 

and may lead to increased morbidity and mortality due to fractures. We investigated the effect of 

treatment with the bisphosphonate alendronate-sodium on bone mass and markers of bone-

remodelling in patients with Crohns disease.  

{ Method:} A 12-month double blind, randomised, placebo-controlled trial was performed to 

study the effect of 10-mg daily of alendronate. A total of 32 patients (9 men, 23 women) with a 

bone-mass T-score below - 1 of the hip or lumbar spine were studied. Exclusion criteria included 

active Crohns disease (Van Hees index > 150) and previous small bowel resections exceeding 

100 cm. The main outcome measure was the difference in the mean percent change in bone 

mineral density of the lumbar spine measured by dual-energy x-ray absorptiometry. Secondary 

outcome measures included changes in bone mineral density of the hip and biochemical markers 

of bone turnover, i.e., s-osteocalcin, urine pyridinoline and urine deoxypyridinoline excretion.  

{ Results:} The mean (±SE) of the lumbar spine BMD showed an increase of 4.6 ± 1.2 percent in 

the alendronate group compared with a decrease 0.9 ± 1.0 percent in patients who received 

placebo (P < 0.01). BMD of the hip increased by 3.3 ± 1.5 percent in patients who received 

alendronate treatment compared with a smaller increase of 0.7 ± 1.1 percent in the placebo group 

(P = 0.08). Biochemical markers of bone turnover decreased significantly in the alendronate 

group (P < 0.001). Alendronate was well tolerated.  

{ Conclusions:} Treatment with alendronate 10 mg daily significantly increased BMD in patients 

with Crohns disease and was safe and well tolerated. }" "ALENDRONATE INCREASES 

LUMBAR SPINE BONE MINERAL DENSITY IN PATIENTS WITH CROHNS DISEASE. A 

DOUBLE BLIND CONTROLLED STUDY"  
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{ Background and Aims:} Conservative surgery has been proposed as an useful option for 

surgical treatment of complicated Crohns disease (CD) by some authors. The aim of this study 

was to analyse perioperative morbidity and mortality in a consecutive series of patients treated 

for CD complications using bowel sparing techniques. We also considered the factors that may 

be related to the risk of perioperative complications and the long term outcome.  

{ Patients and methods:} One-hundred and four patients has been treated with strictureplasty 

(SP) and/or mini-resections (MR) and then included in a prospectively maintained database. The 

factors claimed to influence perioperative complications were analysed using Fishers exact test 

for categorical observations and the Mann-Whitney U test for continuous variables. A 

multivariate analysis, using the Logistic Regression, and a long term time-to-event analysis, 

using the Kaplan-Meier function, were also performed.  

{ Results and conclusions:} Perioperative mortality was nil. In relation to the six post-operative 

complications (5.8%), four patients underwent minimal bowel (MR), one a small bowel MR with 

SP, and one SP alone. Three of these patients (2.9%) needed a reoperation for septic 

complications, and three (2.9%) were treated as outpatients for entero-cutaneous fistulas. A 

correlation (p <0.05) was found between low serum haemoglobin levels and postoperative 

complications at univariate and multivariate analysis. The 5 years free of surgical recurrence rate 

was 75% overall, 73% for patients treated by SP, 78% by MR, 87% by MR + SP (Log-Rank test: 

ns). We provide a surgical decision-making algorithm to clarify our strategy in the treatment of 

complicated CD. }" "EARLY AND LATE RESULTS OF CONSERVATIVE SURGICAL 

MANAGEMENT IN CROHNS DISEASE"  
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{ Introduction:} We wished to examine whether permeability was increased in the ileo-anal 

pouch as this might permit ingress of bacterial antigens implicated in pouchitis or extra-intestinal 

manifestations.  

{ Methods:} Permeability was assessed by relative urinary excretion of oral doses of the inert 

sugars lactulose and mannitol during a fast. The ratio was measured by HPLC. 26 subjects with 

UC were classified on clinical and histological grounds as non-pouchitis (NP) (n=15), of whom 7 

had arthropathy; or pouchitis (P) (n=11), of whom none had this.7 normal controls (C) were 

recruited. Permeability was compared with villous height/total mucosal thickness as an indicator 

of villous atrophy.  

{ Results:} Permeability was significantly higher in P than in NP (p=.02); and in NP vs. C 

(p=.003). Similarly, VH/TMT was lower in P than in NP (p=.02), and there was a trend for 

permeability to increase as this score worsened.Arthropathy was not associated with increased 

permeability.  

{ Conclusions:} Intestinal permeability is increased in patients with ileal pouches compared to 

normal subjects.This is more marked in those with pouchitis.This appears to relate to the degree 

of villous atrophy suggesting that the increase may be secondary to ongoing inflammation rather 

than a primary defect. Patients with arthropathy do not have increased intestinal pemeability. 

Evidence for increased passive antigenic translocation in the aetiology of arthropathy is, 

therefore, not supported in our study. }" "PERMEABILITY IS INCREASED IN THE ILEO-

ANAL POUCH COMPARED TO NORMAL BUT IS NOT RELATED TO ARTHROPATHY"  
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{ Background:} Pouhitis is a troublesome condition with acute or chronic inflammation in the 

ileal pouch of patients subjected to proctocolectomy. Laser doppler flowmetry has been used 

successfully to measure gastric and colonic mucosal blood flow in humans. A disturbed blood-

flow in the pouch has been suggested as one possible cause of pouchitis, and changed fecal 

microflora of the pouch as by another. Mucosal inflammation following decreased blood flow, 

has been demonstrated by LDF, and different levels of the anatomical space of the pouch, could 

thereby be described both endoscopically and sirculatory.  

{ Aim:} The aim of the present study was to examinate if the LDF-methode could be used in the 

pelvic pouch, to describe mucosal perfusion at different levels of the pouch, and to estimate the 

reproductibility of the LDF-measurements, and to corretate the endoscopic result to the mucosal 

flow. We also wanted to see if ingestion of a fermented milk product containing live lactobacilli 

and bifidobacteriae (Cultura) could influence the ileal microflora and the degree of mucosal 

inflammation of the pouch.  

{ Methods:} Ten patients, 3 males and 7 females,age 35 years (17-48) volunteered for the 

study.All of the patients has been operated with a J-configurated pouch more than one year prior 

to inclution, and had a satisfactory bowel function. The patients ingest 500ml/d. of Cultura for 

four weeks. Stool samples were collected before and after four and five weeks for selective 

cultures of lactobacilli and bifidobacteria. All patients were examined by ileoscopy of the pouch 

and of the small bowel 20cm. proximal to the pouch, before and after intervention.  

{ Results:} The LDF- method was applicable in the pelvic pouch, and the mucosal flow was 

significant reduced in the distal part of the recervoir, compared to the proximal part of the pouch 

and to the small bowel proximal to the recervoir. The endoscopic- score of the Pouchit- Disease- 

Activity- Index (PDAI) was significantly decreased from a median score of 3 before 

intervention, to a median score of 1,5 after intervention (p<0,05). The median number of 

lactobacilli at start was 2,75x10{\up6 7}cfu, increased after four weeks to 7,50x10{\up6 7}cfu, 

and was after five weeks reduced to baseline 2,20x10{\up6 7}cfu. Bifidobacteria also increased 

from the baseline level 2,50x10{\up6 7}cfu to 10,00x10{\up6 7}cfu after four weeks, but was 

reduced to baseline after five weeks. 

{ Conclusion:}  The LDF examination at different levels was comparable and could be 

reproduced by the two examinations, and show a significant reduced mucosal flow in the distal 

part of the recervoir, compared to the proximal part, but without changed flow after intervention. 

The PDAI-score indicate a mucosal healing after intervention. The lactobacilli and bifidobacteria 



survive the strong acid of the stomach, and multiply in the gut during intervention.The clinical 

significance of the present results will have to be examined in further studies. }" "LASER 

DOPPLER FLOW (LDF) MEASUREMENT OF MUCOSAL PERFUSION IN THE PELVIC 

POUCH IN PATIENTS OPERATED WITH ILEO-POUCH-ANAL-ANASTOMOSIS (IPAA), 

FOR ULCERATIV COLITIS (UC)"  
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{ Aim:} The pathophysiology of pouchitis occuring after ileal pouch anal anastomosis (IPAA) 

remains controversial. Prostaglandins and nitric oxide synthesized in excess by cyclooxygenase-

2 (COX-2) and nitric oxide synthase-2 (NOS-2) are thought to be involved in the inflammatory 

process. As heme oxygenase-1 (HO-1) could modulate inflammatory reaction by its antioxidant 

properties, we analyzed mRNAs of the three enzymes, COX-2, NOS-2 and HO-1, in patients 

with IPAA.  

{ Methods:} Endoscopic biopsies were obtained in 11 patients with normal IPAA and in 8 

patients with pouchitis, and in normal ileum of 6 healthy subjects. A relative quantitative RT-

PCR was performed to determine the levels of COX-2, NOS-2 and HO-1 mRNAs.  

{ Results:} COX-2 and NOS-2 mRNAs were increased both in normal IPAA and in pouchitis, 

compared with healthy subjects. Pouchitis disease activity index was correlated with mRNA 

levels of COX-2 (r=0.64; p<0.01) and NOS-2 (r=0.57; p<0.02). HO-1 mRNA levels were not 

significantly different in patients and in healthy subjects 

\tx1620\tx3195\tx4635\tx5625\tx8150\fs4 \ul COX-2 NOS-2 HO-1 \tab \tab \tab \tab Pouchitis 

15.7 (2.54-82.4) 58.2 (16.6-63) 5.0 (4.5-11.2) IPAA 9.0 (1-32.4) 22.5 (14.2-39) 8.9 (1.5-20) 

Healthy Subjects 0.8 (0.7-2.7) 8.0 (5-27) 7.8 (1.7-17.3 \tab \tab \tab \tab Median value and range 

expressed in percent of GAPDH.  

{ Conclusions:} The increase in COX-2 and NOS-2 mRNA levels both in pouchitis and normal 

IPAA demonstrate that a latent inflammatory process occurs in the ileal pouch mucosa. This 

inflammatory process was not found to be associated with an induction of heme oxygenase 

mRNA, a possible regulator of the inflammatory response. }" "INCREASE IN 

CYCLOOXYGENASE-2 AND NO-SYNTHASE-2 MRNAS IN POUCHITIS WITHOUT 

MODIFICATION OF INDUCIBLE ENZYME HEME-OXYGENASE-1"  
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{ Background:} It was the aim of the study to investigate morphological and functional changes 

of the small bowel after proctocolectomy and ileal pouch-anal anastomosis (IPAA).  

{ Methods:} 30 rats underwent total colectomy and IPAA. 15 rats survived more than 100 days 

and were included into evaluation. 15 weeks postoperatively, electrolyte, glucose and water 

absorption was determined by in vivo single-pass perfusion of the proximal and distal small 

intestine. Afterwards the small intestine was resected for morphometric evaluation. 15 identically 

treated rats without operation served as controls.  

{ Results:} Colectomy and IPAA led to a significant increase of the small intestinal diameter 

(jejunum 9.6%, ileum 22.1%) and a significant increase of villus length and density, which was 

more apparent in ileal (10.6%/37,2%) than in jejunal segments (9.9%/22.8%; p<0.05). Therefore 

the mucosal surface per unit serosa increased 16.2% in the jejunum and 29.2% in the ileum. In 

the pouch, there was a significant increase of goblet cell density and crypt depth and density, 

which was not detectable in the jejunal and ileal segments proximal to the pouch. Due to the 

increase of mucosal surface, there was a significant increase of total glucose and electrolyte 

absorption, while absorption rates per unit mucosa remained unchanged. Only absorption of 

water was significantly reduced in ileal segments after IPAA. 

{ Conclusion:}  Adaptation of the small intestine after IPAA leads to a colonisation of ileal 

pouch mucosa. The loss of colonic water and electrolyte absorption is partially compensated by 

increased small intestinal absorption. This effect is due to a significant increase of intestinal 

diameter and mucosal surface, which is more apparent in the ileum than in jejunum. Reduced 

water absorption of the small intestine seems to be completely compensated by decreased urine 

production. }" "MORPHOLOGICAL AND FUNCTIONAL ADAPTATION OF THE SMALL 

INTESTINE AFTER ILEAL POUCH-ANAL ANASTOMOSIS IN RATS"  
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{ Background and Aim:} The aetiology of pouchitis is unknown but bacteria seem to play an 

important role as supported by the strong efficacy of antibiotic treatment. We therefore 

investigated intramucosal bacteria in endoscopic biopsies in inflamed or non-inflamed ileal 

pouches before and after antibiotic therapy.  

{ Materials and methods:} Biopsies were taken during endoscopic examination in 22 patients 

with IPAA (11 pouchitis, 11 normal pouch) and 20 healthy controls and washed immediately 

before examination of intramucosal bacterial concentration by PCR technique. Diagnosis of 

pouchitis was made according to the Pouchitis Disease Activity Index (PDAI) by Sandborn et al. 

In patients with pouchitis biopsies were taken before and after one month antibiotic treatment.  

{ Results:} Intramucosal bacteria were found only in 1 healthy control. In contrast, in all patients 

intramucosal bacteria could be detected. Bacterial concentrations were negatively correlated to 

inflammation with 4 x 10 4 CFU/\'b5l in 11 patients with normal pouch, 7 x 10 2 CFU/\'b5l in 7 

patients with mild pouchitis (PDAI 7-10) and 1 x 10 2 CFU/\'b5l in 4 patients with severe 

pouchitis (PDAI>10). Ten of 11 patients either improved or went into remission and 

intramucosal bacterial concentrations increased significantly (p<0.001) after antibiotic treatment.  

{ Conclusions:} The presence of intramucosal bacteria seems to be a regular phenomenon in 

non-inflamed pouch. This could be responsible for the universally present chronic inflammatory 

infiltrate in pouch tissue which probably represent an adaptive response to faecal stasis. A loss of 

this tolerance might result in acute pouchitis. }" "BACTERIA IN POUCH TISSUE"  
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{ Background and Aim:} Pouchitis is the major long-term complication after ileal pouch-anal 

anastomosis (IPAA) in patients operated for ulcerative colitis (UC). The aetiology is unknown, 

but both, the history of UC and increased bacterial concentration are important factors. 

Chemokines are mediators for recruitment of inflammatory cells to the site of inflammation. The 

aim of our study was to evaluate the tissue expression of a panel of specific chemokines and 

expression of inflammatory cells in IPAA tissue with and without inflammation and after 

antibiotic treatment.  

{ Patients and methods:} Biopsy specimens of 22 patients with IPAA operated for UC were 

observed; 8 patients with non inflamed pouch and 14 patients with an acute episode of pouchitis 

before and after antibiotic treatment. Immunhistochemistry for Elastase, CD68, CD3, Eotaxin, 

IP-10, MCP-1, MCP-3 and IL-8 were performed and lamina propria cells were analysed by NIH 

Image analyser.  

{ Results:} Expression of IL-8, IP-10 (CXC chemokines),MCP-1, MCP-3 (CC chemokines), 

CD68 and Elastase were significantly elevated in pouchitis compared to normal pouch (p<0.05). 

Eotaxin (CC-chemokine) and CD3 was not changed in pouchitis compared to normal controls. 

After antibiotic treatment the expression of MCP-1, MCP-3, IP-10 and Elastase were 

significantly reduced (p<0.05). 

{ Conclusion:}  The expression of IL-8, chemoattractant for neutrophils, and neutrophil marker 

Elastase, monocyte recruiting chemokines MCP-1 and MCP-3 and the macrophage/monocyte 

marker CD68 and T-lymphocyte attractant IP-10 were found increased in acute pouchitis and 

were partly reduced after antibiotic treatment. In other chronic relapsing diseases like UC, 

Crohns disease and rheumatoid arthritis, similar chemokine expression has been described. }" 

"EXPRESSION OF C-X-C AND C-C CHEMOKINES IN POUCHITIS"  
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{ Introduction:} Treatment of pouchitis is empiric. Metronidazole (MTZ) is the mainstay drug. 

Since pouchitis has been suggested as a recurrence of ulcerative colitis in a colon-like mucosa, 

budesonide (BUD) enemas might be a rational therapy.  

{ Aim:} to evaluate efficacy and tolerability of BUD enemas in the treatment of pouchitis 

compared with oral MTZ. { Material and Methods:} 26 patients with active pouchitis (defined by 

PDAI score {\f1\'b3}7) without treatment the previous month were randomized in a prospective, 

double-blind, double-dummy, 6 wk controlled-trial to receive either BUD enemas [2 mg/100 ml 

at bedtime] + placebo tablets or oral MTZ [0.5 g b.i.d.] + placebo enemas. PDAI, fecal 7alpha;1-

antitrypsin concentration [({\f1 a}1-AT), radial immunodifussion] and Leukotriene B4 (LTB4) 

concentration in tissue and medium after incubation of pouch biopsies were assessed (HPLC) at 

baseline and final.  

{ Results:} Clinical score assessed weekly (intent to treat: MTZ n = 14, BUD n = 12) decreased 

in the 1st wk in both groups (p < 0.01), followed by slower changes until stabilization after 4th 

wk. Scores of patients who completed the protocol are in the table (Median- Q range): 

\tx1245\tx2370\tx3225\tx4035\tx5070\tx6015\tx6420\tx8150\fs4 \ul \tab \tab \tab \ul BUD (N10) 

\ulnone \ul MTZ (N11) \ulnone Baseline Final *p Baseline Final *p \tab \tab PDAI 11(10-12) 

6(5-7) <0.01 12(8-13) 5(4-10) <0.01 Clinical 4 (4-4) 1(0-2) <0.01 4(4-5) 1(0-2) <0.01 

Endoscopic 5 (5-6) 3(2-4) <0.02 5(3-6) 2(2-6) <0.03 Histologic 2 (1-2) 2(2-2) NS 2(1-2) 2(1-3) 

NS \tab \tab 
*
 Wilcoxon matched pair test Both groups had similar changes of PDAI, {\f1 a}1-

AT and LTB4. (p = NS, Mann-Whitney). By intent to treat analysis no significant difference in 

efficacy was detected: improvement rates (decreased PDAI {\f1\'b3}3 points) were 58% for 

BUD and 50% for MTZ; OR 1.4 (95% CI 0.23-8.86). However, only 6 in each arm achieved 

PDAI <7 and less than 30% achieved endoscopic scores < 3. Adverse effects were observed in 

8/14 patients (57%, 3 withdrawal drug-related) with MTZ and 3/12 patients (25%, 1 withdrawal 

doubtful relation) with BUD. 

{ Conclusion:}  Our results suggest that BUD enemas can be used in the treatment of pouchitis 

with similar efficacy and better tolerability profile than oral MTZ. However, endoscopic 

remission is infrequent with both treatments. }" "BUDESONIDE ENEMAS VERSUS ORAL 

METRONIDAZOLE IN POUCHITIS. A DOUBLE-BLIND DOUBLE-DUMMY 

CONTROLLED TRIAL"  
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{ Objective:} The Ileo Pouch Anal Anastomosis (IPAA) is the standard restorative procedure in 

Ulcerative Colitis (UC) and familiarly adenomatous polyposis coli (FAP). The aim of this study 

is to assess the incidence of pouch related complications and pouch failure based on the most 

recent results presented in the literature.  

{ Methods:} A medline search and cross references search have been performed to studies 

presenting the results of IPAA (N > 50). Two authors have performed data extraction 

independently. Epidemiological characteristics, diagnosis, type of operation, pouch related 

complications (pelvic sepsis, strictures, fistula, pouch bleeding, -prolaps, -ischemia, sexual 

dysfunction and severe incontinence), pouch failure (defined as pouch excision or a not 

functioning pouch 12 months after the IPAA procedure) and functional results have been 

imported to a database. Estimation of pouch related complications and pouch failure have been 

described by pooled percentage, median and range have.  

{ Results:} More than 1200 abstract were found, and 41 studies were included for the analysis, 

resulting in a population of 8931 patients. In 86% the IPAA was performed with a deviating 

stoma. Indications for IPAA were in UC 87.5%, FAP in 9.4% and other diagnosis in 3.1%. The 

median follow up was 37 months. The overall median rate of pouch related complications was 

32.4% (range 20-63). Pelvic sepsis, as the most reported complication, occurred in 13.6% (range 

3-28). The pouch failure was 6% (range 0-21), increasing to 10% (range 7-15) in studies with 

more than 60 months follow up. 

{ Conclusion:}  Considering the fact that the IPAA is being performed as a quality of life 

improving type of surgery, the incidence of pouch related complications is high, despite 

technical evolution in time. The pouch failure rate is fairly acceptable, but increases with the 

length of follow up. }" "ILEO POUCH ANAL ANASTOMOSIS, POOLED COMPLICATION 

AND FAILURE. RATES OF 41 STUDIES"  
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{ Introduction and Aims:} Collagenous colitis (CC) is a well described entity causing chronic 

diarrhea and characteristic histologic findings. Although several anti-inflammatory drugs have 

been used with variable success, no controlled studies have been performed. We conducted a 

controlled trial to demonstrate the clinical and histologic effects of budesonide in CC  

{ Methods:} Patients are randomised to placebo or 9 mg of budesonide (Budenofalk, Dr Falk 

Pharma) for an 8 week (w) period after stopping all anti-diarrheals and anti-inflammatory 

treatment with an appropriate wash-out. All subjects keep a diary throughout the 16 w study. Pts 

are evaluated clinically at w -2,0,2,4,8,12,16 and by histology with biopsies from fixed locations 

at week 0 and week 8. Biopsies are analysed blindly by a single pathologist. A clinical response 

is defined as a drop of at least 50 % in the disease activity score (number of bowel movements in 

the last 7 days) at w 8 compared to w 0. At week 8 responders discontinue treatment and are 

followed, non responders receive open label budesonide (BF)  

{ Results:} 28 (20 female) patients with a mean age of 56 are randomised to placebo (14) and BF 

(14) with a median duration of disease of 10 months. Baseline characteristics are similar in both 

groups. Three pts (2 plac) discontinued the study prematurely (2 treatment failures, 1 non 

compliant). Intention to treat analysis shows 8/14 responders for BF and 3/14 responders at w 8 

for placebo according to the stringent clinical response definition (p=0.05). Histologically there 

is no change in the thickness of the collagen band but a significant decrease of the infiltrate in the 

lamina propria for BF compared to placebo (Complete Response, Partial Response or No Change 

for BF 9/4/0 pts for placebo 4/0/8 pts) (p< 0.001). Only minor side effects, equal in both groups, 

were observed. 

{ Conclusion:}  Budesonide is effective in inducing clinical response in CC with significant 

reduction of the histologic infiltrate in the lamina propria. The relative high placebo response 

rate both clinically and by histology probably reflects the spontaneous evolution of the disease. 

}" "BUDESONIDE IN COLLAGENOUS COLITIS: A PROSPECTIVE DOUBLE BLIND 

PLACEBO CONTROLLED TRIAL WITH HISTOLOGIC FOLLOW-UP"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.967#" " Abstract: P.967 0 Citation: Gut 2000; 47(Suppl III): 

A250 IMPAIRED GASTRIC ACID PRODUCTION IN PARIETAL CELL ANTIBODY-

POSITIVE TYPE 1 DIABETIC PATIENTS  

C. De Block, I. De Leeuw, P. Pelckmans, E. M\'e1day, C. Van Campenhout, V. Van Hoof  

\i Dept. of Endocrinology-Diabetology, Gastroenterology-Hepatology, Immunology, 

Biochemistry, University of Antwerp, Belgium  

{ Background and Aims:} 15-20% of type 1 diabetic patients have parietal cell antibodies (PCA) 

which target the gastric acid pump and are a marker of autoimmune atrophic gastritis. This 

condition is associated with iron deficiency anaemia due to hypochlorhydria, and pernicious 

anaemia. We determined gastric acid secretion of type 1 diabetic patients with and without PCA 

and assessed the clinical consequences of hypochlorhydria and PCA positivity.  

{ Patients and methods:} We studied 28 type 1 diabetic patients (M/F: 20/8; mean age: 41 ± 14 

y; duration: 20 ± 9 y; PCA+: 11). PCA were assayed by indirect immunofluorescence (pos 

{\f1\'b3} 1/20) and antibodies to H{\up6 +}/K{\up6 +} ATPase using enzyme immunoassay (pos 

> 10 U/ml). Gastric acid production was determined using pentagastrin test (6 \'b5g/kg body 

weight) in euglycaemic conditions. {\i Helicobacter pylori (HP)} infection status was assessed 

by serology, urea breath test and Giemsa staining on gastric biopsies.  

{ Results:} Hypochlorhydria (MAO: maximal acid output: 0.51-9.9 mmol H{\up6 +}/h) was 

more prevalent in PCA+ patients than in age- and sex-matched PCA- subjects (7/11 vs 3/14; OR: 

8.2, p = 0.02). PCA+ patients had a higher fasting pH (p = 0.044), a lower basal acid output 

(BAO) (p = 0.013), MAO (p = 0.008) and peak AO (PAO) (p = 0.012) compared to PCA- 

individuals. PCA status was the only independent risk factor ({\f1 b} = 2.05, p = 0.032) for the 

presence of hypochlorhydria in a logistic regression model testing PCA status, age, duration of 

diabetes, gender and {\i HP} status. Iron deficiency anaemia was more frequent in those with 

PCA (p = 0.014) and showed a female preponderance (p = 0.047). The serum iron concentration 

showed a linear correlation with the fasting pH (r = 0.47, p = 0.05). Gastrin levels tended to be 

higher and pernicious anaemia and atrophic gastritis tended to be more prevalent in patients with 

PCA or showing hypochlorhydria, although not statistically significant due to the limited number 

of subjects. {\i HP} infection, present in 33% of patients, did not influence gastric acid 

production or parameters of iron status.  

{ Conclusions:} In this study, PCA+ but not {\i HP}+ type 1 diabetic patients are at high risk to 

develop hypochlorhydria and iron deficiency anaemia. The serum iron concentration showed a 

linear correlation with the fasting pH. }" "IMPAIRED GASTRIC ACID PRODUCTION IN 

PARIETAL CELL ANTIBODY-POSITIVE TYPE 1 DIABETIC PATIENTS"  
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{ Background:} The host immune response appears to play a role in the development of 

Clostridium difficile disease (CDD). We conducted a prospective study on CDD among elderly 

patients to determine the evolution of the host humoral immune response and whether certain 

immune responses correlated with a more favourable outcome.  

{ Methods:} Sequential serum samples were collected from patients who developed CDD. 

Strains were identified by PCR ribotyping. Protein extracts of the patients infecting strain were 

probed with the respective sera using SDS-PAGE with Western blotting and enhanced 

chemiluminescence. IgG responses were examined.  

{ Results:} 15 patients developed CDD due to PCR I which is a common epidemic strain and 5 

patients developed CDD due to PCR 12 which is also a common hospital strain. Of these 20 

patients: four died soon after developing CDD and seven ran a chronic relapsing course. These 

patients failed to show any change in immune response to CD during the illness. 9/20 patients 

recovered and follow-up serum was available for seven of these cases. New antibodies to one of 

two previously unrecognised CD antigens were present in 4/7 cases prior to convalesence. These 

proteins have now been identified and purified using preparative SDS-PAGE.  

{ Conclusions:} Many patients fail to develop an immune response to Clostridium difficile 

disease. Patients who make a full recovery appear to mount a strong antibody response to 

previously unrecognised CD antigens in the late acute phase and this corresponds with 

subsequent recovery. Antibody recognition of these antigens may confer protection. These 

proteins have been purified and the amino acid sequence of the N termini have been determined. 

The immunoprotective role of these proteins will be assessed. }" "PURIFICATION OF 

PROTEINS FROM CLOSTRIDIUM DIFFICILE WHICH MAY INDUCE A PROTECTIVE 

IMMUNE RESPONSE"  
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{ Introduction:} Bile salts (BS) are known to influence cell proliferation and are believed to be a 

promotor of large bowel cancer. Interleukin-8 (IL-8) is an important cytokine for recruitment and 

activation of neutrophils in inflammatory bowel disease. Recently it has been shown that IL-8 

also acts as an autokrine growth factor for colon carcinoma cells. The aim of this study was to 

investigate the effects of different BSs on IL-8 expression in the human colonic epithelial cell 

line HT29.  

{ Methods:} HT29 cells were incubated with DCA, TDCA, and UDCA at different 

concentrations, for different time periods (0-10h). The IL-8 concentration in the supernatant was 

analyzed by enzyme-linked immunosorbent assay (ELISA) technique and was normalized to 

total cellular protein. Cell viability was analyzed by trypan blue exclusion.  

{ Results:} DCA and TDCA, but not UDCA, induced IL-8 secretion in HT-29 cells in a time and 

dose dependent manner. IL-8 expression started to increase after 4h. The greatest effect with 

DCA was observed after 10h at 300\'b5M (up to 8-fold increased IL-8 secretion compared to 

controls), while higher concentrations revealed cytotoxic effects. The maximal IL-8 induction in 

response to TDCA was measured at a concentration of 2mM, without cytotoxic effects.  

{ Discussion:} The hydrophobic bile salt DCA induces chemokine expression in a human 

colonic epithelial cell line. This may be a novel mechanism initiating and aggravating 

inflammation in the colon and might be associated with the promotion of neoplastic 

transformations in colitis via perpetuating the inflammation and promoting cell proliferation. }" 

"BILE SALTS INDUCE INTERLEUKIN 8 EXPRESSION IN HUMAN INTESTINAL 

EPITHELIAL CELLS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.970#" " Abstract: P.970 0 Citation: Gut 2000; 47(Suppl III): 

A251 NK1.T CELLS ARE NOT THE SOURCE OF INTERLEUKIN-4 IN THE NORMAL 

HUMAN DUODENAL MUCOSA  

Fabienne Robert
1
, Andr\'e9 Van Gossum{\up6 2}, Fran\'e7oise Mascart

1
  

\i 
1
 Dept. of Immunology; {\up6 2} Dept. of Gastroenterology, Erasme Hospital, Univ. Libre de 

Bruxelles, Brussels, Belgium  

Interferon-gamma (IFN-g) and interleukin-4 (IL-4) are naturally secreted by human lymphocytes 

within the normal duodenal mucosa. NK1.T cells appear as potential candidates for the source of 

these cytokines as they are, upon TCR cross-linking, potent producers of IL-4 and IFN-g. These 

cells, initially identified in mice, have been recently detected among peripheral blood 

mononuclear cells (PBMC) from healthy subjects. We obtained intra-epithelial and lamina 

propria lymphocytes (IEL/ LPL) by enzymatic digestion of duodenal biopsies from 13 healthy 

subjects, and PBMC from the blood of 19 blood donors. As NK1.T cells are ab T cells carrying 

an invariant Va24+ TCR a-chain, paired with a Vb11+ TCR b chain, they were identified by 

triple color flow cytometry using the corresponding monoclonal antibodies. Control isotypes 

were used to discriminatebetween positive and negative populations, and the percentages of 

Va24 Vb11 positive cells were expressed as a percentages of CD3+ cells. NK1.T cells were 

detected among PBMC from 17 of the 19 individuals tested with a median percentage of 0.1 % 

of positive cells among CD3+ T cells. In contrast, although both Va24+ T cells and Vb11+ T 

cells were detected among IEL and LPL, no CD3+ lymphocytes were detected co-expressing 

these two invariant TCR chains. These results do not support the hypothesis that NK1.T cells 

could be the source of the natural secretion of IFN-g and IL-4 within the normal human intestinal 

mucosa. }" "NK1.T CELLS ARE NOT THE SOURCE OF INTERLEUKIN-4 IN THE 

NORMAL HUMAN DUODENAL MUCOSA"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.971#" " Abstract: P.971 0 Citation: Gut 2000; 47(Suppl III): 

A251 HUMAN INTESTINAL T CELLS EXPRESS CO-STIMULATORY AND ACTIVATION 
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In contrast to circulating lymphocytes, intestinal lymphocytes naturally secrete an array of 

cytokines, whereas their in vitro proliferative response is very low. As these discrepancies could 

be due to different expression of co-stimulatory and activation molecules between intestinal and 

circulating lymphocytes, we analysed the expression of these molecules. Intra-epithelial and 

lamina propria lymphocytes (IEL/ LPL) were obtained by enzymatic treatment of duodenal 

biopsies from 9 healthy adults. These cell suspensions were then analysed by flow cytometry 

after staining with different monoclonal antibodies. The numbers of positive cells (medians and 

ranges) were expressed as percentages of CD3+ cells and compared to those obtained on 

peripheral blood mononuclear cells (PBMC). \tx1020\tx2280\tx3450\tx4215\tx8150\fs4 \ul IEL 

LPL PBMC \tab \tab \tab \tab CD45RO 87 (76-97) 88 (81-96) 44 (37-66) CD62L 0 0 (0-3) 83 

(70-93) CD69 95 (88-100) 92 (82-95) 24 (4-45) CD25 5 (0-18) 6 (0-34) 11 (6-14) HLA-DR 38 

(24-89) 20 (15-72) 3 (0.4-20) CD95 96 (95-98) 96 (95-98) 59 (34-79) CD40L 6 (0-32) 12 (3-25) 

2 (1-14) CD28 3 (0-16) 16 (10-50) 76 (58-94) CTLA-4 21 (7-43) 13 (5-30) 4 (0.3-12) \tab \tab 

\tab \tab d\fs20 The differential expression of certain co-stimulatory and activation molecules on 

intestinal lymphocytes compared to PBMC suggests the existence of different activation 

pathways for both cell populations which could explain their different functional responses. }" 

"HUMAN INTESTINAL T CELLS EXPRESS CO-STIMULATORY AND ACTIVATION 

MOLECULES"  
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{ Introduction:} T-cell tolerance can be defined as a specific unresponsiveness to challenge with 

a particular antigen.Orally administered proteins induce systemic hyporesponsiveness to the food 

antigen. Its so called Oral tolerance. In the liver, toxic compounds are transported from the bowel 

via the portal vein, and detoxified. Neonates mount poor immune responses. The interesting 

questions is what controls the balance between tolerance and immunity balance during ontogeny.  

{ Materials and methods:} Child(0-1y), Adult(15-75y). Intestinal intraepithelial 

lymphocytes(IEL), portal vein lymphocytes (PVL) and peripheral blood lymphocytes (PBL) 

were prepared.at surgical operation. Flow cytometry; CD3, 4,8,56,95(Fas),95L(FasL), 45RO, 

Va24NKT, TCRab, gd. ELISA; IL-6,10,18,IFN-g,soluble Fas(sFas),soluble FasL(sFasL). 

{ Conclusion:}  In child Va24, TCRgd T cell subpopulation, IL-10 were predominant in the 

PVL. In adult, IFN-g were much present in the PBL. In both child and adult, sFas were 

upregulated in PVL, and sFasL were upregulated in PBL.  

{ Discussion:} Exposure to antigens results in T-cells subpopulation changes and cytokine 

balance change.In child, Va24NKT, TCRgd Tcell seems to be link between IEL and PVL. In 

child, the low level of IFN-g would be expected to favor the Th-2 mediated immunity. sFas and 

sFasL in PVL and PBL are susceptible that T cells undergo activation induced apoptosis. Thus 

there might be one mechanism according for the tolerogenic state. }" "THE BALANCE 

BETWEEN TOLERANCE AND IMMUNITY IN LIVER AND INTESTINE DURING 

ONTOGENY"  
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{ Background.} Disorders of the UGIT in AIDS are caused by infections - Candida (Cand.), 

citomegalovirus (CMV), herpes simplex virus (HSV) and tumors - Kaposis sarcoma (KS), 

lymphoma.  

{ Aim.} To estimate AIDS-associated pathology of the UGIT.  

{ Methods.} The retrospective study of the results of the UDE in 49 AIDS-patients (pts) (42 

male, 7 female); mean age was 37,2±10,2 yr. Thrush, skin KS, CMV- or HSV-infection were 

observed in 28, 9, 12, 4 pts accordingly. Hystology (Hs) was performed in 37 esophageal, 40 

gastric bps, Atp - in 23 cases.  

{ Results.} Endoscopic view of the esophagus (Es)/duodenum was estimated as normal in 3/17 

pts. Nonspecific diseases of the Es / Stomach (St)/duodenum were scoped in 24/49/33 pts (incl. 

peptic ulcus of the St/bulbus - 1/1, gastric cancer-1); Hs of 11 esophageal/33 gastric bps revealed 

various forms of the inflammatory changes of the mucosa but was negative in case (cs) of 

cancer. Cand. esophagitis was found in 30 (61%) pts; Hs was positive in 9 of 25 bps, erosive/chr 

esophagitis was shown in 7/6, squamous epithelium in 3 cases. 5 (10%) pts had gastric KS; Hs 

defined only H.pylori gastritis in 3 (6%) cases. In 1 of 2 (4%) pts with polypoid masses of the 

Es-cardia the sings of CMV-infection was verified by Hs. Aphtous ulcers of the Es were seen in 

1 (2%) pt; Hs showed chr ulcerous esophagitis. Of 23 Atp Cand.esophgitis was revealed in 4 

(17%) (Incl. 2 cases of CMV-esophagitis), CMV ulcerous esophagogastritis in 1, KS of the 

Es/St/Es+St in 2/1/1 (17%), Tbc fistula of the Es in 1, erosive/ulcerous esophagitis in 1/5 

(4/22%) cases.  

{ Conclusion.} AIDS-associated pathology of the UGIT was diagnosed by UDE in 76,5% pts 

and by Atp in 70% cases. Candida esophagitis, KS and CMV-infection of the Es/St prevailed. }" 
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The clinical implications of the changes in cytokine production following the operative trauma 

still remain unclear. The objective of the study was to investigate the alterations in systemic 

production of IL-1ra and IL-6 following the major abdominal operations in oncological patients 

and in patients after minor surgical trauma due to laparoscopic (LC) or open (OC) 

cholecystectomy. The level of IL-1ra in oncological patients (865±1021 pg/ml) was significantly 

higher (p=0,042) in comparison with cholecystolithiasis group (LC:360±302 pg/ml, OC:466±389 

pg/ml). The IL-1ra values were significantly lower on the 1 day after OC (p=0,0005) and LC 

(p=0,0008) if compared with patients after major surgery and remained significantly lower also 

on postoperative day 3,7 and 10. The significantly lower level of IL-6 was seen after 

cholecystectomy (OC+LC) if compared to major surgery. The highest IL-6 level was observed in 

oncological patients with severe complications (384±484 pg/ml). The lowest IL-1ra and IL-6 

levels were observed after LC. We conclude that plasma levels of IL-1ra and IL-6 following 

surgery represent two sensitive markers of surgical trauma for routine postoperative 

management. }" "INTERLEUKIN-1 RECEPTOR ANTAGONIST AND INTERLEUKIN-6 

LEVELS AFTER MAJOR ABDOMINAL OPERATION AND LAPAROSCOPIC 

CHOLECYSTECTOMY"  
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{ Background:} The small intestinal, T cell-dependent enteropathy (aCD3-E) induced by 

systemic administration of anti-CD3 antibody is accompanied by intestinal epithelial cell (IEC) 

damage that is partially mediated by perforin and FasL. We investigated whether systemic 

inhibition of apoptosis reduced tissue damage in the aCD3-E. Methods: aCD3-E was induced in 

wildtype (BALB/c, C57/BL6) mice and perforin x fas-deficient mice by intraperitoneal injection 

with 50 \'b5g of anti-CD3 antibody 2C11-145. DNA fragmentation was shown by TUNEL assay 

of small intestinal tissue sections. Apoptosis inhibitors (Z-VAD-fmk, DEVD-fmk) or 

staurosporine were injected i.p. at various time points after anti-CD3 administration. Results; 

After induction of aCD3-E, positive staining for apoptosis by TUNEL assay was largely 

restricted to the lower crypt regions. In perforin x Fas deficient mice, the number of IEC staining 

positive was largely reduced. Treatment of mice with apoptosis inhibitors did not reduce 

intestinal tissue damage but rather worsened disease. By contrast, treatment of mice with 

staurosporine in addition to anti-CD3 antibody led to a distinct reduction of tissue damage. 

Conclusion: Non-specific systemic T cell activation leads to apoptosis of IEC. However, 

systemic inhibition of apoptosis does not prevent IEC damage. The observed worsening of 

aCD3-E by inhibitors of apoptosis may be due to decreased activation-induced cell death of anti-

CD3 stimulated T cells. Vice versa, the beneficial effect of staurosporine may reflect increased 

elimination of the effector T cells that mediate IEC damage. Furthermore, since IEC damage is 

mediated in part by perforin, lysis of IEC that is not prevented by inhibitors of apoptosis may 

play a role in the aCD3-E. }" "INHIBITION OF APOPTOSIS IN THE T CELL-DEPENDENT 

ENTEROPATHY INDUCED BY ANTI-CD3 ANTIBODY LEADS TO ENHANCED TISSUE 

DAMAGE"  
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{ Objective:} We have recently shown that toxic bile salts induce apoptosis in colon cancer cells 

lines via the activation of caspases (Cancer Res. in press). Here the mechanisms of bile salt 

induced cell death are further delineated and the toxic effects of DC on primary colon intestinal 

epithelial cells (CIEC) are investigated.  

{ Methods:} Four different colon cancer cell lines and CIEC were used to assess apoptosis 

induced by the toxic bile salt DC. Apoptosis was screened by microscopy, DNA-ladder and flow 

cytometry. Kinetics of cytochrome-c release, caspase-3, -8, and -9 cleavage and Bcl-2, Bax were 

investigated by Western blotting. Mitochondrial permeability transition (MPT) was evaluated by 

flow cytometry.  

{ Results:} All colon cancer cell lines underwent marked apoptosis at concentrations of DC from 

100 mM to 500 mM within 30-60 min at the latter concentration. Cleavage of the capases-3, -8, -

9 was detectable within 15 minutes after addition of DC. Cytochrome-c release occurred within 3 

minutes. Flow cytometric analysis revealed that MPT was induced by DC in colon cancer cell 

lines. As opposed to hepatocytes and hepatic cancer cell lines ursodeoxycholate (UDC) did not 

prevent DC-mediated apoptosis in colon cancer cell lines. CIEC did not undergo apoptosis by 

DC at concentrations up to 1000 mM. Correspondingly, no caspase-3 cleavage was observed in 

CIEC. High expression of Bcl-2 and low expression of Bax was observed in the CIEC while the 

cancer cell line HT-29 expressed high amounts of Bax and no Bcl-2. HT-29 which were grown 

as spheroids resisted the fatal DC effect. 

{ Conclusion:}  The mechanisms of bile salt induced cell death in colon cancer cell lines are 

described. Surprisingly, cancer cells which are known to be ``apoptosis resistant showed a strong 

apoptotic response to DC while CIEC, which are known to spontaneously undergo apoptosis by 

anoikis proved to be resistant to high amounts of DC. Bcl-2 family members might be 

responsible for the observed differences. The observation that HT-29 cells do not undergo DC-

induced apoptosis when grown as spheroids suggests that the three-dimensional growth 

conditions render these cells apoptosis resistant. UDC had no protective effect against DC-

induced apoptosis. This is in clear contrast to toxic bile salt effects in hepatocytes and hepatic 

carcinoma cell lines. }" "BILE SALT EFFECTS IN COLON CANCER CELL LINES AND 

PRIMARY COLON EPITHELIAL CELLS: MECHANISMS AND DIFFERENCES"  
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In phase II and III clinical trials of alosetron in women with non-constipated IBS, constipation 

was reported as the most common adverse event (261/1020, 26% of patients treated with 

alosetron 1mg bd). In an attempt to better understand what was meant by constipation to these 

patients, median daily stool frequency and stool consistency scores for patients during a report of 

constipation, were compared with scores during the rest of the treatment phase. Stool consistency 

was measured on a 5-point scale (1=very hard; 2=hard; 3=formed; 4=loose; 5=watery) with a 0 

indicating a day with no stool passed. Median Daily Stool Frequency and Stool Consistency 

During events of constipation, a general shift towards harder stools and fewer stools per day was 

seen. However, the majority (61%) of patients reporting constipation passed at least one stool per 

day during constipation events. Thus it seems that in many patients, a hardening in stool 

consistency rather than absence of stool may have been perceived as constipation. The majority 

of patients reporting constipation, described a single episode, of mild to moderate severity, 

within the first month of treatment. Events reported as constipation were associated with a 

transient diminution of stool frequency (with <40% exhibiting absence of stool) and firming of 

stool consistency. Efficacy of alosetron was not compromised in those patients who reported 

constipation and stayed in the study. }" "WHAT IS CONSTIPATION?"  
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{ Objectives:} Colonic motility is analyzed by various methods to elucidate the motility pattern. 

However, only a few studies have so far reported analytical results focusing on the contractile 

wave itself. In this study, it was investigated whether or not analysis of colonic contractile wave 

enables to elucidate characteristics of colonic motility.  

{ Methods:} Five mongrel adult dogs weighing 10 to 15 kg were used. A strain gauge force 

transducer (SG) was stitched onto the chorionic membrane along with the transverse axis of the 

colon to record contractile wave of colonic circular muscle. SG was stitched at caecum, proximal 

part of colon and 5 positions from sphincter muscle to distal part of colon. Recording of data 

were conducted continuously for 24 hrs under non-restraint consciousness, transmitting to a 

computer at 1 sample/sec. The input contract waves were examined one by one, and contract 

waves that were regarded as having typical wave shape at high incidence were subjected to FFT 

analyses to decide the basic pattern of frequency components. Furthermore, contractile waves 

before and after defecation were analyzed to assess the characteristics, comparing with basic 

pattern of contractile wave.  

{ Results:} (1) The basic pattern of the colonic motility curve was a gradually increasing and 

decreasing contractile wave; (2) The frequency components of the basic contractile wave showed 

a trimodal distribution of peaks at around 1 mHz, 20 mHz and 80 mHz; (3) The 1 mHz 

component showed a sine curve, representing the slow, big motion of the basic contractile wave; 

(4) The 20 mHz component represented the relatively rapid, gradually increasing and decreasing, 

big motion of the basic contractile wave; (5) The 80 mHz component represented the rapid, 

minute motion of the basic contractile wave; and (6) The fundamental frequency components of 

the colonic contractile wave were unchanged before and after defecation.In addition to the 

present results, we would herewith like to report the study results in which effects of cisapride on 

colonic motility were analyzed. }" "ANALYSIS OF COLONIC MOTILITY BY FAST 

FOURIER TRANSFORM"  
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{ Introduction:} In persons with mental retardation constipation is a frequent problem, often 

difficult to treat. The underlying mechanism is unclear and more information about the 

pathophysiology can be obtained by studying colonic transit time (CTT) in these patients.  

{ Aims:} The aim of this study was to determine total and segmental CTTs in a group of at 

random selected persons with moderate to severe mental retardation.  

{ Methods:} Fifty-eight persons with an IQ < 50 (mean age 36 y, range 17-68 y) were randomly 

selected from an institution for the mentally retarded with 250 residents. Informed consent was 

obtained from the parents. Inclusion criteria were: age > 16 y, no swallowing disorders and no 

scoliosis. All patients received 20 g fibre and 2 liter of fluid daily during the study period. Those 

with constipation (i.e. less than 3 stools/week) underwent a bowel preparation with polyethylene 

glycol prior to the CTT measurement. The control group existed of 32 unconstipated healthy 

volunteers (mean age 34 y, range 21-75 y). CTT was measured after administration of 

radiopaque markers: 10 daily during 6 days, followed by a plain abdominal X-ray at day 7. The 

segmental and total CTTs were calculated as the number of markers in each segment multiplied 

by 2,4.  

{ Results:} Total and segmental CTTs are summarized in the table. Total and rectosigmoidal 

CTT were significantly longer in the patient group, compared to controls. Upper normal value 

for total CTT was 59 h (mean + 2SD). Twenty-eight patients (48 %) had a total CTT above this 

threshold. \tx1485\tx2745\tx4440\tx5160\tx8150\fs4 \ul Normals Mental retardation \tab \tab \tab 

\tab Right CTT 6.5 h (0-36) 16 h (0-101) P < 0,02 Left CTT 7.3 h (0-26) 14 h (0-110) NS 

Rectosigm CTT 11 h (0-38) 34 h (0-101) P < 0001 Total CTT 25 h (0-69) 64 h (0-153) P < 

00001 \tab \tab \tab \tab Values expressed in hours(h), mean and range. Statistics: Mann-Whitney 

U-test. 

{ Conclusion:}  Nearly half of the patients with moderate to severe mental retardation have a 

prolonged total CTT. This is mainly due to prolongation of the rectosigmoidal transit time, 

suggesting an outlet type of constipation. This could be explained by inadequate central 

perception of rectal distension resulting in deferal of defecation. }" "COLONIC TRANSIT 

TIME MEASUREMENT IN MENTALLY RETARDED PERSONS"  
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Recent studies have demonstrated that 18% of the spanish population, about 7 million people, 

consider themselves constipated. However only the of them go to the doctor. Because of this 

high prevalence, it seemed interesting to know if the constipated patient showed any 

demographic or dietetic risk factor.  

{ Objective:} To find common demographic or dietetic characteristics of the patients attending a 

primary care consulting room and with the diagnosis of idiopatic cronic constipation.  

{ Methods:} During the 1st and 2nd quarters 1999 we performed a case-control study about 

constipation among the patients attending a primary care consultation room. The cases were 

defined as patients suffering of idiopatic chronic constipation (less than three bowel movements 

per week during at least three months). The controls were patients without constipation. The 

Odds Ratio for each variable was calculated and multivariate modelling techniques were used.  

{ Results} (see table): 657 cases and 812 controls were identified. We adjusted a multivariated 

model of logistic regression and it made possible to describe some common characteristics of the 

constipated patient \tx2880\tx3870\tx4770\tx5265\tx8150\fs4 \ul Variable Coef. OR Signif. (p) 

\tab \tab \tab \tab Sex (woman) 1.1737 3.2341 <0.001 Age (10 years increase) 0.0458 1.0469 

<0.001 Defecation moment (not defined) 0.9360 2.5501 <0.001 Not at home (retarding 

defecation) 1.3030 3.6851 <0.001 Eating abroad (2 or more/day) 1.5377 4.6540 =0.003 Drinking 

water (4-8 glasses/day) {\f1 -}0.9336 0.3931 <0.001 Drinking water (+8 glasses/day) {\f1 -

}0.9317 0.3939 =0.001 Eating fresh fruit(once a day) {\f1 -}0.8259 0.4379 =0.031 Eating fresh 

fruit(twice or more) {\f1 -}1.0810 0.3393 =0.005 Fiber supplements 1.3545 3.8749 <0.001 \tab 

\tab \tab \tab d\fs20  

{ Conclusions:} In the univariated analysis all studied characteristics werw statistically 

significant, but in the multivariated model the following risk factors were identified: to be 

woman, age increase, not a fixed time, retarding defecation, and eating abroad. Drinking water 

and eating fresh fruit were identified as protective factors. The positive association with fiber 

supplements is probably related to the failed purpose to solve constipation. This conclusions 

should be confirmed in the rest of the european countries. }" "IDIOPATIC CONSTIPATION: 

RISK FACTORS"  
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A. Offia, R. Walker  

\i Welsh School of Pharmacy, Cardiff University, Cardiff and Gwent Health Authority, 

Mamhilad Park Estate, Pontypool, UK  

{ Background:} A range of medicines, including diuretics, have been implicated as causing 

constipation. However, little work has been undertaken in the general population on the co-

prescription of diuretics and laxatives.  

{ Aim:} Evaluate laxative use in a cohort of primary care patients prescribed a diuretic. { 

Method:} Prescribing data of individuals who visited one of 36 primary care medical practices 

from 1993 to 1998 were interrogated. Details of diuretics and co-prescribed laxatives (prescribed 

at the same time or within 28 days of diuretic prescription) were extracted from prescribing 

records and linked to patient clinical details.  

{ Result:} Prescribing records of 503,729 individuals were examined. A diuretic was prescribed 

to 34,963 individuals, of whom 5,655 (16%) were also prescribed a laxative. There was a 

relationship (Spearman rank correlation r{\dn6 s}) between age decile and co-prescription of a 

laxative and diuretic (r{\dn6 s} = 0.967, P < 0.001) per 1000 diuretic users/year in individuals 

aged from 10 (19 per 1000 diuretic users/year) to 90 (263 per 1000 diuretic users/year). In 

individuals under 10 years there was a relatively high use of laxatives (90/1000 diuretic 

users/year) in those prescribed a diuretic which weakened this association to r{\dn6 s} = 0.721 (P 

= 0.019). Individuals prescribed a loop diuretic (n = 2,475) were more likely to receive a laxative 

(P = 0.028) than those prescribed a thiazide (n = 1,558). 

{ Conclusion:}  Although diuretics have been implicated as causing constipation, confounding 

factors such as patient age, concurrent disease state, duration of diuretic use and class of diuretic 

may be playing a major role and are being investigated. }" "LAXATIVE USE IN PATIENTS 

PRESCRIBED DIURETICS"  
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J. Nijs, M. Van Outryve, P. Pelckmans  

\i University Hospital of Antwerp, University of Antwerp, Edegem, Belgium  

{ Objective:} The evaluation of biofeedback training in patients with functional rectal 

constipation, regarding the therapeutic effect on clinical symptomatology and anorectal 

manometry. The influence of lifestyle and dietary habits is also studied.  

{ Methods:} All patients (n = 158) with rectal constipation treated in our center from 1.1.95 to 

15.10.99 were sent a detailed questionnaire concerning their actual stool habits, lifestyle, diet, 

use of laxatives and global evaluation of their former biofeedback treatment. The results of their 

anorectal manometry before and directly after the end of the training were compared.  

{ Results:} The answer data of 110 patients (85 women; mean age 54 yrs) could be entered in the 

study. The constipation parameters were characterized as 6 distinct items, with a score of 1 point 

(pt) for each. The global constipation score was excellent (0-1 pt) in 27.3%, good to moderate (2-

3 pt) in 39.1% and bad (4-6 pt) in 33.6%. This constipation score correlated well (Odds ratio 

8.23; range 3.1-21.4) with the general well being of the patients. Diet and lifestyle habits did 

generally not influence the constipation score. Anorectal manometry after training showed a 

significant improvement of the sensory threshold for defecation (p < 0.0001) and of the 

relaxation of the external sphincter during straining (p = 0.01).  

{ Conclusions:} Biofeedback training was useful in about 2/3 of our patients with rectal 

constipation. Dietary habits, number of training sessions and time interval since the end of the 

training did not influence the therapeutic effect. Anorectal manometry after treatment showed a 

significant improvement of the sensory threshold for defecation. }" "IS BIOFEEDBACK 

TRAINING USEFUL IN THE TREATMENT OF RECTAL CONSTIPATION?"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.996#" " Abstract: P.996 0 Citation: Gut 2000; 47(Suppl III): 

A254 EFFECTS OF CONTENTION OF DEFECATION ON RECTAL FUNCTION  

Enrique Rey, Manuel D\'edaz-Rubio  

\i Hospital Cl\'ednico San Carlos, Madrid, Spain  

Contention of defecation is very common social need in western countries and has been 

suggested to participate in the genesis of idiopathic constipation. However, little is know about 

the effects of contention of defecation, specially on rectal sensitivity. Our aim was to study the 

acute effects of contention of defecation in rectal mechanics and sensitivity.  

{ Material and Methods.} Rectal function was studied in 6 healthy young subjects before and 

after a sustained (15 minutes) distension at the desire to defecate threshold using a barostat 

coupled to 500 ml bag. Distension protocol for rectal function studies consists on 60 seconds 

distensions in 4 mmHg increments separated each other by a 60-seconds rest period at 0 mmHg. 

Perception was assessed using a three descriptive scales (7 categories) for type, intensity and 

afectivity allowing to determine the threshold (expressed as pressure) for first perception (FP), 

desire to defecate, (DD) discomfort (D) and higher tolerate distension (HTD). Volume was 

measured at the end of each pressure level and static compliance (volume-pressure ratio at 12 

mmHg) and dynamic compliance (slope of pressure-volume linear regression) was calculated. 

Data are given as mean±sd. Variables before and after sustained distension were compared by 

Wilcoxon test for paired data.  

{ Results:} the following table summarises the results: \tx1890\tx3015\tx4140\tx4665\tx8150\fs4 

\ul Variable Before After p value \tab \tab \tab \tab Static Compliance 10,1 ± 4,4 13,9 ± 4,6 

p=0,02 Dynamic Compliance 6,1 ± 2,3 4,4 ± 1,6 p=0,02 FP Threshold 8,6 ± 4,6 11,3 ± 5,8 

p=0,02 DD Threshold 24 ± 6,1 21,3 ± 7 p=NS D Treshold 29,3 ± 5,4 30 ± 9 p=NS HDT 33,3 ± 

4,8 32,6 ± 8,1 p=NS \tab \tab \tab \tab d\fs20  

{ Conclusions.} Acute contention of defecation produces a change in rectal mechanics with 

minor changes in rectal sensitivity. Mechanical changes consist on an increase in rectal 

distensibility at low distension pressures. It may be interpreted as an increase in its reservoir 

function in the non perceived or hardly perceived range of stimulus. }" "EFFECTS OF 

CONTENTION OF DEFECATION ON RECTAL FUNCTION"  
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A254 ANORECTAL FUNCTION IN LONG STANDING TYPE I DIABETES MELLITUS  

Vasile Drug, Bogdan Mihai, Alexandru Ciochina, Bogdan Bradatan, Mariana Graur, Iuliana 

Tarasi, Dan Ionescu, Carol Stanciu  

\i 2nd Medical Clinic Gastroenterology, Iasi, Romania Patients with diabetes mellitus tent to 

have ano-rectal abnormalities, some with clinical impact, but long standing type I diabetes 

patients were not particularly investigated.  

The { aim} of the study was to investigate the anorectal function in long-standing type I diabetes 

and to reveal its clinical relevance.  

{ Material and Methods:} Clinical examination, blood glucose, Hb A1, standard lab tests and 

standard ano-rectal manometry were performed in 17 patients (10 females and 7 males, mean age 

48 ± 8.2 years), with a duration of diabetes longer than 10 years, and in 10 healthy control 

subjects (6 females and 4 males, mean age 48.1 ± 12.3 years).  

{ Results:} Normal digestive transit was present in 11 patients, but 4 patients had diarrhoea, 1 

patient faecal incontinence and 2 constipation. The majority of patients had microangiopathy (14 

from 17), peripheral polineuropathy (15 from 17) and HgA1 level was 9.5 ± 1.3. No significant 

difference between diabetic patients and controls was found for resting and squeeze anal 

sphincter pressure. The results for ano-rectal reflex were comparable for diabetic and non-

diabetic subjects. Significant difference was found in diabetic and non diabetic patients 

comparing the threshold distension volume for inducing defecation (171 ±38.2 vs 111.6 ± 42.5) 

and pain (246.3 ± 43.1 vs 179.3 ± 22.4) but not perception of distension (65.2 ±19.6 vs 60.2 ± 

11.3). 

{ Conclusion:}  Impaired rectal perception is a constant finding in type I diabetic patients, 

frequent associated micoangiopathy and peripheral polyneuropathy. }" "ANORECTAL 

FUNCTION IN LONG STANDING TYPE I DIABETES MELLITUS"  
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{ Background:} It has been shown that low doses of PEG 4000 are effective in the treatment of 

chronic constipation. The aim of this study was to describe the effects on colonic motility of (1) 

oral PEG 4000 treatment (2) intraluminal instillation of PEG 4000.  

{ Methods:} Left colonic and rectosigmoid manometric recordings were performed for 27 hours 

in 6 constipated patients and in 6 healthy volunteers. After recording, bisacodyl and PEG 4000 

were instilled into the lumen of the colon. To assess the effects of oral administration of PEG 

4000 on colonic motility, manometric recordings were also performed in constipated patients 

after four weeks of treatment with PEG 4000.  

{ Results:} All patients had significantly more stools during than before PEG treatment. There 

was no significant difference between the number and the characteristics of high amplitude 

propagating contractions (HAPC) or the area under the curve (AUC) before or during treatment 

with PEG 4000. Intraluminal instillation of PEG induced HAPC in only one patient and in no 

controls. 

{ Conclusion:}  This study shows that PEG 4000 has no effect on left colonic and rectosigmoid 

motor activity during oral treatment despite its clinical effectiveness, or after local instillation. }" 

"EFFECTS OF POLYETHYLEN GLYCOL 4000 ON TWENTY FOUR HOURS 

MANOMETRIC RECORDINGS OF COLONIC MOTOR ACTIVITY"  
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ISOLATED, VASCULARLY PERFUSED RAT COLON  

Sei Jin Youn, Young Joo Chin, Hee Bok Chae, Seon Mee Park  

\i Chungbuk National University, college of medicine, Internal Medicine, Cheongju, Korea  

Effect of galanin on colonic motility was studied in totally isolated rat colon vascularly perfused 

with Krebs solution(370C) containing 0.1% BSA and 3% dextran at 1.2 ml/min. (via superior 

mesenteric artery).  

{ Method:} Luminal pressure was monitored via Microtip catheter pressure transducer(Miller 

Inst. Inc, Houston, TX) from proximal and distal colon. After control, galanin was administered 

at 12, 60 and 240 pM in a stepwise increase fashion. Motility index(MI) was calculated for last 5 

min. of each 15 min. period and expressed as % changes over basal MI.  

{ Result:} Galanin increased colonic motility. The stimulating effect of galanin was almost 

completely abolished by 10{\up6 -4} M atropine or 10{\up6 -3} M lidocain HCL, but not 

inhibited by 10{\up6 -5} M phentolamine mesylate, 10{\up6 -5} M propranolol HCL, or 10{\up6 

-3} M hexamethonium bromide. \tx2235\tx3240\tx4050\tx8150\fs4 \ul \tab \tab \tab \tab Galanin 

dose + drug (pM) \ul % change over basal MI\ulnone proximal distal colon \tab \tab \tab 0 0 0 12 

40±5* 155±42* 60 43±9* 171±69* 240 103±41* 215±50* 240 + lidocaine 0±0** 3 ±3** 240 + 

atropine 5±3** 32±14** 240 + hemamethoium 43±20 186±233 240 + phentholamin 191±38 

257±63 240 + propranolol 194±59 408±354 \tab \tab \tab Mean±SE of motility index (n = 7), *: 

P < 0.05-0.01 over basal, **: P < 0.05-0.01 over 240 pM. 

{ Conclusion:}  Galanin increase colonic motility. The stimulating action of galanin requires 

local cholinergic input. }" "MECHANISM OF ACTION OF GALANIN ON THE COLONIC 

MOTILITY IN ISOLATED, VASCULARLY PERFUSED RAT COLON"  
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A254 ECONOMIC IMPACT OF LOW DOSE POLYETHYLENE GLYCOL 3350 PLUS 

ELECTROLYTES (PEG+E) COMPARED TO LACTULOSE IN THE TREATMENT OF 

IDIOPATHIC CHRONIC CONSTIPATION  

Angela H. Christie, Julian Guest  

\i Catalyst Health Economics Consultants Pinner, Middelsex, United Kingdom  

A study of PEG + E (Movicol) compared to lactulose was used as the clinical basis to estimate 

the economic impact of using PEG + E compared to lactulose in managing constipation in adults 

including the elderly, from the perspective of the National Health Service (NHS). A decision tree 

modelling the management of idiopathic constipation with PEG + E and lactulose over three 

months was constructed using clinical and resource utilisation outcomes obtained from published 

literature, supplemented with information derived from interviews with 6 general practitioners 

(GP) and 4 nurses who manage idiopathic constipation. The expected mean NHS cost of 

managing idiopathic constipation with PEG + E and lactulose over 3 months is \'A3105 and 

\'A398 respectively. However, after 3 months treatment, 53% and 24% of patients would be 

successfully treated with PEG + E and lactulose respectively ({\i p} < 0.001). The results are 

sensitive to changes in number of GP consultations efficacy and daily dose of PEG + E, and 

probability of senna being co- prescribed with lactulose. However, the results are robust to 

changes in any other parameter. GP consultations account for 45% (2.9 visits) and 71% (4.4 

visits) of the cost of managing PEG + E-treated and lactulose-treated patients. Hence, PEG + Es 

higher acquisition cost compared to that of lactulose is offset by reductions in primary care 

resource use particularly GP consultations. In conclusion, the cost of managing idiopathic 

constipation with PEG + E is comparable to that of managing it with lactulose. Hence, PEG + E 

improves clinical outcome, but at no additional cost to the NHS. Therefore, the decision to use 

either laxative should be based on efficacy and patient preferences and not drug acquisition 

costs. }" "ECONOMIC IMPACT OF LOW DOSE POLYETHYLENE GLYCOL 3350 PLUS 

ELECTROLYTES (PEG+E) COMPARED TO LACTULOSE IN THE TREATMENT OF 

IDIOPATHIC CHRONIC CONSTIPATION"  
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A255 COMMON COLORECTAL CANCER AND FAMILIARITY  

R. Iuliano, A. Ciacci, N. Mazzuca, C. De Lellis  

\i Gastrointestinal Unit, Division of General Surgery, Pugliese-Ciaccio Hospital, Catanzaro, Italy  

Well-delineated but rare inherited syndromes of colorectal cancer have been clearly described. 

These include hereditary non polyposis colorectal cancer (HNPCC) and familial adenomatous 

polyposis (FAP). High familiarity has been reported also in patients with sporadic colorectal 

cancer (CRC), although the nature and course of the disease has been conflicting. Aim of this 

study was to evaluate the familiarity in patients with sporadic CRC and the main 

clinicopathological features and prognosis of patients with sporadic CRC.  

{ Patients and methods:} 201 consecutive patients (M/F: 102/99, mean age ± SD: 65 ± 10 years) 

with CRC undergoing surgery at our Hospital were studied. Patient with HNPCC and FAP were 

excluded. One hundred and eighty-six subject controls (M/F: 95/91, mean age ± SD: 65 ± 12 

years) without CRC were enrolled (control group). All patients undergoing colonscopy.  

{ Results:} A positive family history (one or more affected first-degree relatives) was 16% in 

CRC patients and 6% in control group (P < 0.001). No statistical significant differences in age, 

sex, tumor site, macroscopic type, histology and Dukes stage of lesions was observed between 

CRC patients with or without familiarity. Nevertheless more double carcinoma were observed in 

patients with positive family history.  

{ Conclusions:} A positive family history for CRC is high in patients with sporadic lesions. CRC 

patients with or without positive family history have a similar clinicopathological profile of 

lesions. Individuals who have a first-degree relative with colon cancer should be encouraged to 

undergo colon cancer screening. }" "COMMON COLORECTAL CANCER AND 

FAMILIARITY"  
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TO A DEFECTIVE DNA MISMATCH REPAIR  
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Christine Sempoux
1
, Mich\'e8le Smaers{\up6 2}, Thim Virginie van Scherpenzeel{\up6 2}, 

Anne-Fran\'e7oise Gillardin{\up6 2}, Alex Kartheuser{\up6 2}  

\i 
1
 St Joseph Hospital, Li\'e8ge, Belgium; {\up6 2} Centre for Human Genetics and Department 

of Pathology, UCL, Brussels, Belgium; {\up6 3} Department of Pathology, UCL, Brussels, 

Belgium  

The most commonly mismatch repair (MMR) genes of hereditary non polyposis colorectal 

cancer (HNPCC) are MLH1 and MSH2 and a high microsatellite instability (MSI-H) is 

characteristic of these tumors. The best strategy for identifying all HNPCC patients has to be 

determined. Classically, it is ascertained by early onset colorectal (CRC) in multiple family 

members over several generations defined as Amsterdam criteria (AC). However, HNPCC is not 

restricted to these selected families. Recently, Bethesda guidelines (BG) were proposed to 

identify MMR defective genes carriers, using family history, occurence of multiple HNPCC 

cancer and pathological features of early onset cases.  

{ Objective:} to evaluate the different parameters ability to predict germline mutation among 

unselected CRC. { Method:} from 1998 to 2000, clinical criteria such as family structure, age of 

onset,prevalence of extracolonic cancer as well as MSI in an anselected series of 250 CRC were 

studied.  

{ Results:} 47 of 250 (19%) tumors were MMR defective, expressed by MSI-H and lack of 

expression of either MLH1 (26/36) or MSH2 (7/36) due to mutations or epigenetic 

silencing.Nine germline mutations (4 truncating/splice-site, 5 missenses) were found (3.6 %of 

CRC). Using the AC, 14/250 would have been tested for MSI, 11 of them had MMR defective 

tumors, 5 of which had mutations (2 truncating/splice-site and 2 missenses). Using the BG, 

37/250 would have been tested, 12 having defective MMR and 2 of which had had germline (2 

truncating/splice-site). Neither the AC nor the BG would have identified the 2 other missense 

mutations. These mutations were described in 2 extremely late onset CRC family history and in a 

sporadic early onset CRC. 

{ Conclusion:}  Clinical identification of patients who should undergo screening for MSI could 

be assumed by 2 parameters,CRC diagnosed at age <50 and/or patients with a first-degree 

relative with a CRC. Indeed, using these 2 criteria, 76/250 would have been tested for MSI 

allowing us to detect all the germline mutations }" "IDENTIFICATION OF INDIVIDUALS AT 

RISK OF COLORECTAL CANCERS DUE TO A DEFECTIVE DNA MISMATCH REPAIR"  
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Makino, Keiji Mitamura  

\i Second Department of Internal Medicine, Showa University School of Medicine, Tokyo, Japan  

{ Background:} Determining whether transformation of flat adenomas is a common or rare route 

of carcinogenesis is important for preventing colorectal carcinomas. To clarify the growth 

pattern of flat adenoma-derived carcinomas, the relationship between the morphologic 

characteristics and the genetic changes were investigated.  

{ Methods:} The consecutive 107 colorectal carcinomas were classified into two groups as 

follows: 86 polypoid growth (PG) type and 21 nonpolypoid growth (NPG) type. The 

clinicopathological characteristics of PG carcinoma were compared to those of NPG carcinoma. 

Furthermore, mutations of APC, Ki-ras, and p53 genes were analyzed for using polymerase 

chain reaction- single-strand conformation polymorphism (PCR-SSCP).  

{ Results:} The rate of small carcinoma (<30 mm) was significantly higher in NPG carcinomas 

(38%) than in PG carcinomas (2%) (p<0.0001). The frequency of Ki-ras mutation differed 

significantly between PG (36%) and NPG carcinomas (0%) (p < 0.0001). The prevalence of APC 

and p53 mutations showed no significant difference in two groups. However, the mutation 

patterns of APC gene differed significantly between PG and NPG carcinoma (p = 0.0189). The 

presence of p53 mutation at hotspot was also significantly higher in PG carcinoma (38%) than in 

NPG carcinoma (0%) (p = 0.0313).  

{ Conclusions:} The transformation of PG carcinomas is based on adenoma-carcinoma 

sequence, however, the genetic pathway of NPG carcinomas differs from that of PG carcinomas. 

Approximately 20% of colorectal carcinomas is considered to arise from flat adenoma. }" 

"GROWTH PATTERNS AND GENETIC CHANGES OF FLAT ADENOMA-DERIVED 

COLORECTAL CARCINOMA"  
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{ Background:} In the literature, it is not clear if the DNA content and other cytophotometric 

parameters of malignant cells correlate with prognostic predictors and so could allow the 

identification of subgroups of patients with indication to adjuvant therapy.  

{ Aim:} Evaluation of the correlation between DNA content, % of cells in S-phase, DNA index 

and some histhopathological features of the colo-rectal carcinoma.  

{ Methods:} The DNA content and the parameters of proliferative activity were analysed in fresh 

fragments of the tumour obtained during surgery. The histhopathological features selected in 

order to evaluate the correlation were: localisation, macroscopic appearance, degree of 

differentiation, fibrosis, stage and venous invasion.  

{ Results:} In 105 patients submitted to surgical resection for colo-rectal carcinoma, the tumours 

were classified according the DNA content in diploid (47,6%) and aneuploid (52,4%); according 

proliferative index in index <= 1,2 (36,0%) and index >1,2 (64,0%); according the % of cells in 

S-phase, we divided the tumours in three equal groups: low grade (<=11,1) (34,0%), medium 

grade (>11,1 <18,9) (33%) and high grade (>=18,9)(33,0%). In the analysis of correlations we 

only verified associations with statistical significance between DNA content and localisation of 

tumour (p=0,02), degree of differentiation (p=0,01) and fibrosis (p=0,04). 

{ Conclusion:}  In our study, the DNA content of the tumour was not associated with the 

classical prognostic predictors (stage and venous invasion) and appeared to be an indicator of the 

pattern of growth of the neoplastic cells and the desmoplastic response of the host. }" "DNA 

CONTENT IN COLO-RECTAL CARCINOMA"  
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{ Background:} Ets-1 is a protooncogene detected in retrovirus E-26. It is thought that Ets-1 is 

produced in vascular endothelial cells and fibroblasts of cancer stroma and is involved in cancer 

infiltration and vascularization by serving as a matrix protease transcription regulator. The 

present study was undertaken to examine its expression in colorectal cancer and its relationship 

to clinicopathological factors and vascularization.  

Subjects and Methods: The subjects of this study were 79 patients with advanced colorectal 

cancer. Formalin-fixed, paraffin-embedded sections were immunostained using antibody to Ets-

1. Specimens in which more than 10% of all cancer cells were positively stained were judged to 

be Ets-1 positive. Vascularization was evaluated by counting positively stained microvessels in 

each specimen immunostained using anti-human endoglin mouse monoclonal antibody.  

{ Results:} The Ets-1 positive rate was 57% (45/79). When the correlation between Ets-1 and 

clinicopathological factors was analyzed, the incidence of liver metastasis and vascular invasion 

was significantly higher in the Ets-1 positive group than in the Ets-1 negative group. The average 

number of endoglin-positive vessels was significantly greater in the Ets-1 positive group (44.8) 

than in the Ets-1 negative group (38.6) (P<0.05). The 5-and 10-year survival rates were 

significantly lower in the Est-1 positive group (59 and 53%) than in the Est-1 negative group (81 

and 77%). Multivariate analysis, using the Cox proportional hazard model, suggested that Ets-1, 

as examined immunohistochemicary, serves as a prognostic factor. 

{ Conclusion:}  Ets-1 was found to be associated with vascularization and to correlate strongly 

with invasion and blood-borne metastasis of colorectal cancer. It is promising as an indicator of 

the malignancy level of colorectal cancer. }" "SIGNIFICANCE OF ETS-1 EXPRESSION IN 

COLORECTAL CANCER"  
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{ Background.} Frameshift mutations at coding mononucleotide repeats of target genes are 

characteristic of colorectal cancer (CRC) with microsatellite instability (MSI), and are currently 

thought to underlye a distinct pathway to cancer. Yet, it is not known whether specific target 

gene mutations and/or their number is related to CRC stage and progression.  

{ Aim.} To study frameshift mutations at target genes in MSI-CRCs of different pathological 

stages.  

{ Materials and Methods.} TGFbRII, BAX, hMSH3, and hMSH6 frameshifts mutations were 

studied in 29 MSI CRCs (from 28 unrelated patients). Fifteen CRCs were from 15 Hereditary 

Non-Polyposis Colorectal Cancer (HNPCC) patients, and 14 CRCs were from 13 patients with 

no family history of cancer. Eighteen tumors were non-metastatic (all Dukes B, 11 being 

HNPCC) and 11 were metastatic (9 being Dukes C, comprising 4 HNPCC).  

{ Results} are presented in the table. Mutations in target genes were not found to be signigicantly 

different in MSI-CRCs with and without metastases and/or family history (p > 0.05, using Fisher 

test). \tx1500\tx2460\tx3390\tx4305\tx5220\tx6030\tx8150\fs4 \ul \tab \tab \ul MSI CRC with 

mutations in \ulnone TGFbRII BAX hMSH3 hMSH6 FMT(1) n n n n (%) (%) (%) (%) \tab Non-

metastatic sporadic, n = 7 6 (85) 4 (57) 3 (47) 4 (57) 17/28=0.6 HNPCC, n =11 10 (90) 6 (54) 2 

(18) 0 (0) 18/44=0.4 grouped, n =18 16 (88) 10 (55) 5 (27) 4 (22) 35/72=0.48 Metastatic 

sporadic, n = 7 6 (85) 3 (42) 1 (14) 2 (28) 12/28=0.42 HNPCC, n = 4 2 (50) 2 (50) 0 (0) 2 (50) 

6/16=0.37 grouped, n =11 8 (72) 5 (45) 1 (09) 4 (36) 18/44=0.4 Total, n =29 24 (82) 15 (51) 6 

(20) 8 (27) \tab (1)Ratio of the number of mutated target genes to the total number of tested 

targets (FMT, fractional mutated targets)  

{ Conclusions.} The absence of correlation between tumor stage and FMT suggests that damage 

in known target genes is not a determinant of tumor progression in MSI-CRC, regardless of their 

hereditary or sporadic nature. }" "GENOTYPING OF TARGET GENE FRAMESHIFT 

MUTATIONS IN COLORECTAL CANCER WITH MICROSATELLITE INSTABILITY"  
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{ Aim:} The purpose of this study was to investigate whether the expression of the p21{\up6 

WAF1/CIP1} and p53 proteins were prognostic markers in colorectal cancer (CRC).  

{ Materials and methods:} In this prospective study, the expression of the p21{\up6 

WAF1/CIP1} and p53 proteins was evaluated immunocitochemically (ICC) by monoclonal 

antibodies in 145 paraffin-embedded samples of patients curatively resected stage I, II or III 

CRC. The patients were followed for 55.9±7.9 months. Survival curves were calculated by the 

Kaplan-Meier method. The Cox proportional-hazards model was used in the multivariate 

analysis.  

{ Results:} In univariate analysis, the expression positive of p21{\up6 WAF1/CIP1}, compared 

with the expression negative, was associated with a better disease-free (p<0.05) and overall 

survival (p<0.05). However, there was no difference in disease-free and overall survival in the 

patients that showed p53 expression positive compared with those cases showing expression 

negative. Multivariate analysis showed that the expression of the p21{\up6 WAF1/CIP1} had a 

tendency to be a significant independent predictor of increased disease-free and overall survival 

(p=0.06 and p=0.12, respectively). When patients were stratified by tumour stage, a survival 

advantage for patients with expression positive of p21{\up6 WAF1/CIP1} was observed in each 

stage, although the differences did not reach statistical significance.  

{ Conclusions:} 1st: The ICC expression of the p21{\up6 WAF1/CIP1} was a prognostic marker 

in CRC in the univariate analysis and had tendency to be an independent prognostic marker in 

the multivariate analysis. 2nd The ICC expression of p53 was not a prognostic marker in CRC. 

3rd: The patients with tumours showing expression positive of p21{\up6 WAF1/CIP1} had 

better prognosis in each stage, although the differences did not reach statistical significance. }" 

"IMMUNOCITOCHEMICAL STUDY OF P21 WAF1/CIP1 AND P53 PROTEINS IN 

COLORECTAL CANCER AND THEIR PROGNOSTIC SIGNIFICANCE"  
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Failure to maintain an appropriate balance of cell numbers is a hallmark of neoplasia. Apoptosis 

(PCD) is the counterweight to proliferation, and is controlled by inducers (ie p53), and 

suppressors (ie bcl-2) genes. The relationship between PCD, detected by TUNEL (TdT mediated 

dUTP-biotin nick end-labelling) method, and bcl-2, p53, cell proliferation (PCNA index) 

detected by immunoperoxidase method was studied to determine each of their roles in colorectal 

carcinogenesis. Twenty-six sporadic adenoma subvided in early ({\f1\'a3}1 cm) and late (>1 

cm), 25 FAP adenomas, and 34 colorectal carcinomas were used in this study. PCD index was 

9.4% ± 3.3% in sporadic adenomas (1% in early and 14.6% in late), 10.2% ± 3.8% in FAP 

adenomas, and 6.3% ± 1.2% in carcinomas. PCNA Index was 39.1% ± 22% in sporadic 

adenomas (30.5% in early and 46% in late), 36.9% 18.1% in FAP adenomas, and 41.5% ± 29.6% 

in carcinomas. Five sporadic adenomas (3 early and 2 late) were bcl-2+, vs 12 FAP adenomas 

and vs 8 carcinomas. Fifteen sporadic adenomas (1 early and 14 late) were p53+ vs 16 FAP 

adenomas, and 21 carcinomas. None of patients with bcl-2+ carcinoma died during the follow-up 

(51 months) whereas only 51% of bcl-2 negative patients survived. During the colorectal 

carcinogenesis, bcl-2 resulted to be an early event while p53 gene mutation a later one. 

Moreover, we have demonstrated an imbalance between cell proliferation (increased) and cell 

death (decreased), probably due to the possible action of bcl-2 in the inhibition of programmed 

cell death in the colorectal carcinogenesis. More difficult remains to explain the role of bcl-2 in 

patient survival, even if in other reports its expression resulted to be associated with a more 

favorable outcome. }" "THE CELLULAR MECHANISMS THAT COUPLE EXCESSIVE 

PROLIFERATION TO APOPTOSIS IN ADENOMA-CARCINOMA SEQUENCE - CELL 

PROLIFERATION AND CELL DEATH IN COLORECTAL CARCINOGENESIS"  
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colorectal cancer (HNPCC) is characterized by a germline mutations of DNA mismatch repair 

(MMR) genes, especially hMLH1 and hMSH2 and the occurrence at a young age of colorectal 

and urogenital cancers. These tumors often show defective MMR, expressed phenotypically by a 

microsatellite instability (MSI).  

{ Aim:} To investigate the benefit for the mutation analysis of a tumor prescreening, we 

estimated the frequency of hMLH1 and hMSH2 germline alterations among 17 patients with 

clinical criteria for HNPCC and a tumor showing defective MMR.  

{ Methods:} These patients and their families were selected on the basis of a strict family history 

of early onset colorectal cancer (CRC) in multiple family members over several generations 

(Amsterdam criteria (10/17)),and on the basis of the occurrence of multiple HNPCC-type 

cancers and specific pathological features of CRC (Bestheda guidelines (7/17)). Tumors tissue 

from at least one individual in 17 families were analyzed for MSI. Immunohistochemistry 

against hMLH1 and hMSH2 was performed on the same tumors. Denaturant gradient gel 

electrophoresis (DGGE) were used to screen mutations for all coding regions of the hMLH1 and 

hMSH2 genes.  

{ Results:} All tumors displayed MSI and a loss of expression either for hMLH1 (13/17) and for 

hMSH2 (4/17). Germline hMLH1 and hMSH2 mutations were detected in 7 (41 %) of the 

Belgian HNPCC proband studied: 5 meeting the Amsterdam criteria and 2 the Bethesda 

guidelines. Six mutations were novel: 2 truncating or splice-site and 2 missense mutations in 

hMLH1, 2 truncating or splice-site and 1 missense mutations in hMSH2. 

{ Conclusion:}  The finding of MSI correlated to a absence of staining either hMLH1 or MSH2 

in a colorectal tumors seems to be a good predictor to select patients with germline mutations 

among families fulfilling the Amsterdam criteria or the Bethesda guidelines. Furthermore, this 

genomic DNA-based hMLH1 and hMSH2 mutation screening confirmed the previous studies 

with a rate of 50 % germline mutations in families fulfilling the Amsterdam criteria. }" "HMLH1 

AND HMSH2 MUTATIONS IN HEREDITARY NON-POLYPOSIS COLORECTAL 

CANCER FAMILIES SELECTED ON AMSTERDAM CRITERIA AND BETHESDA 

GUIDELINES"  
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{ Background and Aims:} Circulating DNA can be isolated from the serum of patients with 

carcinoma and p53 mutation can be found in colorectal carcinoma. The aim of this study is to 

detect p53 mutation in DNA extracted from serum of patient with colorectal carcinoma and to 

investigate the clinicopathological characteristics of patients with p53 mutation in DNA 

extracted from serum.  

{ Methods:} DNA of tumors and normal colorectal tissues were extracted from 46 patients with 

single sporadic carcinoma from stage I to IV according to TNM classification. Circulating DNA 

from serum was extracted from 46 patients with colorectal carcinoma and from 7 healthy 

controls. Mutations of p53 gene were analyzed using for a polymerase chain reaction (PCR) 

single-strand conformation polymorphism (SSCP). DNA sequence was performed in tumor and 

serum samples of all patients with p53 mutation.  

{ Results:} The p53 mutations were not found in serum of control subjects and in normal 

colorectal tissue of patients with colorectal carcinoma. Mutations in tumor were found in 22 

(48%) of 46 patients. In contrast, mutations in serum were found in 3 (14%) of 22 patients. In 

such 3 patients, the same mutation in tumor was found in the serum. The clinicopathological 

characteristics of these 3 patients showed stage IV disease accompanied by the infiltration to the 

serosa, vascular invasion, lymph node metastasis, and multiple liver metastasis. 

{ Conclusion:}  The p53 mutation can be detected in circulating DNA extracted from serum of 

patients with colorectal carcinoma. It was suggested that the presence of p53 mutation in serum 

was related to clinically advanced stage accompanied by liver metastasis. }" "MOLECULAR 

DETECTION OF P53 MUTATION IN SERUM OF PATIENT WITH COLORECTAL 

CARCINOMA"  
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{ Purpose:} p21 and p27, cyclin independent kinase inhibitors regulated by p53, are essential in 

cell proliferation and tumor growth.A@Here we investigated whether p21 and p27 expression 

are related to the prognosis of advanced colorectal cancer whether these potential tumor 

suppressers may be independent prognostic markers or not.  

{ Methods:} Seventy-one patients who underwent curative surgery for colorectal advanced 

cancer (all Dukes C tumors) were participated in this study.A@Immunohistochemical staining 

was performed on formalin-fixed, paraffin-embedded specimens using streptavidin-biotin-

peroxidase complex (sABC) methods. p53, p21 and p27 expression were evaluated and analyzed 

with clinicopathological factors.  

{ Results:} 1. Overexpression of p53, p21 and p27 is 43.7%, 50.7% and 50.7%. And in patients 

with p21(+) expression overall survival rate is significantly higher than patients with p21(-) 

expression(p<0.05). 2. Survival rate in the patients with p53(+)p21 (-) expression is significantly 

lower than those with p53(-)p21(+) expression(p<0.05). 3 There shows no association with p21 

expression and age, sex, tumor location, grading, lymphatic and blood vessel invasion. 4. There 

is no correlation between p27 expression and survival rate.  

{ Conclusions:} These results suggest that there is no absolute correlation between p21, p27 and 

p53 expression. p21 and p27 may be regulated by both p53-dependent and p-53 independent 

pathway. The patients with p53(-)p21(+) tumor and with positive p21 expression may be one of 

good prognostic markers in advanced colorectal cancer. }" "P53, P21 AND P27 EXPRESSION 

IN COLORECTAL ADVANCED CANCER"  
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{ Background:} Disruption of the balance between proliferation and apoptosis is a crucial event 

in tumorigenesis. Bcl-2 genes family and p53 gene participate in the development of colon 

cancer mainly by affecting the extent of proliferative and apoptotic activity. The aim of our 

prospective study was comparative analysis of Bcl-2 and p53 oncoproteins expression, Ki-67 

activity in colon adenocarcinomas. Moreover the early apoptosis was evaluated using M30 

monoclonal antibody detecting neo-epitope of cytokeratin 18.  

{ Material and method:} The expression of all biomarkers were examined by 

immunohistochemisty on frozen tissue sections from 40 cases of colon adenocarcinoma 

considering clinico-pathological variables.  

{ Results:} Bcl-2 and p53 expression were identified in comparable percentage of colon 

adenocarcinomas (65%, 59%, respectively); 41% of cases showed simultaneous expression of 

both oncoproteins, 14% were negative, and in the remaining cases either p53 or Bcl-2 expression 

was found. In the majority of tumors (53%) the proliferative activity was higher than the 

apoptotic index. The highest Ki-67 labelling index however was shown in metastatic and poorly 

differentiated tumors in which the apoptotic activity was very low. The p53 overexpression was 

usually accompanied by high proliferative activity and no significant correlation between 

apoptotic index and p53 expression was noted.  

{ Conclusions:} Our results confirm that p53 alterations play a key role in the biologic 

aggressiveness of tumors whereas Bcl-2 oncoprotein seems to exert a minor role in colon 

carcinogenesis. The mutual complex relations between p53, Ki-67 and M30 reactivity suggest 

that in colon cancers p53 dependent and p53 independent pathways of caspase apoptotic cascade 

should be considered. }" "EARLY APOPTOSIS, P53, BCL-2 EXPRESSION AND 

PROLIFERATIVE ACTIVITY (KI-67) IN COLON ADENOCARCINOMAS"  
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{ Purposes:} In the process of cancer invasion and metastasis, basement membrane(BM) 

degradation by matrix metalloproteinases (MMPs) is very important. Type IV collagen (IVc) is 

major component of BM, degraded by MMP-9. Here we examined synchronous expression of 

IVc and MMP-9 in CRC patients (pts) associated with its prognosis.  

{ Methods:} Two hundred seventy-seven pts who underwent surgical therapy for CRC (Dukes 

A: 88, Dukes B: 75, Dukes C: 83, Dukes D: 31) were participated in this study. 

Immunohistochemical staining for IVc and MMP-9 were performed on formalin-fixed, paraffin 

embedded specimens, using ABC method. IVc and MMP-9 expression were evaluated 

semiquantitatively and analyzed with clinicopathological factors.  

Results: 1. IVc and MMP-9 expression in primary tumors were 52.3%(145/277), 

51.3%(142/277), respectively. 2. According to Dukes staging, MMP-9 expression is increased, 

inversely IVc expression is reduced. 3. And in the 31 pts, who had liver metastasis over 1 year 

after the CRC operation, 53.3% of tumors showed MMP(+)IV(-) expression. 4. Patients with 

MMP(+)IV(-) had significantly lower survival rate than patients with MMP(-)IV(+) 

(p=0.0027)(Kaplan- Meier method).  

{ Conclusions:} The reduced expression of IVc, combined with an increased expression of 

MMP-9 suggests the increased potential of liver metastasis in CRC patients.. And in the respect 

of overall survival rate, MMP(+)IV(-) expression may be one of bad predictors in CRC patients. 

}" "EXPRESSION OF TYPE IV COLLAGEN AND MATRIX METALLOPROTEINASE-9 IN 

COLORECTAL CANCER"  
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{ Background:} Vascular endothelial growth factor (VEGF) is one of the most important 

mediators of angiogenesis in solid tumors. Several investigators showed VEGF expression 

predict tumor progression and its prognosis in various cancers. We set out to study whether 

preoperative serum VEGF could be used as a tumor marker for colorectal cancer and also to 

predict prognosis.  

{ Patients and methods:} Patients with primary colorectal cancer, hospitalized Kanazawa 

University Hospital and performed operation, were investigated in this study. Serum samples 

were obtained from 128 patients with colorectal cancer and 20 healthy subjects were also 

recruited as control subjects. Serum was assayed for VEGF concentrations by Human VEGF 

Immunoassay ELISA Kit (IBL company, Japan).  

{ Results:} In comparison to serum levels in controls, VEGF levels were significantly elevated in 

colorectal cancer patients. Serum VEGF showed a significant difference between Union 

International Contre Cancer (UICC) stages and Ducks stages. Correlation with 

clinicopathological factors, Serum VEGF levels were gradually increased with tumor depth of 

invasion. Node-positive cancer had a significance elevation of serum VEGF compared to node-

negative cancer. Patients with liver metastasis revealed higher serum VEGF levels than those 

without. When patient classified according to median of serum VEGF levels into high serum 

VEGF group and low VEGF group, a little difference between the two groups was seen at each 

time point and when the whole period of follow up was compared with a Kaplan-Meier analysis 

and log rank test.  

{ Conclusions:} This study demonstrates that preoperative serum VEGF can be used as a 

diagnostic marker for colorectal cancer and reflect depth of invasion, nodal involvement and 

liver metastasis. But serum VEGF cannot predict prognosis of colorectal cancer patients. }" 

"QUANTITATIVE ANALYSIS OF SERUM VEGF IN COLORECTAL CANCER"  
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{ Background:} OPRT activity is an enzyme that converts the pyrimidine fluoride-class 

anticancer drug 5-FU into the active nucleotide form. As such, it can be considered a primary 

enzyme in the first stage of inhibiting DNA and RNA expression. The present study measured 

OPRT activity both in terms of DPD activity and TS levels in colorectal carcinoma and normal 

tissue, and investigated the correlation between these findings and clinicopathologic 

characteristics in colorectal cancer patients. Correlations to enzyme levels measured in cases of 

postoperative early deaths were also studied.  

{ Subjects:} The study subjects consisted of 58 patients with colorectal carcinoma treated by 

surgical resection in our department.  

{ Method:} OPRT and DPD levels were measured in resected cancerous tissue and normal 

tissue, and correlated with patient age, sex, histological type, pT and pN classification, ly and v 

factor and Dukes classification.  

{ Results:} The mean OPRT activity was significantly higher in tumor tissue than in normal 

tissue (p < 0.01), but no differences between tumor tissue and normal tissue correlated with DPD 

activity or TS enzyme levels. Also the OPRT ratio for tumor/normal was significantly lower (p < 

0.05) in patients pN+, ly+ and Dukes C than in patients pN{\f1 -}, ly{\f1 -} and Dukes B for 

such metastasis. In patients with early deaths after surgery, enzyme levels measured in tumor 

tissue showed a tendency for OPRT activity to be below the mean and DPD levels to be above 

the mean.  

{ Conclusions:} These results suggest that in colorectal cancer patients, measurement of activity 

levels for substances such as OPRT and DPD may be useful in predicting postoperative distant 

metastasis and the effectiveness of chemotherapy with 5-FU and other antineoplastic agents. }"  
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{ Introduction:} Hyperplastic polyps are common benign colorectal polyps generally thought to 

have little association with malignant tumors in the colorectum. However, several reports have 

suggested that some hyperplastic polyps may develop into colorectal neoplasias. The aim of this 

study was to clarify genetic alterations in colorectal hyperplastic polyps.  

{ Material and Methods:} We investigated K-ras gene mutations in codon 12 and 13 by PCR-

RFLP as well as p53 protein nuclear accumulation immunohistochemically in 19 hyperplastic 

polyps and 9 adenomas. APC gene mutations were examined by PCR-SSCP in 7 colorectal 

hyperplastic polyps.  

{ Results:} Mutations of the K-ras gene were detected in 9 (47%) of the 19 hyperplastic polyps, 

and 5 (56%) of the 9 adenomas. p53 protein nuclear accumulation was detected in 2 (22%) of the 

9 adenomas, but not in any of the 19 hyperplastic polyps. No APC mutations were evident in any 

of the 7 hyperplastic polyps examined. 

{ Conclusion:}  These observations suggest that the incidence of K-ras mutations in hyperplastic 

polyps is high, and some fraction of hyperplastic polyps may thus be true neoplasias and possible 

precursors of malignancies. }" "GENETIC ALTERATIONS IN HYPERPLASTIC POLYPS OF 

THE HUMAN COLORECTUM"  
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{ Background:} In a previous study using microdissected material from 116 sporadic colorectal 

adenocarcinomas, we showed that chromosome 10q11-21 is a region of frequent loss of 

heterozygosity (LOH) in colorectal tumours suggesting the presence of a putative tumour 

suppressor gene(s) in this region.  

{ Aim:} The present study was undertaken to determine the stage at which the putative tumour 

suppressor gene at 10q21 is lost in colorectal tumourigenesis. { Method:} We studied 20 patients 

with sporadic colorectal adenomas (3 mildly dysplastic, 8 moderately dysplastic adenomas and 9 

severely dysplastic adenomas), defined by a site specialised pathologist. Tumour DNA was 

extracted from microdissected paraffin sections and matched patient blood DNA was used as 

control. PCR reactions were carried out using the marker D10S1790 at 10q21, which revealed 

the highest frequency of loss in our previous study on 116 sporadic colorectal adenocarcinomas. 

The products were run on 8% non-denaturing polyacrylamide gels to determine LOH status.  

{ Results:} LOH using the marker D10S1790 was found in 2/20 (10%) of adenomas examined, 

in contrast to 43/98 (44%) of informative adenocarcinomas (from our previous study) (p<0.005). 

LOH was confined to one severely dysplastic tubular adenoma and one severely dysplastic 

sessile villous adenoma however, no losses were seen in any of the mild or moderately dysplastic 

adenomas. 

{ Conclusion:}  This study using microdissected colorectal adenomas has shown relatively 

infrequent LOH on 10q21 in colorectal adenomas, were the overall frequency of LOH was 10%. 

However, when we sub-divided the tumours on histological criteria we found that in those 

tumours showing severe dysplasia the frequency of LOH increased (2/9, 22%). Our previous 

study of losses at this marker, in a large cohort of adenocarcinomas, found LOH at a frequency 

of 44%. While the numbers of adenomas studied to date are small these results suggest that the 

loss of putative tumour suppressor gene(s) at the locus D10S1790 is probably a late event in the 

overall pathway in colorectal tumourigenesis. Thus, this data is in accord with Vogelsteins 

hypothesis that describes a progressive accumulation of genetic aberrations during tumour 

progression. }" "LOSS OF PUTATIVE TUMOUR SUPPRESSOR GENE ON 10Q IS A LATE 

EVENT IN COLORECTAL TUMOURIGENESIS"  
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{ Background:} Cimetidine is known to enhance the survival of gastro-intestinal cancer patients, 

though the mechanisms involved are incompletely understood. Postulated modes of action 

include blocking the proliferative effect of tumours and inhibiting T suppressor cell activity, both 

of which are thought to be mediated by histamine type 2 receptors. Apoptotic cell death, may 

offer an alternative explanation for reduced cell growth.  

{ Aims:} To examine the effects of histamine, cimetidine and ranitidine on {\i in vitro} 

proliferation and apoptosis in two human colorectal cancer lines; Caco-2 and LoVo.  

{ Methods:} The MTS cell proliferation assay was used as an index of cell growth. Histamine 

receptor status was determined by quantifying CAMP, and apoptosis via DNA fragmentation.  

{ Results:} Histamine (10{\up6 {\f1 -}5} to 10{\up6 {\f1 -}9} M) had no effect on the growth of 

either cell line. The proliferation of Caco-2 was inhibited by ranitidine (10{\up6 {\f1 -}7} M) 

alone (84% of controls, p < 0.001) and in combination with histamine (90% of controls, p < 

0.001). Cimetidine (10{\up6 {\f1 -}5} M) only suppressed the growth of Caco-2 in the presence 

of histamine (93% of controls, p < 0.01). The H2 antagonists had no effect on LoVo irresprective 

of histamine. There were no histamine receptors in either cell line. Cimetidine and ranitidine 

induced apoptosis to a value of 122% and 129% of controls respectively in Caco-2 (p < 0.01) and 

only ranitidine caused apoptotic cell death in LoVo cells (113% of controls, p = 0.02). 

{ Conclusion:}  Cimetidine and ranitidine inhibit Caco-2 cancer cells {\i in vitro,} independently 

of the H2 receptor. In addition, both drugs induce apoptosis in the same cell line. Growth 

inhibition and apoptosis are likely to contribute to the tumour regressive properties of cimetidine 

and ranitidine {\i in vivo.} }" "THE EFFECT OF H2 ANTAGONISTS ON PROLIFERATION 

AND APOPTOSIS IN HUMAN COLORECTAL CANCER CELL LINES"  
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{ Background:} The effect of sodium butyrate (NaB) on proteosynthesis was studied in four 

colorectal cancer (CRC) cell lines with different malignant potential. Arginase (ARG) and 

alkaline phosphatase (ALP) were used as markers of global and specific proteosynthesis. ARG 

catalyzes the synthesis of polyamines in the initial stage of proteosynthesis. ALP as one of the 

functional proteins reflects the specific proteosynthesis.  

{ Methods:} CRC cell lines HT 29, LS 174T, SW 480 and SW 620 were cultured for 7 days. In 

parallel experiments NaB (Sigma) was added to the medium at the final concentration of 2 mM. 

Enzyme activities and protein concentration were determined with photometric methods in 

supernatants of sonicated cells. The differences of means were evaluated with t-test.  

{ Results:} \tx1005\tx2220\tx3495\tx4710\tx5640\tx8150\fs4 \ul \tab \ul ARG (U/g protein) 

\ulnone \ul ALP (U/10{\up6 4} cells) \ulnone Na Na Na Na B({\f1 -}) B(+) B({\f1 -}) B(+) HT 

29 181 ± 48 328 ± 91 1.26 ± 0.19 5.27 ± 0.17{\up6 **} LS 174T 1563 ± 135 1595 ± 135 0.28 ± 

0.09 0.21 ± 0.09 SW 480 5727 ± 113 7002 ± 136
*
 0.63 ± 0.11 2.84 ± 0.14{\up6 **} SW 620 

5375 ± 115 5401 ± 121 0.55 ± 0.10 1.13 ± 0.16{\up6 **} (
*
 p < 0.001, {\up6 **} p < 0.0001)  

{ Conclusions:} Global proteosynthesis is significantly increased by NaB only in the cell line 

with metastatic potential (SW 480). The effect of NaB on specific proteosynthesis is much more 

prominent in agreement with its influence on cellular differentiation. }" "THE EFFECT OF 

BUTYRATE ON PROTEOSYNTHESIS IN COLORECTAL CANCER CELL LINES"  
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Extracellular matrix proteins, such as collagens and laminin, play an important role in the 

differentiation, migration and survival of epithelial cells. The alpha 2/beta 1 integrin is the main 

collagen receptor expressed by normal and transformed colonic epithelial cells. We have 

previously shown that alpha 2/beta 1 integrin is required for the differentiation and migration of 

colonic tumour cells in vitro. The aim of this study was to evaluate whether the induction of 

apoptosis by sodium butyrate was mediated by pertubation of integrin-mediated cell matrix 

adhesion. Four colonic cancer cell lines (SW1222, HT29, SW620, LS174T) were studied. 

Adhesion to extracellular matrix proteins (collagen type I, type IV, laminin) was evaluated by a 

cell-matrix-adhesion assay in the presence of different concentrations of sodium butyrate (0, 1, 2 

or 4 mMol). Floating and attached cells were counted by haemocytometer. Expression of alpha 

2, beta 1 as well as alpha 6 integrin was assessed in adherent cells by immunocytochemistry and 

flow cytometry (FACS). After 48 hour treatment with 4 mMol of butyrate there was a significant 

increase (2-4 fold) in floating cells compared to adherent cells in three (HT29, LS174T, SW620) 

out of four cell lines. Treatment with sodium butyrate (4 mMol) specifically decreased their 

attachment to collagen type I. This was associated with downregulation of alpha 2, alpha 6 and 

beta 1 integrin expression as shown by FACS. In SW1222 cells there was no significant decrease 

in integrin expression and attachment after incubation with sodium butyrate. In conclusion cell 

detachment and death induced by sodium butyrate correlates with downregulation of expression 

and functional activity of alpha 2, alpha 6, and beta 1 integrins in colonic carcinoma cell lines. 

These results indicate that perturbation of cell matrix adhesion may be a novel mechanism by 

which sodium butyrate induces cell death. }" "SODIUM BUTYRATE CONTROLS 

ADHESION AND SURVIVAL OF COLORECTAL CANCER CELL LINES BY A BETA 1 

INTEGRIN DEPENDENT PATHWAY"  
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Sciences, Bristol, UK; {\up6 2} Reckitt & Colman Products Ltd, Hull, UK The high incidence of 

colorectal cancer in the Western world is related to dietary factors. It is hypothesised that a low 

fibre diet is associated with an increased risk. In this study we investigated the effects of 

cellulose and pectin which are common food constituents and ispaghula husk, on the 

development of colonic tumours in mice treated with the carcinogen 1,2-dimethylhydrazine. 

Thus three groups each comprising 30 animals were subjected to weekly subcutaneous injections 

of the carcinogen and allowed free access to diets supplemented with one of the following: 

ispaghula husk, pectin, cellulose. A further control group received an unsupplemented fibre-

deficient diet. After seventeen weeks all animals were sacrificed and examined for colonic 

tumours. In animals treated with a diet rich in pectin there was a significantly larger number of 

tumours than in animals from the other three groups. The size of the tumours in the pectin group 

was also increased as compared with animals in the other groups. These data support the idea 

that a pectin-rich diet could enhance the risk of colorectal neoplasia. In further studies we are 

investigating possible mechanisms underlying this phenomenon in respect of cell proliferation 

and alterations in {\f1 b}-catenin expression in colonic tissues. }" "EFFECT OF DIETARY 

FIBRE ON THE DEVELOPMENT OF 1,2-DIMETHYLHYDRAZINE-INDUCED 

COLORECTAL TUMOURS IN FEMALE BALB/C MICE"  
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{ The aim} of this study was to investigate the influence of various concentrations of cholic and 

ursodeoxycholic acid, alone or in combination, on histology, rate of cell proliferation and ploidy 

of rat large bowel mucosa.  

{ Materials-Methods:} Male Fischer rats were fed a basal diet (group 1), supplemented with 

0.2% (group 2) or 0.8% (group 3) of cholic acid, 0.2% (group 4), or 0.8% (group 5) of 

ursodeoxycholic acid, 0.2% cholic acid plus 0.2% ursodeoxycholic acid (group 6) and 0.8% 

cholic acid plus 0.8% deoxycholic acid (group 7). After 4 weeks, the rats of each group were 

sacrifice and their colons were removed and examined a) histologically, b) by flow-cytometry 

(estimation of S-phase of cell proliferation and DNA ploidy) and c) immunohistochemically with 

PCNA staining (estimation of cell rate proliferation).  

{ Results:} Compared to normal animals, the administration of cholic acid at the two different 

concentrations resulted in a significant (4 and 5-fold respectively) increase of PCNA expression, 

as well as in a significant increase of S-phase percentage on flow-cytometry. The administration 

of ursodeoxycholic acid had no significant results on cell rate proliferation, while at 

concentration of 0.2%, neutralized the result of the concurrent administration of 0.2% of cholic 

acid. No abnormality in the cell ploidy was detected. 

{ Conclusion:}  The results of this experimental study further emphasize the role of cholic acid 

as a stimulator of the large bowel mucosa cell proliferation and ursodeoxycholic acid as a 

possible protective factor against increased colonic cell proliferation in rats. }" "INFLUENCE 

OF VARIOUS CONCENTRATION OF CHOLIC AND URSODEOXYCHOLIC ACID ON 

HISTOLOGY, PLOIDY AND RATE OF CELL PROLIFERATION OF RAT LARGE BOWEL 

MUCOSA"  
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In France, colorectal cancer (CRC) is the second most frequent cancer affecting both males and 

females. A population-based family study was carried out in Calvados (France), from 1993 to 

1998. The main aim was to define the role of genetic factors in disease transmission, taking into 

account environmental factors from a sample of systematically recorded family data. In this 

paper, we determined the magnitude of the risk of cancer at different sites among family 

members. 1351 new cases of CRC were diagnosed in Calvados during the study period. Seven 

hundred and sixty one families were included. These families were composed of 10,512 relatives 

(children, siblings, parents, aunts/uncles and grand-parents). Only 3 families fitted the 

Amsterdam criteria (1991) (i.e. ~0.4%). Familial cancer risks were estimated from a cohort 

analysis of the relatives. At risk relatives entered the cohort on January 1{\up6 st}, 1970 (i.e. 

117,407 person-years). The expected number of cancers was computed from Calvados age-sex 

and four period-specific incidence rates (from 1978 to 1995). The risk of CRC among relatives 

was 1.54 (95%CI: 1.26-1.86). When the colon was considered, the familial risk was 1.47 

(95%CI: 1.11-1.91). The risk of rectum cancer was not significantly increased. The cumulative 

risk of CRC among men in CRC families was 4% at 70 years (vs. 2.9% among the general male 

population); it was 2.3% at 70 years (vs. 1.8% among the general female population) among 

women in CRC families. Exclusion of potential HNPCC families did not change estimates. The 

risk of cancer at sites previously described to be associated with HNPCC were not significantly 

increased. However point estimates of the risk of cancer of the pancreas, stomach and ovaries 

were > 1.3. An increased risk of cancer of the uterus (2.79) was evidenced among families with a 

proband {\f1\'a3} 50 years. }" "A FRENCH POPULATION-BASED FAMILY STUDY ON 

COLORECTAL CANCER (THE CCREF STUDY): FAMILIAL RISK ESTIMATION 

ACCORDING TO CANCER SITE"  
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{ Introduction:} In the United Kingdom, the government have recently introduced the 2 week 

rule which mandates that patients with suspected colorectal cancer (CRC) are assessed within 

that period. This study evaluates the effectiveness of a dedicated rapid access High Risk 

Symptom Clinic (HRSC).  

{ Method:} All out patient referral letters were seen by a consultant colorectal surgeon. Patients 

were allocated to the HRSC if they fulfilled the following criteria:- 1) age 55 - 80 years, 2) any 

change in bowel habit, 3) fresh or altered rectal bleeding, 4) persistent colicky abdominal pain. In 

the 14 month period from 1st April 1999 to 31st May 2000, 205 patients were seen and 

assessment included flexible sigmoidoscopy.  

{ Results:} Of the 205 patients, 119 presented with rectal bleeding, 80 with change in bowel 

habit, 26 with abdominal pain and 15 with additional symptoms including perianal pain and 

mucus discharge. 15 patients (7%) were found to have CRC of which 13 presented with rectal 

bleeding and 3 with change in bowel habit. Other findings were diverticular disease (94 patients, 

46%), haemorrhoids (64 patients, 31%), adenomatous polyp (20 patients, 10%), proctitis (14 

patients, 7%) and other benign conditions (12 patients, 6%). No abnormality was detected in 49 

patients (24%). During the same period, 66 left sided CRCs were diagnosed. 

{ Conclusion:}  Although diagnosis was rapid, the HRSC identified <25% of all left sided CRCs. 

These results question the effectiveness of a HRSC where 93% of patients had benign 

conditions. It is suggested that stricter criteria are required to identify patients who are likely to 

have CRC. In this series, rectal bleeding appears to be more predictive of cancer than change in 

bowel habit. }" "EVALUATION OF A HIGH RISK SYMPTOM CLINIC FOR SUSPECTED 

COLORECTAL CANCER"  
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PATIENTS TREATED SURGICALLY FOR COLORECTAL CANCER  

Ewa Czaczkowska-Szmit  

\i Department of Gastroenterology, Institute of Oncology, Warsaw, Poland  

The aims of this study were: 1) to determine the occurrence and distribution of colorectal 

adenomas and carcinomas and 2) to assess the extent of endoscopic examination that would be 

effective in screening for these neoplasms in a Polish population.  

{ Material and Methods:} Total colonoscopy was performed in two groups of patients: 1) 205 

clinically healthy persons, aged over 45 years with an average risk for colorectal cancer and 2) 

200 patients with colorectal cancer treated surgically. In both groups the occurrence and 

distribution of colorectal neoplasms were determined and compared with the yield of standard 

fibresigmoidoscopy (FSS).  

{ Results:} Among 205 clinically healthy persons 1 cancer (0.5%) and 142 adenomas in 45 

persons (22%) were detected. 28 persons had adenomas within the reach of FSS (13.7%), and 12 

persons (42.9%) from this subgroup had adenomas located in the proximal colon. Patients 

without adenomas in the distal colon were at lower risk for adenomas in the proximal colon, an 

estimate being nearly 10%. Among 200 patients with colorectal cancer, a synchronous cancer 

was found in 5 patients (2.5%) and synchronous adenomas in 71 patients (35.5%). 24% of 

patients from this group had adenomas within the reach of FSS. Among 33 patients treated 

surgically for cancer located in the proximal colon 26 persons (78.8%) had no neoplastic lesions 

in the sigmoid colon or rectum.  

{ Conclusions:} 1. Presence of adenomas in the distal colon increases the risk for adenomas in 

the proximal colon. 2. Total colonoscopy should be performed in all patients with colorectal 

cancer before operation. 3. Endoscopic examination that is limited to the sigmoid-descending 

flexure may not be sufficient for screening for colorectal neoplasms in the Polish population. }" 

"PROSPECTIVE DETERMINATION OF THE OCCURRENCE AND DISTRIBUTION OF 

COLORECTAL NEOPLASMS IN CLINICALLY HEALTHY PERSONS AND IN PATIENTS 

TREATED SURGICALLY FOR COLORECTAL CANCER"  
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The purpose of this study was to determine practice patterns with respect to colorectal cancer 

(CRC) screening among gastroenterologists (GIP) in Atlantic Canada. Using an open-ended 

questionnaire, screening practices for: 1) average risk 2) high risk and 3) family history of 

hereditary nonpolyposis colorectal cancer (HNPCC) were assessed. The American Society for 

Gastrointestinal Endoscopy (ASGE) guidelines were used to grade responses as either 

appropriate or not. If the responses were not in keeping with the guidelines then they were either 

more or less stringent. 22 GIP from community (64%) and university (36%) practices were 

surveyed. Table 1 represents the results of the screening practices with value representing 

percentages and their 95% confidence interval. Average risk patients had a mean of 4.5 more 

colonoscopies than required over a lifetime based on the ASGE guidelines. 

\tx1170\tx2760\tx4305\tx5490\tx8150 Table 1 Screening Practice \tab \tab \tab \tab Risk group 

Appropriate Less Stringent More Stringent \tab \tab \tab \tab Average 18.2%(14.8-22) 22.7% 

(19-26) 59.1% (54.7-63) High 90.9% (88.3-93) 4.5% (2.7-6) 4.5% (2.7-6) HNPCC 22.7% (19-

26) 77.3%(73.6-81) 0 \tab \tab \tab \tab d\fs20 Screening practices varied significantly. In general 

it appeared as if physicians screened all patients as if they were in the high-risk subgroup. This 

translates into patients with average risks being over screened and HNPCC being under screened. 

In a one payer health care system with limited resources over screening average risk patients 

results in a significant burden to the health care system. It also limits the access of other patients 

with average risk given the finite resources. There are several potential reasons for the over 

screening; patients preference, medical legal issues, and misinterpretation or disbelief of the 

guidelines. }" "SCREENING COLONOSCOPY IN PATIENTS WITH VARIABLE FAMILY 

HISTORIES OF COLON CANCER; ADHERENCE TO CLINICAL PRACTICE 

GUIDELINES"  
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Marketa Jablonska, Anna Krepelova  

\i Fourth Medical Clinic, Charles University, Prague, Czech Republic  

{ Background and Aims:} Since recognition of hereditary nonpolyposis colorectal cancer 

(HNPCC) is the key to prevent colorectal cancer (CRC) in this syndrome adequate screening 

long term strategies should be applied.  

{ Subject and Methods:} 230 asymptomatic members of 28 families fulfilling the Amsterdam 

criteria (123 males, 107 females, mean age 48, range 28-62, group I) entered 15 year 

colonoscopic surveillance at 2 years surveillance before and 12 to 18 months after fifty. Results 

were compared with an unscreened group of symptomatic 126 patients with similar family 

history, age and sex distribution (group II).  

{ Results:} Initial colonoscopy revealed 39 CRC (17%) and 77 adenomas in group I. Dukes 

staging showed A in 36% B in 46% C in 18% and no D in group I, and in group II A in 21%, B 

in 40%, C in 22% and D in 15%. During the trial 14 more CRC and 23 extracolonic tumors 

developed. There was no death from CRC in group I, in group II five years survival rate was 

62%. Mutation analysis showed mutated MSH2 or MLH1 up to now in 7 families (the study is in 

progress).  

{ Conclusions:} 15 year colonoscopic screening in 230 members of families with HNPCC 

reduced mortality and enabled early detection of adenomas. Results might be improved by 

starting screening at younger age. Further attention should be given to extracolonic tumors. }" 

"COLONOSCOPIC SCREENING IN HEREDITARY NONPOLYPOSIS COLORECTAL 

CANCER - A 15 YEAR TRIAL"  
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{ Background:} The high ratio of false negative and positive results is a problem on qualitative 

immunoassay of FOBT. However, it was difficult to improve this problem with the qualitative 

assay. Quantitative methods have been developed instead of qualitative method in recent years 

and the effectiveness of the quantitative assay is as expected.  

{ Aims:} To evaluate effectiveness of FOBT using a quantitative immunoassay of human 

hemoglobin. { Patients and Method:} 14039 patients were tested. The measurement was carried 

out using a colloidal-gold colorimetric method and a 100 ng/ml cut-off value was set. Positive 

results were found in 699 patients, and then 428 patients out of the 699 patients were examined 

with colonoscopy. CRC was found in 24 patients, colorectal adenoma was found in 150 patients, 

the other diseases were found in 91 patients; 163 patients were found normal.  

{ Results:} The results of quantitative FOBT was compared on each disease group. The average 

value of the quantitative FOBT was 902 ng/ml on the group of CRC found. The average value 

was significantly higher (p < 0.02) than the average value of the other groups. The average value 

was not significantly different in all the other groups. The found ratio of CRC is shown by the 

results of quantitative FOBT in the following table. The found ratio was higher with the results 

of quantitative FOBT Only Dukes A cancer was found in the group where the results were less 

than 200 ng/ml.  

{ Conclusion:}  The quantitative FOBT picks up colorectal cancer specifically. Since finding 

that the ratio was higher with the quantitative results of FOBT, it is possible to focus on the high 

risk group efficiently. }" "EFFECTIVENESS OF QUANTITATiVE IMMUNOASSAY OF 

FECAL OCCULT BLOOD TEST (FOBT) ON SCREENING OF COLORECTAL CANCER 

(CRC)"  
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{ Background:} Recently literature adopted the term ``advanced colorectal adenoma (ACA) to 

describe colorectal polyps greater than 1 cm in diameter and/or villous component and/or severe 

dysplasia, features predicting an increased likelihood of malignant transformation.  

{ Objective:} The aim of our study was to evaluate association of index ACA with proximal 

colorectal carcinoma.  

{ Methods:} In 10 years prospective study we analyzed colonoscopic finding in 124 patients (81 

males, 43 females; age range 35-78 years, mean 58.7 years) with ACA verified after 

colonoscopic removal by snare and histologic examination.  

{ Results:} There were total of 147 ACA. In 69 (55.64%) patients synchronous advanced 

neoplasm (including CRC) and/or non-advanced neoplasm were found. In a total of 37 patients 

(53.62%) ACA was the distal index lesion. Proximal to the distal index ACA there were 52 

advanced neoplasm, 25 (48.08%) synchronous ACA and 27 (51.92%) synchronous CRC. In 25 

(67.56%) patients with distal ACA, colonoscopy revealed proximal synchronous CRC, p<0.05 in 

the same and/or adjacent and/or distant large bowel segments. Synchronous proximal CRC were 

localized in all large bowel segments, but in 13 (52%) patients localization was proximal to the 

splenic flexure. 

{ Conclusion:}  Distal, recto-sigmoid ACA is marker for proximal synchronous growth, CRC as 

same as synchronous ACA. Complete colonoscopies to cecum have to perform in all patients 

with distal ACA. }" "IS DISTAL ADVANCED COLORECTAL ADENOMA MARKER FOR 

SYNCHRONOUS COLORECTAL CARCINOMA?"  
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Colorectal cancer (CRC) is the second leading cause of cancer death in Western countries. 

Screening programs seem the best tool to prevent progression from adenoma to cancer, albeit it 

is very difficult and expensive to perform a screening program in the general population. Since it 

is reported a higher prevalence of adenoma in first degree relatives of patients affected by CRC, 

we designed a screening program focused on this population. On October 1999 we started a 

campaign stressing the usefulness of colonoscopy in first degree relatives of CRC patients 

(meetings with general practitioners and surgeons, public conferences, a dedicated web site, 

printed booklet, local newspaper articles, local radio/TV programs). All subjects aged between 

45-75 and with one or more first-degree relative with CRC were invited to a preliminary 

interview, in order to collect personal and familiar history and to suggest colonoscopy as 

screening option. When colonoscopy was refused, barium enema or faecal occult blood test were 

suggested. At colonoscopy, we identified the number of polyps and their size; histological type 

and degree of atypia were recorded in each patient. Between January and April 2000 we 

evaluated 126 subjects (male 64.7%; age range 45-71 yr). 100 subjects agreed to the endoscopic 

examination (79.3%). 71 had one parent, 27 one brother and 2 one son affected by CRC. 70 

colonoscopy have been already performed. We found polyps in 24 patients (34.2%). In 8 

subjects multiple polyps were found (11.4%). Histological examination showed tubular adenoma 

in 17 cases (24.2%) and hyperplastic polyps in 7. In 6 cases the maximal diameter of the 

adenoma was >1cm (8.5%). In 3 subjects tubolovillous adenoma was found (4.2%). No 

complications related to colonoscopy or polypectomy were observed. 5 patients chose to perform 

barium enema and 3 fecal occult blood test: all had negative findings. In conclusion, our 

preliminary results confirm the high prevalence (24.2%) of adenomas in first degree relatives of 

patients with history of CRC. Therefore, these patients should be encouraged to undergo 

screening colonoscopy. Longer follow-up is needed to asses the cost-effectiveness of this policy 

into reducing the incidence of CRC. }" "SCREENING COLONOSCOPY IN 

ASYMPTOMATIC INTERMEDIATE-RISK SUBJECTS"  
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{ Introduction:} Following the current colonic screening guidelines (colonoscopy only when a 

distal neoplastic lesion was found at sigmoidoscopy) would miss \'bc of all neoplastic lesions in 

the colon, of which 75% are advanced. (Medicine 2000; 79).  

{ Aim:} To study consecutive patients who received colonoscopy between 1/1997 and 6/1999. { 

Method:} Case-control study. Exclusion criteria: history of colonic polyps, IBD, intestinal 

resection, contraindication against biopsies. Definition of advanced lesions: neoplastic lesions 

with {\f1\'b3}1 of the following features: 1) {\f1\'b3}1 cm diameter, 2) villous histology, 3) 

severe dysplasia or carcinoma, 4) {\f1\'b3}3 lesions. Distal colon was defined to include rectum 

and sigmoid colon.  

{ Results:} Of the 821 patients studied (47% M, mean age: 55.1 years), 198 (24%) had a 

neoplastic lesion (64.5 years). 99 (50%) had a lesion in the distal colon only (63.2 years), 58 

(29%) in the proximal colon only (65.1 years) and 41 (21%) had synchronous lesions (distal and 

proximal colon) (67.5 years). Number of patients with proximal lesions (%) are shown in the 

table: \tx1470\tx2535\tx3990\tx5115\tx5730\tx8150\fs4 \ul \tab \ul Proximal Colon \ulnone 

Distal colon No lesion non-advanced advanced total No lesion 623 (76) 23 (3) 35 (4) 681 (83) 

Non-advanced 29 (3) 5 (1) 5 (1) 39 (5) Advanced 70 (8) 8 (1) 23 (3) 101 (12) d\fs20 { 

Summary:} 60% of lesions that were found in the proximal colon only were advanced. Age and 

gender distribution was not significantly different compared to patients with synchronous lesions 

or with distal lesions only. 

{ Conclusion:}  A substantial number of proximal lesions are missed if current screening 

guidelines would be followed. Moreover, a high percentage of the adenomas missed at 

sigmoidoscopy are advanced neoplasms. }" "TWO THIRDS OF NEOPLASTIC LESIONS 

FOUND IN THE PROXIMAL COLON ONLY-WITHOUT A DISTAL INDEX POLYP-ARE 

ADVANCED LESIONS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1032#" " Abstract: P.1032 0 Citation: Gut 2000; 47(Suppl III): 

A262 ANALYSIS OF ADVANCED PROXIMAL COLONIC NEOPLASIA WITHOUT 

INDEX POLYP IN THE RECTOSIGMOID  

Yoon Tae Jeen, Hoon Jai Chun, Dong Kyu Park, Jung Whan Lee, Chang Don Kang, Byung Won 

Hur, Hong Sik Lee, Chi Wook Song, Soon Ho Um, Sang Woo Lee, Jai Hyun Choi, Chang Duck 

Kim, Ho Sang Ryu, Jin Hai Hyun  

\i Korea University College of Medicine, Seoul, South Korea  

{ Background and Aim:} Colorectal adenoma is known as a precursor of colon cancer. Current 

recommendation is to perform total colonoscopy whenever any adenoma is detected during 

screening sigmoidoscopy. Most previous studies which did focus their interest on proximal 

advanced lesions only used total colonoscopy in case with index polyp in the rectosigmoid. The 

aim of this study was to evaluate the frequency of the colonic neoplasia above the rectosigmoid 

without an index polyp in our colonoscopy population.  

{ Methods:} Colonoscopic and histologic data were analyzed from all patients on whom total 

colonoscopy was performed between 1995 and 1999 in Anam hospital of Korea university 

medical center. Advanced neoplasia was defined as cancer or adenoma>10mm in diameter, 

adenoma with villous component, or high grade dysplasia. Patients with polyposis syndrome, 

inflammatory bowel disease, previous colorectal neoplasia were excluded.  

{ Results:} Total colonoscopy was performed on 6672 patients. 573 patients(Male 392 Female 

181, Mean age 54.3 years) had at least one colorectal neoplasm of which 48 percent had 

neoplasm above rectosigmoid. The analysis of patients with proximal colonic neoplasia without 

an rectosigmoidal adenoma were summerized in table. 

\tx1200\tx2310\tx4080\tx5490\tx7050\tx8150 Table. Patients with neoplasia above the 

rectosigmoid Group Total Above the Above the RS Advanced neoplasia patients without RS ± 

index index polyp above the RS without (%) polyp (%) index polyp (%) (%) *Adenoma 486 

(100) 239 (49) 164 (34) 35 (7) *Cancer 117 (100) 47 (40) 38 (32) 38 (32) All patients 573 (100) 

281 (48) 198 (35) 69 (12) * 30 patients are present with both cancer and polyps 

{ Conclusion:}  Thirty-five percent of all patients with neoplasia had no index polyp in the 

rectosigmoid and 12 percent of these had at least one advanced proximal neoplasm without index 

polyp. }" "ANALYSIS OF ADVANCED PROXIMAL COLONIC NEOPLASIA WITHOUT 

INDEX POLYP IN THE RECTOSIGMOID"  
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{ Background:} The need for colonoscopy in patients with non advanced rectosigmoid adenomas 

is controversial. The aim of this study was to examine the prevalence of advanced proximal 

adenomas in patients with rectosigmoid adenomas, and thus the necessity for colonoscopy in all 

patients with rectosigmoid adenomas regardless of their characteristics.  

{ Methods:} We studied all patients with at least one distal adenoma found on sigmoidoscopy 

performed for various reasons, regardless of the characteristics of the distal adenoma (size, 

villous component, degree of dysplasia). Patients underwent total colonoscopy and endoscopic 

polypectomy. An adenoma was considered advanced if it had had a diameter more than 10 mm 

and/or villous component and/or high grade dysplasia.  

{ Results:} A total of 506 patients with at least one adenoma on sigmoidoscopy underwent total 

colonoscopy, 249 (49.2%) had at least one advanced adenoma somewhere in the colon and 

synchronous proximal adenoma was found in 134 of 506 patients (26.5%) while 22 patients 

(4.3%) had et least one advanced proximal adenoma. Advanced proximal adenoma were found 

in 13 of 240 patients (5.4%) with advanced distal adenoma and in 9 of 266 (3.4%) with non 

advanced rectosigmoid adenomas. Even in 121 patients with one or multiple diminute distal 

adenomas (<5 mm) 2 patients (1.7%) had an advanced proximal adenoma.  

{ Conclusions:} Total colonoscopy is indicated for all patients with adenomas found on 

sigmoidoscopy, regardless of its characteristics. }" "IS COLONOSCOPY NEEDED IN ALL 

PATIENTS WITH RECTOSIGMOID ADENOMAS"  
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{ Objective:} To analyse the incidence, location, histologic findings and treatment of the 

laterally spreading tumors of the colon and rectum.  

{ Material and Methods:} Laterally spreading tumor (LST) is defined as an epithelial tumor 

principally developing laterally and forming a cluster of nodes granules. From June/1991 to 

May/2000 we diagnosed 74 LSTs bigger than 20mm of the colon and rectum in 69 patients. The 

age of the patients ranged from 33 to 82 years old (avarege 62) with female predominance (2:1). 

We studied the lesions related to their size,location,way of treatment and hystologic findings.  

{ Results:} Seventy-four LSTs,bigger than 20mm, were diagnosed in the past 9 years in our 

institute. The average size of the lesion was 33mm. LST were located in the rectum in 17 (23%) 

cases, sigmoid 8 (10,8%) cases,descending colon 4 (5,4%) cases, transverse colon 5 (6,7%) 

cases, ascending colon 23 (31,1%) cases and cecum 17 (23%) cases. Sixty-nine LSTs (93,2%) 

were resected endoscopically by mucosectomy (piecemeal in the larger lesions). The surgical 

treatment was performed in 5 (6,8%) cases, 4 of them because there was suspicion of 

submucosal invasion and 1 was techinically difficult. The histologic evaluation showed that 38 

(51,4%) lesion were adenomas, 31 (42%) were adenocarcinomas which 26 (83,9%) were in 

intra-mucosal and 5 (16,1%) had submucosal invasion and 5 (6,8%) were hiperplasic lesions. As 

complications of the endoscopic treatment we had 2 (2,7%) cases of perfuration and 10 (13,5%) 

cases of bleeding that stopped after injection therapy with ethanolamina solution. 

{ Conclusion:}  Laterally Spreading tumors were more frequent in the female (68,1%), and their 

prefenrential location was in the right colon (54%)and rectum (23%). Most of them were resect 

endoscopically (93,2%)by mucosectomy (piecemeal resection).The histologic evaluation showed 

that 93,4% were neoplasic lesion being 51,4% adenomas and 42% adenocarciomas. The 

submucosal invasion were observed in 5(6,8%)cases. }" "LATERALLY SPREADING 

TUMORS OF THE COLON AND RECTUM"  
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{ Background:} Some two-thirds of colorectal carcinomas arise from adenomatous polyps, and 

as such, screening by colonoscopy and polyp removal should significantly reduce colorectal 

cancer. This has not been the case, as evidenced by The National Polyp and the Veterans Affairs 

studies which revealed that endoscopy failed to prevent 24 % and 50 % respectively of all 

subsequent carcinomas. Flat or depressed adenomas, frequently reported from Japan, and rarely, 

from elsewhere might explain the ``missed carcinomas. Detection of flat adenomas has not been 

previously reported from Malaysia.  

Patients and Methods: In this prospective study, 426 consecutive patients underwent 

colonoscopic examination between March 1997 and January 2000 for a variety of bowel 

symptoms. The examinations were performed by an experienced endoscopist (SR) using a 

standard colonoscope and methylene blue dye spraying technique. Macroscopically, flat 

adenomas were defined using the criteria proposed by Sawada.  

{ Results:} 29 adenomas were identified in 12 patients, of which 16 were polypoid and 13 flat, 

with no depressed lesions. Nine polypoidal lesions and all the flat adenomas contained mild or 

moderate areas of epithelial dysplasia. Seven severely dysplastic polyps were identified. One 

Dukes A polypoidal cancer and 3 advanced carcinomas were also found. All the severely 

dysplastic and Dukes A carcinoma were found in polyps greater than 10 mm in mean size. The 

flat adenomas were all less than 10 mm in size.  

{ Conclusions:} A significant proportion of colonic adenomas in Malaysian patients appear as 

small flat lesions which could easily be missed during endoscopy. Increased recognition and 

treatment of flat adenomas amongst Malaysian colonoscopists is warranted. }" "FLAT 

COLONIC ADENOMAS IN MALAYSIA: FACT OR FANCY?"  
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{ Background:} We have studied the depressed-type colorectal tumors in order to clarify the 

development and progression from the clinicopathological viewpoints.  

{ Subjects and Methods:} The subjects were 374 depressed-type colorectal tumors of 353 

patients (276 males and 77 females; average 62.3 years old) among 16,405 neoplasms, those 

included 155 IIc or IIc+IIa, 189 IIa+IIc, and 30 Is+IIc type lesions. With regard to the above-

mentioned lesions we examined the clinicopathological features to clarify characteristic and 

developmental process of depressed-type early colorectal cancers. The degree of submucosal 

cancer invasion from sm1 to sm3, and the pit pattern classification from I to V ware decided 

according to Kudos classification.  

{ Results:} Depressed type tumors were consisted of 203 adenomas or border-line lesions, 55 

mucosal cancers, 116 submucosal invaded cancers. Histopathological examination revealed that 

IIc or IIc+IIa type lesions include 24 mucosal cancers, 24 sm1 cancers,9 sm2 and sm3 

cancers,IIa+IIc type show 30 mucosal cancers, 14 sm1 cancers,31 sm2 and sm3 cancers,and 

Is+IIc type include 1 mucosal cancers, 6 sm1 cancers,22 sm2 and sm3 cancers. Consequently the 

percentage of sm1 lesions was very high (42.1%:24/57) in IIc or IIc+IIa type cancers.On the 

other hand the rate of sm2 and sm3 were higher in IIa+IIc (48.2%:41/85) and Is+IIc 

(78.9%:22/29) type cancers.The rate of accompanying with ulceration in submucosal cancers 

were 18.8%(3/16) in IIc or IIc+IIa 68.2%(30/44) in IIa+IIc, and 92.3%(12/13) in Is+IIc type 

cancers. In addition the shape of depressed area were classified into star-shaped or round-

irregular shaped patterns by using chromoendoscopy. Specially tumors those shape of depressed 

area was round-irregular shape with VN or VA type pit pattern show submucosal massive 

invasion of cancer. 

{ Conclusion:}  In conclusion it is suggested that most of IIc or IIc+IIa type cancers are mucosal 

or slightly submucosal invaded cancers without ulceration. However as cancers invade deeply, 

they are suspected to develop into IIa+IIc, or Is+IIc type submucosal cancers. Therefore, early 

diagnosis of IIc or IIc+IIa type cancer is very important by using the magnifying colonoscopy. }" 

"DEVELOPMENTAL PROCESS OF DEPRESSED TYPE COLORECTAL CANCERS"  
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From 1982 to December 1996, 18 patients who had submucosal cancer of the colon and rectum 

with positive lymph node metastases were studied clinicopathologically and compared with 

patients with no lymph node metastasis (control group). The incidence of Is (sessile) type 

configuration and case incorrectly diagnosed preoperatively as having advanced cancer was 

higher than that of the control group. The average size of the tumor was 22 mm in diameter, and 

the size of Is (sessile) and Isp (subpedunculated) was larger than that of IIa+IIc (flat elevated 

with depression type) and IIc (depression type). The incidence of well differentiated tubular 

adenocarcinoma in the histopathological study was lower and that of moderate and poorly 

differentiated tubular adenocarcinoma was higher than that of the control group. The depth of 

cancer invasion showed massive invasion deeper than sm2 in all patients, sm3 in about 90% and 

``sm3 massive invasion in about 70%. Sixteen of the 18 patients showed positive vascular 

invasion. The average metastatic lymph node diameter was 5 mm or less. Five years survival rate 

was lower than that of the control group. Three patients developed local recurrence 

postoperatively. Radical resection with adequate lymph node dissection as in advanced cancer 

should be indicated for cancer invading deeper than SM massive invasive cancer. }" "A STUDY 

OF SUBMUCOSAL INVASIVE CARCINOMA OF THE COLON AND RECTUM WITH 

LYMPH NODE METASTASES"  
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{ Introduction:} Management of colorectal cancer (CRC) depends on many patient and tumour 

variables. Decisions are sometimes based on the histological grade of tumour as assessed by 

initial biopsy. This retrospective study looked at the reliability of grading CRC from pre-

operative biopsies.  

{ Method:} 113 patients with a diagnosis of CRC, who had adequate pre-operative biopsies were 

included in the study. The pre-operative histology was reviewed by a single consultant 

pathologist who was blinded to the final grading of the resection specimen.  

{ Results:} Of the 113 resection specimens, 42 were graded well-differentiated, 47 moderately-

differentiated and 24 poorly-differentiated. When compared with post-operative grading, 35 

(31%) initial biopsies were undergraded, 49 (43%) were correctly graded and 29 (26%) were 

overgraded. 

{ Conclusion:}  These results suggest that the histological grading of pre-operative specimens is 

inaccurate and should be used with caution to determine treatment. The difficulty with grading 

pre-operative biopsies in CRC may be owing to a lack of specific criteria such as is used in, for 

example, breast cancer. We are attempting to formulate and evaluate new criteria. }" "IS PRE-

OPERATIVE HISTOLOGICAL GRADING OF COLORECTAL CANCER BIOPSIES 

RELIABLE?"  
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{ Background and Aim:} An increased prevalence of colonic adenomatous polyps and colon 

cancer has been reported in patients with acromegaly in previous uncontrolled studies. The aims 

of the present study were: a) to assess the prevalence of colorectal polyps in a group of 

acromegalic patients followed longterm after diagnosis and initiation of treatment and b) to 

correlate the risk with duration and activity of the disease.  

{ Patients and methods:} Twenty consecutive acromegaly pts (12 males) were enrolled in the 

study over a 12-month period. Mean duration from diagnosis was 6.9 (range 1 to 16) years. All 

pts had been treated with transphenoidal resection. Long-term hormonal suppression of growth 

hormone (GH) was attempted in 16 pts. Median plasma GH levels were 4.4 (range 0.22 to 31.7) 

ng/ml. Control group consisted of 47 consecutive pts (13 males) with irritable bowel syndrome. 

All pts underwent full colonoscopy by the same endoscopist. All polypoid lesions seen at 

endoscopy were biopsied or removed.  

{ Results:} Mean age was 51 ± 12 years in the acromegaly group and 50 ± 15 years in the control 

pts (p = 0.72). Polyps were found in 9 (45%) acromegaly pts and 9 (19%) control pts (p = 0.03). 

Histologic examination showed adenomatous polyps in 6 (30%) and 3 (6%) pts respectively (p = 

0.02). One additional patient with acromegaly had an invasive sigmoid adenocarcinoma. 

Malignant lesions were not found in the control group. Total number of polyps were 20 (16 

adenomatous) in the acromegaly and 10 (3 adenomatous) in the control group. Eleven of the 20 

(55%) polyps in the acromegaly group were located proximal to the splenic flexure vs 3 of the 10 

(30%) polyps in the control group. Presence of adenomatous polyps in acromegaly pts was not 

correlated with age, gender, duration of disease or plasma GH levels.  

{ Conclusions:} 1. Pts with acromegaly have an increased prevalence of colonic adenomatous 

polyps. Most of the polypoid lesions are located proximal to the splenic flexure and will be 

missed without full colonoscopy. 2. The risk of colonic polyps persists long-term despite 

treatment of acromegaly and suppression of GH production. }" "INCREASED PREVALENCE 

OF COLONIC ADENOMATOUS POLYPS IN PATIENTS WITH ACROMEGALY DESPITE 

SUPPRESSION OF GROWTH HORMONE PRODUCTION"  
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{ Aim:} The purpose of this study was to investigate whether the DNA ploidy was an 

independent prognostic marker in colorectal cancer (CRC).  

{ Materials and methods:} In this prospective study, we evaluated the prognostic significance of 

nuclear DNA content in a series of 145 patients with curatively resected TNM stage I-II-III 

sporadic CRC. DNA ploidy status was assessed by flow cytometry utilizing representative 

paraffin-embedded tumour samples. Patients were followed for 55.9+7.9 months (range 44-70 

months). Survival curves were calculated by the Kaplan-Meier method, and the curves were 

compared using the log rank test. The Cox proportional-hazards model was used in the 

multivariate analysis.  

{ Results:} Of the 145 carcinomas examined, 64 (44%) were classified as DNA diploid and 81 

(56%) as DNA aneuploid. In univariate analysis, patients with DNA diploid tumours showed a 

better disease free (p<0.05) and overall survival (p<0.05) than patients with DNA aneuploid 

adenocarcinomas. Multivariate analysis showed that the DNA ploidy is an independent 

prognostic variable for both disease free and overall survival (p<0.05). When patients were 

stratified by stage, a survival advantage for patients with DNA diploid tumours was observed in 

stage III but not in stage II.  

{ Conclusions:} 1st: The DNA ploidy is an independent prognostic marker in CRC for both 

disease free and overall survival. 2nd: The survival advantage for patients with DNA diploid 

tumours is limited at stage III. }" "PROGNOSTIC VALUE OF DNA PLOIDY IN 

COLORECTAL CANCER: PROSPECTIVE STUDY"  
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{ Background:} It is sometimes difficult to detect colorectal cancers especially at their early 

stages. In our data, openings of complicated shapes are found on the surface of early cancers and 

those of less complicated shapes are found on the surface of benign lesions. These data suggest 

that the shapes of glandular openings may reflect their histological characteristics.  

{ Aims:} To clarify correlation between shapes of glandular openings and histological findings, 

such as glandular and cellular atypia.  

{ Methods:} 49 colorectal cancers invaded within submucosal layer, 35 adenomas and 7 samples 

of normal mucosa were investigated. Shapes of the glandular openings were examined under the 

stereomicroscope after resected specimens were fixed in formalin and stained with methylene 

blue. Histological sections were prepared from the area where the openings examined were 

located. Morphological complexity of glandular openings and histological glandular structures 

were evaluated by means of fractal dimension (FD) with the box-counting method. Shapes of the 

openings were classified into three types: roundish (R), branching (B) and non- blanching (N) 

shape.  

{ Results:} 1) FD values of glandular openings were significantly correlated with those of 

histological glandular structures as revealed by the variance in regression (p<0.001). 2) The 

higher FD value of the openings, the higher complexity of histological glandular structure and 

histological grade of cellular atypia. 3) In case of cancers, FD values of R, B and N patterns were 

1.17±0.23, 1.45±0.24 and 1.55±0.08 respectively, all of which were higher than the values of 

benign lesions (p<0.001).  

{ Conclusions:} The openings of complicated shapes may be a valuable marker of colorectal 

cancers. Therefore, by means of magnifying colonoscopy, this will open up new vistas of 

detecting colorectal cancers without taking biopsy specimens even at their early stages. }" 

"SHAPES OF GLANDULAR OPENINGS AS A MARKER OF COLORECTAL CANCERS 

AT THEIR EARLY STAGES"  
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{ Background:} We have previously demonstrated that urokinase plasminogen activator (UPA) 

and its inhibitor PAI-1 are prognostic factors in colorectal cancer (CRC) and UPA receptor 

(UPAR) may play a role in CRC metastasis. Little is known on the prognostic relevance of 

UPAR in CRC.  

{ Aim:} To determine the prognostic role of UPAR in CRC.  

{ Methods:} UPAR was determined by ELISA in the colorectal mucosa of 35 patients (pts) with 

CRC. The pts were enrolled in a follow-up protocol. Fourteen pts (40%) died of tumour 

recurrence. Their median survival was 25 months (range 5-39 months). At the end of the follow-

up period, 21 pts (60%) were still alive; their median follow-up was 43 months (range 32-56 

months). The median survival time calculated for all pts was 36 months (95% CL, 32-43). 

Survival was analysed according to Mantel-Haenszel life table analysis.  

{ Results:} (ng/mg protein); (mean ± SD): \tx825\tx2100\tx3315\tx4170\tx8150\fs4 \ul Deceased 

Alive 
*
 p (n = 14) (n = 21) \tab \tab \tab \tab UPAR 2.94 ± 0.89

*
 1.24 ± 0.46 p < 0.00001 \tab \tab 

\tab \tab d\fs20 UPAR antigen levels were significantly higher in deceased than in pts still alive. 

The Mantel-Haenszel survival curves showed a significant association with survival for UPAR 

(p = 0.0001), Dukes classification (p = 0.0001) and presence of metastases (p = 0.004). 

{ Conclusion:}  Our results demonstrate the strong prognostic impact of UPAR in CRC. }" 

"UROKINASE PLASMINOGEN ACTIVATOR RECEPTOR: A NEW PROGNOSTIC 

FACTOR IN COLORECTAL CANCER"  
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We can detect a lot of lesions in colon and rectum by examination. It is very important that we 

can rightly predict pathological diagnosis by using colonoscopy to decide the necessity and the 

way of resection. Therefore we studied about relationship of the surface structure of the lesion so 

called ``pit pattern and pathological features.[Materials and Methods]During the period from 

April 1985 to February 2000,we experienced 16,405 colorectal lesions which were treated 

endoscopically and surgically. We analyzed 12,772 lesions which could be sufficiently examined 

using magnifying colonoscope or stereomicroscope and pathologically.We use Kudos pit pattern 

classification. This classified 7types of pit pattern. Type I is roundish pit. Type II is stellar or 

papillary pit. Type IIIL is tubular pit. Type IIIs is small roundish pit.Type IV is branch-like or 

gyrus-like pit. Type VA is amorphous pit. Type VN is non-structural pit. [Results]The rate of 

TypeIII, IV and V pit pattern in neoplastic lesions was 96.2%. The rate of neoplastic lesions 

which showed TypeIII, IV and V pit pattern were 97.2%. The adenomas which showed type IIIL 

pit pattern were 95.7%, and adenoma with mild and moderately atypia were 74.8% of them. The 

adenomas which showed TypeIIIs pit pattern were 87.2%, adenoma with severe atypia was 

27.8%, intramucosal cancer was 8.9%, and submucosal invading cancer was 3.9% of them. The 

depressed type of neoplasm which showed TypeIIIs pit pattern was 77.0%. The adenoma which 

showed TypeIV pit pattern was 77.0%, intramucosal cancer was 20.6%, and submucosal 

invading cancer was 3.8% of them. The protruded type of neoplasm which showed type IV pit 

pattern was 90.4%. The intramucosal cancer which showed type VA pit pattern was 39.8%, 

adenoma with severe atypia was 24.2%, and submucosal invading cancer was 21.1% of them. 

The submucosal invading cancer which showed type VN pit pattern was 65.6%, intramucosal 

cancer was 28.0%of them. The massively invading lesions which showed type VN pit pattern 

was 87.5% in submucosal invading cancer. [Conclusion]We conclude that these are mutually 

relations between pit pattern diagnosis and pathological diagnosis. Especially, it will be useful 

for making a discrimination between neoplasm and non-neoplasm, and between adenoma and 

carcinoma. As I mentioned above, accuracy respect of pathological feature by pit pattern 

diagnosis will be more effective for clinical study. }" "A STUDY OF RELATIONSHIP OF THE 

PIT PATTERN AND PATHOLOGICAL FEATURES IN COLORECTAL NEOPLASM"  
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Metallothioneins (MT) are intracellular proteins that are involved in the detoxification of heavy 

metal ions and also have shown to exert an anti-apoptotic and growth-promorting role. 

Immunohistochemical staining of various tissues for MT showed specific staining of epithelial 

cells, preferentially the proliferating cell compartment which is considered to be an index of 

malignancy. The aim of the study was to explore if MT was related to the grade, the stage or the 

survival of colon cancer (CC) patients.  

{ Patients and methods:} 126 patients operated for CC (mean age 65.0±1.0 years, 8 DukesA, 

36B, 54C, 28D). Mean survival was 28.9±2.2 (0-93) months, 24 deaths. On paraffin sections 

immunohistochemistry was performed with the ABC method using monoclonal mouse anti-MT 

(E9, DAKO), c-myc (9E11 Novocastra\'ae) and p-53 (DO-7 DAKO\'ae)monoclonal antibodies. 

MT and c-myc expression were considered positive for cytoplasmic staining (> 10% of the cells) 

while p53 overexpression was nuclear (>10% cells). Stat: Chi-square, multiple sample test of 

survival.  

{ Results:} Dukes staging and c-myc expression were strong predictive factors for survival 

(p<0.001) while tumor grade, MT and p53 were not. MT was not correlated either to Dukes 

staging or to c-myc and p53 expression. Instead MT was strongly correlated to tumor grade as it 

is shown in the following table \tx825\tx1410\tx1590\tx8150\fs4 \ul \tab \tab \tab \tab M P \tab 

\tab \tab MT({\f1 -}) 62 27 MT(+) 33 4* \tab \tab \tab : M= well or moderate differentiation, P= 

poor differentiation, *p< 0.05 Transitional mucosa in the adjusting CC tissue demonstrated MT 

immunopositivity in enterocytes at the luminal surface and crypts in the whole number of 

specimens.  

{ Conclusions:} 1) MT expression is not related to CC survival, Dukes staging and c-myc or p53 

overexpression. 2) MT is strongly related to tumor grade. MT is expressed in normal tissue and 

the well or moderately differentiated CC while it is rarely expressed in the poorly differentiated. 

This could be of value for a subgroup of CC patients and should be further evaluated. }" 

"METALLOTHIONEIN EXPRESSION IN COLONIC CANCER IS RELATED TO THE 

TUMOR GRADE BUT NOT TO THE SURVIVAL RATE"  
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{ Background:} Mutation of the p53 gene and overexpression of the p53 protein are detected in 

30-70% of all colorectal adenocarcinomas, and some reports have shown that patients with 

various carcinomas have mounted a humoral immune response to abnormal p53 protein. We set 

out to study whether preoperative serum p53 antibody could be used as a tumor marker for 

colorectal cancer.  

{ Patients and methods:} Patients with primary colorectal cancer, hospitalized Kanazawa 

University Hospital and performed operation, were investigated in this study. Serum samples 

were obtained from 125 patients with colorectal cancer. The measurement of p53 antibody was 

performed using enzyme-linked immunosorbent assay (ELISA) Kit (Pharmacell paris, France). 

The cut-off point was determined by the standard sample (1U/ml) in this kit.  

{ Results:} Thirty-eight of 125 patients (30.4%) were positive for serum p53 antibodies. In 

patient with clinical stage 1, positive rate of serum p53 antibody (43.9%) was higher than that of 

CEA and CA19-9 (14.3%). Correlation with clinicopathological factors, (tumor differentiation, 

depth of invasion, lymphatic invasion, venous invasion, lymph node metastasis, liver metastasis, 

peritoneal dissemination) positive p53 antibody cancer had no significance differences compared 

to p53 antibody negative cancer. Difference between the two groups was not seen at each time 

point and when the whole period of follow up was compared with a Kaplan-Meier analysis and 

log rank test.  

{ Conclusions:} Serum concentration of p53 antibodies dose not correlated with 

clinicopathological parameters or prognosis of the patients, but might be useful in early detection 

of colorectal cancer compared to other colorectal tumor markers. }" "PREOPERATIVE SERUM 

P53 ANTIBODY WAS USEFUL MARKER TO DETECT EARLY COLORECTAL CANAER"  
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{ Background/Aim:} Despite improvements in the clinical investigation of bowel disorders, 

including barium enema and colonoscopy, the early detection of colorectal carcinoma (CRC) is 

still a major problem. CRC may develop in inflammatory bowel diseases (IBD). For the 

detection of early CRC, stool occult blood is not useful as the bleeding is frequently associated 

with IBD. Moreover, the early CRC may be overlooked in colonoscopic examination as the 

underlying mucosa is irregular or ulcerative. Therefore, a reliable method is urgently needed for 

the early detection of colorectal cancer in patients with IBD. We previously reported that 

telomerase activity in pancreatic juice may be useful marker for the detection of early pancreatic 

cancer (Gastrointest Endosc 2000;51:708). This enzyme has been attracting interest as promising 

candidate marker for the early detection of cancer because this enzyme is specifically expressed 

in cancer cells. We conducted this study to determine the usefulness of the telomerase activity in 

colonoscopic luminal washings for the diagnosis of colorectal cancer developed in IBD patients.  

{ Methods:} Luminal washings were collected during colonoscopy in 60 patients; 31 with CRC, 

18 with IBD (12 with ulcerative colitis and 6 with Crohns disease), and 11 controls. Also, tissues 

from diseased and normal colon were obtained. Telomerase activity was detected by telomeric 

repeat amplification protocol (TRAP, Oncor).  

{ Results:} These are shown in the following table: \tx1530\tx2775\tx3615\tx8150\fs4 \ul \tab 

\tab \tab \tab Telomerase Telomerase (tissue) (washing) \tab \tab \tab CRC (n = 31) 29 27 IBD (n 

= 18) 4 2 Control (n = 11) 1 0 Sensitivity 94% 87% Specificity 87% 93% \tab \tab \tab d\fs20  

{ Conclusions:} Telomerase activity may be a good marker for the detection of early CRC 

developed in IBD, possibly even in non-invasively obtained samples. }" "TELOMERASE 

ACTIVITY IN EXFOLIATED CELLS IN COLONOSCOPIC LUMINAL WASHINGS IS 

USEFUL FOR THE DETECTION OF COLORECTAL CANCER IN INFLAMMATORY 

BOWEL DISEASES"  
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{ Aim:} To investigate the Faecal Calprotectin (FC) as diagnostic marker in patients evaluated 

for colorectal cancer (CRC)  

{ Material and Methods:} 262 patients scheduled for colorectal investigation the suspicion of 

colorectal cancer entered the study. All patients had their stools examined for FC (Elisatest, 

Nycomed Pharma as), had a rigid and a flexible sigmoidoscopy performed and a double-contrast 

barium enema performed was made. The levels of fecal calprotectin was divided into classes of 

10 mg/l up to 60 mg/l and above. The cut-off point for normal calprotectin in faeces was set to 

10 mg/l.  

{ Results:} 243 patients were evaluable. CRC was found in 12, and colorectal polyps in 20 

patients. The rest of the patients were without neoplasia in the colon or rectum (the two most 

common diagnosis were ``nothing wrong or ``diverticulosis/itis. 102 patients had elevated FC, 

including 9 of the 12 cancer patients and 7 of the 20 polyp patients. The mean value of FC 

among cancer patients was 36.6 mg/l, as compared to the mean among the non-cancer patients o 

20.6 mg/l. (p = 0.015, t-test). The sensitivity of FC in detecting CRC was 0.75, the specificity 

0.60. The pVpos 0.08, and the pVneg 0.98.  

{ Conclusion:}  The value of FC as marker for CRC in patients suspected for colorectal 

neoplasia is limited due to a low sensitivity. }" "FAECAL CALPROTECTIN AS DIAGNOSTIC 

MARKER IN COLORECTAL CANCER"  
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{ Objective:} CYFRA is a tumor marker developed by using a monoclonal antibody specific to 

the cytokeratin 19 fragment. Its usefulness in the management of pulmonary squamous cell 

carcinoma, etc., has been reported. The present study was undertaken to measure serum CYFRA 

level in patients with colorectal cancer and analyze this parameter in relation to 

clinicopathological factors and prognosis, with the ultimate goal of evaluation its usefulness as a 

tumor maker.  

{ Subjective and Methods:} The subjects of this study were 206 patients with colorectal cancer 

who underwent surgery at our department. The Dukes stage at the time of surgery was A in 32 

cases, B in 60 cases, C in 56 cases and D in 55 cases. CYFRA was quantified in serum sampled 

preoperatively from each patient. The cut-off serum CYFRA level was set at 3.5 ng/ml, CYFRA 

level between 3.5 and 6.9 ng/ml were deemed as weakly positive and levels over 7.0 ng/ml 

(twice the cut-off level) were rated as strongly positive. The relationship between CYFRA level 

and prognosis was also analyzed.  

{ Results:} The CYFRA positive rate was 33.0% (68/206). Of the 68 cases, 34 were weakly 

positive and 34 were strongly positive. Analyzed by tumor stage, the CYFRA positive rate was 

1.6, 18, 28 and 75% for stage A, B, C and D retrospectively. Analyzed in relation to 

clinicopathological factors, the CYFRA positive rate was significantly higher in patient with 

liver metastasis, peritoneal seeding, lymph node metastasis or vascular invasion than in patient 

without. The prognosis was significantly poorer in the CYFRA positive group (5-year survival 

rate= 37%) than in the CYFRA negative group (84%). The 5-year survival rate after level A or B 

operation was also significantly lower in the CYFRA positive group(37%) than in the CYFRA 

negative group(81%). As the CYFRA level rose, the prognosis tended to become less more 

unfavorable, with the 5-year survival rate being 81,57 and 17% for the CYFRA negative, weakly 

positive and strongly positive groups, respectively. 

{ Conclusion:}  CYFRA is expected to serve as a tumor marker useful in evaluating the 

malignancy level and prognosis of colorectal cancer. }" "USEFULNESS OF CYFRA IN 

EVALUATING THE MALIGNANCY LEVEL AND PROGNOSIS OF COLORECTAL 

CANCER"  
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{ Aim:} In relation to controversies concerning correlation between low serum cholesterol level 

and increased risk of colorectal cancer, a clinical study was planned to compare serum lipids 

concentration in patients with colorectal cancer and a control group.  

{ Groups and Methods:} The study included 40 patients (20 men and 20 woman) with newly 

diagnosed sporadic colon or rectum cancer without any clinical features of generalised disease. 

In 40 controls the presence of colorectal tumor or adenomatous polyps was excluded 

colonoscopically. The controls were matched according to sex, age, (±5 ys) and BMI (±1 

kg/m{\up6 2}). Conditions that may influence carbohydrates or lipids metabolism were excluded 

in all subjects. The nutritional condition of all the patients was normal. Total cholesterol, HDL 

and LDL cholesterol and triglicerydes ware measured in each patient in the morning after at least 

12-hour fasting. T-student test was used for the statistic processing of the results.  

{ Results:} The analysis of concentrations of parameters mentioned above did not reveal any 

differences between patients with the colorectal cancer and the control group. Serum total 

cholesterol raised with the age and BMI in the healthy controls, but not in the patients. Similar 

observations were made in relation to LDL cholesterol and triglycerides level.  

{ Conclusions:} We observed no differences in serum lipid concentration between patients with 

colorectal cancer in symptomatic stage and healthy controls. Interesting observation concerning 

the lack of a rise in total cholesterol, LDL cholesterol and triglycerides level with the age and 

BMI in patients with colorectal cancer needs further investigation. }" "SERUM LIPIDS 

CONCENTRATION IN PATIENTS WITH COLORECTAL CANCER"  
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The most commonly mismatch repair (MMR) genes involved in hereditary non polyposis 

colorectal cancer (HNPCC) are MLH1 and MSH2 and tumors from these cases are characterized 

by a high microsatellite instability (MSI-H). The best strategy for identifying all HNPCC 

individuals is not clear. Classically, it is ascertained by a strict family history of early onset 

colorectal cancer (CRC) in multiple family members over several generations defined as the 

heightened risk (Amsterdam criteria, AC). However,HNPCC is not restricted to these selected 

families.Recently, Bethesda guidelines (BG) were proposed to ultimately identify carriers of 

defective MMR genes, using the family history, the occurrence of multiple HNPCC-cancer and 

the pathological features of early onset cases.  

{ Objective:} To evaluate the different parameters ability to predict a germline mutation among 

an unselected series of CRC. { Method:} From 1998 until 2000, we studied various clinical 

criteria such as family structure, age of onset and prevalence of extracolonic cancers, as well as 

the presence of MSI in a unselected series of 250 CRC.  

{ Results:} 47 of the 250 (18.8 %) tumors showed defective MMR, expressed by MSI-H and 

absence of expression either of hMLH1 (26/36) or MSH2 (7/36) resulting either from mutations 

or epigenetic silencing. Only 9 germline mutations (4 truncating /splice-site, 5 missenses) were 

found (3.6 % of CRC).Using the AC alone, 14 /250 would have been tested for MSI,11 of them 

had tumors with defective MMR, 5 of which had germline mutations (2 truncating / splice-site 

and 2 missenses). Using the BG alone, 37/250 would have been tested, 12 having defective 

MMR and 2 of which had germline mutations (2 truncating / splice-site). Neither the AC or the 

BG would have identified the 2 other missense mutations. These mutations were described in a 

patient with a family history of 2 extremely late onset CRC and in a patient with a sporadic early 

onset CRC. 

{ Conclusion:}  Clinical identification of patients who should undergo screening for MSI could 

be in this unselected series assumed by two parameters, CRC diagnosed at age < 50 and/or 

individuals with a first-degree relative with a CRC. Indeed, using these 2 criteria, 76 /250 would 

have been tested for MSI allowing us to detect all the germline mutations. }" 

"IDENTIFICATION OF INDIVIDUALS AT-RISK OF COLORECTAL CANCERS DUE TO A 
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{ Background:} The active surveillance of symptomatic patients(pts) with high-risk for 

colorectal cancer(CRC) is the generale rule, using a complex methodology for diagnosis. In a 

preliminary study, computer aided thermogenesis exploration(CATE) demonstrated a sensivity 

of 97% and a specifity of 85,8% in diagnosis of colorectal lesions.  

{ Aim:} Investigating the possibility of using CATE in surveillance of symptomatic pts. with 

high-risk for CRC. { Method:} From 1995 we started to follow up 64 pts with high-risk for CRC 

using CATE colonoscopy with biopsy and histological examination. The pts were divided in 3 

lots: lot A-36 pts with neoplastic polyps and polypectomy: lot B-24 pts who have had resection 

for CRC; lot C-3 pts with long stading ulcerative colitis (>8ani). They were examined at 6 

months intervals. The thermograms were stocked on memory buffer and compared at each 

examination between them and with the result of colonoscopy.  

{ Results:} lot A: both CATE and colonoscopy have diagnosed a missed synchronous polyp-1 

case; 3 pts with new metachronous polyps and 1 case cancer. Single difference between the two 

method CATE shows characteristic thermogram for neoplasia in the case with cancer, 6 months 

before colonoscopy. Lot B: the 2 methods have diagnosed: 2 cases neoplastic polyps; 1 case a 

local recurrence; 1 case appearance of a new methacronous cancer. The difference consists in 

earlier diagnosis for local recurrence with CATE, plus the possibility of diagnosis and following 

up of local and at distance metastases. Lot C: no modification with both methods. 

{ Conclusion:}  CATE is an useful method with similar results as colonoscopy in surveillance. 

CATE and colonoscopy is a good methodolgy for surveillance and screening of colonic lesions; 

high effiency, low costs. }" "COMPUTER AIDED THERMOGENESIS EXPLORATION IN 

SURVEILLANCE OF SYMPTOMATIC PATIENTS WITH HIGH-RISK FOR COLORECTAL 

CANCER"  
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{ Background and Aim:} There are a number of systems used in the classification of colorectal 

malignant tumours, taking account of macroscopic and / or microscopic features, and more 

recently, a molecular classification, with Dukes stage being commonly used to predict outcome. 

Consequently, we have investigated the influence of various histological features on survival in 

our database.  

{ Method:} A total of 443 sporadic colorectal adenocarcinoma cases were recruited. Histological 

features studied were Differentiation, Dukes and TNM (UICC) classifications, Host Lymphocyte 

Reaction (HLR), Tumour Margin (TM), Vascular Invasion (VI), Surgical Resection Margin 

(SRM) and Tumour Site (TS). Hazard Ratios (HR) were calculated using Stata (Version 6.0), 

with patients dying within 30 days of surgery being excluded from the survival analyses.  

{ Results:} When assessed individually for survival, significant features were: Differentiation 

(HR{\dn6 Moderate} = 1.96, P = 0.008; HR{\dn6 Poor} = 4.67, P < 0.001), Dukes (HR{\dn6 B} 

= 2.06, P = 0.070; HR{\dn6 C} = 4.38, P < 0.001; HR{\dn6 D} = 24.81, P < 0.001), TNM 

(HR{\dn6 T4} = 2.61, P = 0.015; HR{\dn6 N1} = 1.84, P = 0.001; HR{\dn6 N2} = 6.08, P < 

0.001; HR{\dn6 M1} = 6.76, P < 0.001), HLR (HR{\dn6 No} = 2.49, P < 0.001), TM (HR{\dn6 

Infiltrating} = 2.07, P = 0.001), VI (HR{\dn6 Yes} = 2.66, P < 0.001) and SRM (HR{\dn6 

Involved} = 2.66, P < 0.001; HR{\dn6 Irresectable} = 20.59, P < 0.001). Tumour site did not 

influence survival. We then performed a step-wise routine, with the 10 histological features 

above, as well as sex and age at presentation to determine their independent contribution to 

survival. Only four significant factors were identified: Presence of Metastases (M) (HR = 5.82, P 

< 0.001), Presence of Host Lymphocyte Reaction (HLR) (HR = 0.40, P = 0.002) (Protective), 

Poor Differentiation (HR = 2.73, P = 0.002) and Direct Local Invasion (T3/T4) (HR = 4.19, P < 

0.022).  

{ Discussion and Conclusion:} We have shown that of the various commonly reported 

histological factors, only four (Metastases, HLR, Differentiation and Direct Local Invasion) were 

independent determinants of survival. As current practice uses only Dukes stage to allocate 

adjuvant chemotherapy, we propose that these four factors are also taken into account to develop 

a Prognostic Score Index. However, large prospective studies are required to test this hypothesis. 

}" "HISTOLOGICAL FEATURES AND SURVIVAL IN SPORADIC COLORECTAL 

ADENOCARCINOMA"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1054#" " Abstract: P.1054 0 Citation: Gut 2000; 47(Suppl III): 

A267 ANTI-TRANSGLUTAMINASE ANTIBODIES IN PATIENTS AFFECTED WITH 

NON-HODGKINS LYMPHOMA  

Antonio Carroccio
1
, Emilio Iannitto{\up6 2}, Lydia Giannitrapani

1
, Giuseppe Iacono{\up6 3}, 

Francesco Paparo{\up6 4}, Riccardo Troncone{\up6 4}, Maurizio Soresi
1
, Giuseppe Montalto

1
  

\i 
1
 Internal Medicine, University Hospital, Palermo, Italy; {\up6 2} Hematology Division, 

University Hospital, Palermo, Italy; {\up6 3} I Pediatric Division, Di Cristina Hospital, Palermo, 

Italy; {\up6 4} Pediatric Department, Federico II University, Naples, Italy  

{ Background:} Patients with celiac disease (CD) are considered at risk for non-Hodgkins 

lymphoma (NHL).  

{ Aims:} To evaluate the frequency of anti-trasglutaminase (anti-tTG) antibody positivity and to 

correlate these results with other data which contribute to CD diagnosis.  

{ Patients and methods:} 46 patients (27 M, median age 58 years) with NHL, consecutively 

diagnosed from January to September 1999, were included. None had an intestinal T cell 

lymphoma. In all cases the following serum assaies were performed: anti-tTG with two ELISA 

methods, using as antigen tTG from guinea pig liver (gp-tTG) or from human intestine (h-tTG) 

respectively, and anti-endomysial antibodies (EmA) with immunofluorescence on monkey 

esophagus. Patients who resulted positive for anti-tTG and/or EmA underwent to intestinal 

biopsies to determine: villi/crypts ratio (n.v.>3), intraepithelial lymphocytes (CD3+) count 

(n.v.<25 per mm of epithelium), intraepithelial lymphocytes bearing the gamma/delta+ count 

(n.v. <3.2).  

{ Results:} 6/46 NHL patients were positive for anti-tTG ELISA with gp-tTG; anti-tTG using h-

tTG as antigen was positive in 4/46 (all subjects positive for anti-tTG with gp-tTG); none was 

positive for EmA. The 6 anti-tTG positive patients had any gastrointestinal symptoms and 

intestinal histology showed normal villi/crypts ratio (range values 3.1-3.6); however, there was 

an increase of intraepithelial CD3+ (range values 31-55) and gamma/delta+ lymphocytes (range 

values 4.3-8.6) in the intestinal mucosa of the four patients positive for anti-tTG with the h-tTG 

ELISA, but not in the two anti-h-tTG negatives.  

{ Conclusions:} The presence of anti-tTG antibodies is quite frequent in NHL patients: using h-

tTG as antigen, almost 10% of the patients were positives. In these subjects there is no clinical 

evidence of CD, nor intestinal architecture damage but an ``infiltrative pattern of the intestinal 

mucosa can be demonstrate. }" "ANTI-TRANSGLUTAMINASE ANTIBODIES IN PATIENTS 

AFFECTED WITH NON-HODGKINS LYMPHOMA"  
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Advanced cases of rectal cancer (T3, T4) assessed as inoperable in the past with the use of 

preoperative radiotherapy nowadays can be treated radically. The aim of this prospective study 

was to establish the value of magnetic resonance (MR) in local rectal cancer staging. The results 

of MR were compared with the intraoperative findings and postoperative histopathological 

examination. Between November 1996 and February 2000, 86 patients (50 men and 36 women) 

with histopathologically confirmed cases of rectal cancer were operated in our Department. The 

degree of local rectal cancer progression and possibility of radical resection was established with 

the use of iRM of constant field (Hitachi MRP - 20 - EX, 0.3 T). The investigations were 

performed with the use of surface coil. There were 53 cases (62%) with T3 and 33 cases (38%) 

with T4. All these patients after MR staging procedure were operated on. Rectal cancer was 

confirmed intraoperatively and histopathologically in all the cases. We confirmed the T grade in 

74 of 86 patients - 45 with T3 and 29 with T4. The compliance of preoperative evaluation with 

intraoperative findings was 86%. MR visualised enlarged and changed lymh nodes suspected for 

metastases in 38 cases. During operation we resected at least 10 nodes in each case. Lymh node 

metastases were found in 34 cases. 

{ Conclusion:}  Magnetic resonance is valuable method for preoperative staging of the patients 

with rectal cancer. It may be helpful in decision making for preoperative radiotherapy in patients 

with advanced cases and increase the number of radical operations. }" "MAGNETIC 

RESONANCE RECTAL CANCER PREOPERATIVE STAGING"  
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{ Background/Aim:} Poorly differentiated adenocarcinoma of colorectum (Por) is relatively rare 

and the features of this tumor have not been revealed clearly. Therefore, the aim of this study is 

to reveal the characteristics of Por from molecular and clinicopathological points of view.  

{ Methods:} Clinicopathological and molecular biological (K-ras, microsatellite instability, the 

TGF-{\f1 b} R II, BAX) factors were analyzed according to histological classification in 63 

patients suffering Por. The tumors were classified histologically into solid and scirrhous types 

depending on the growth patterns and the amount of fibrous stroma. Moreover, the solid type 

was subclassified into medullary and mixed type with or without well or moderate differentiated 

adenocarcinoma component.  

{ Results:} We discovered that the medullary type was located more frequently on the proximal 

side and harbored no K-ras gene mutation but more frequent microsatellite instability (77%) and 

the mutations of TGF-{\f1 b} R II (70%) than the other histological types. On the other hand, the 

scirrhous type has less survival and higher frequency of liver metastasis and lymph node 

involvement than the solid type.  

{ Conclusions:} The molecular results suggest that the medullar type has a different mechanism 

of carcinogenesis from the other types of Por. Clinicopathological analysis revealed that clinical 

as well as histological features are different between the solid and scirrhous types. }" 

"MOLECULAR AND CLINICOPATHOLOGICAL CHARACTERISTICS OF POORLY 

DIFFERENTIATED ADENOCARCINOMA OF COLORECTUM"  
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Fas Ligand (FasL) is an important mediator of immune function and induces apoptosis by 

binding to its receptor Fas on sensitized cells. It has recently been shown that malignancies may 

express FasL and acquire immune privilege by inducing apoptosis of lymphocytes. Acquired 

resistance to Fas-mediated apoptosis is known to be an early event in carcinogenesis. The aim of 

this study was to determine the extent of FasL expression in patients with colorectal cancer and 

examine the relationship with several pathological features that may affect prognosis. Sixty-eight 

patients (median age 66 yrs) with colorectal cancer were evaluated whose diagnosis was made 

between 1988 and 1991 and in whom long-term follow up was available. The tumours were of 

varying stages at diagnosis (8 Dukes A, 28 Dukes B, 23 Dukes C, 9 Dukes D). The expression of 

FasL was immunohistochemically detected with a rabbit polyclonal IgG using the DAKO 

EnVision +System. FasL-binding specificity was confirmed by pre-incubation of the antibody 

with the immunizing peptide prior to staining. Relationship with several pathological features 

was determined using Kendalls t-b correlation. Overall survival was estimated using Kaplan 

Meier product limit curves. Differences in observed survival were tested for statistical 

significance using the Mantel-Haenszel log rank test. Both the extent and intensity of staining 

were graded by a blinded observer. FasL was predominantly expressed in tumour epithelial cells 

in 93% of the cases. Positive staining of tumours varied in both intensity and extent. FasL 

staining was higher in earlier Dukes stage tumours in that the extent of FasL staining negatively 

correlated with Dukes stage (Kendall t-b = {\f1 -}0.22, p = 0.038). Consistent with this, overall 

survival was better with greater extent of FasL expression (log-rank c2 = 10.1, p = 0.002). There 

was a lower extent of FasL expression in mucinous adenocarcinomas (Kendall t-b = 0.288, p = 

0.01) and in those tumours with neural invasion (Kendall tau-b {\f1 -}0.26, p = 0.03). No 

relationship was detected between FasL and tumour site, size, margin, differentiation, vascular 

invasion, necrosis or Crohns-like reaction. FasL is widely expressed in colorectal cancers. If 

FasL plays a role in the progression of human colorectal cancer, it does so at an early stage in the 

disease process. }" "FAS LIGAND EXPRESSION CLINIOPATHOLOGICAL FEATURES 

AND PATIENT OUTCOME IN HUMAN COLORECTAL CANCER"  
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{ Background and Aims:} Peroxisome proliferator-activated receptors (PPARs), are ligand-

dependent transcription factors of the nuclear hormone receptor superfamily, which induces the 

steroid, retinoid, and thyroid hormone receptors. There are different types of PPARs. One of 

them the PPAR gamma, is highly expressed in the colon during development and experimental 

tumor progression. The aim of the present study was to delineate PPAR gamma expression in 

colorectal cancer and to correlate with clinicopathological parameters.  

{ Patients and methods:} Specimens from 94 patients (52 men and 42 women) with colorectal 

cancer who underwent surgical resection, were studied. The patients age ranged from 42 up to 94 

years (average 70.9). No patient had received either radiation or chemotherapy before surgery. 

The WHO grading system and TNM staging system were used for the diagnosis and 

classification of variables. Formalin-fixed, parraffin embedded tissue sections were 

immunostained by the streptavidin-peroxidase technique, using a mouse anti-PPAR gamma 

monoclonal antibody (Santa Cruz Biotech, Santa Cruz, CA). The chi-square test was used, while 

survival curves were calculated using Kaplan-Meier method and analysed by log rang test. The 

influence of PPAR gamma expression on survival was assessed by Cox regression analysis. 

Statistical significance was defined at a level of p<0.05.  

{ Results:} Fifty one out of 94 cases (54.3%) were judged as positive for PPAR gamma 

expression, and 43 out of 94 cases (45.7%) as negative. The pattern of immunostaining was 

cytoplasmic and nuclear. Statistically significant positive correlation was observed between 

PPAR gamma expression and patients survival (p<0.048), while no correlation was found when 

PPAR gamma expression was compared with either grade or stage of the tumour.  

{ Conclusions:} Our study for first time describes PPAR gamma immunohistochemical 

expression in cases of colorectal cancer and demonstrates that PPAR gamma expression plays a 

role in the prognosis of patients with colorectal cancer. Further studies would be necessary to 

delineate the molecular mechanisms of PPAR gamma biochemical implication in colorectal 

carcinogenesis. }" "EXPRESSION OF PPAR GAMMA AND ITS PROGNOSTIC 

SIGNIFICANCE IN COLORECTAL CANCER"  
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The optimal treatment for low rectal cancer still remains controversial though preferrable initial 

option for a resectable tumor is the surgical approach. The AA applied neoadjuvant radiotherapy, 

associated to chemotherapy, attempting to decrease the pelvic recurrence rate and to improve the 

overall survival. From 1991 to 1999,the authors used a combined modality therapy for patients 

with potentially resectable low rectal tumors. Mean dose of radiotherapy was 50.4Gy. The dose 

of chemotherapy associated to radiotherapy was 20mg/m2 of leuko-vorin and 425 mg/m3 of 5-

fluorouracil, for 5 days (second cycle in 36 days). Perineal radiodermitis, proctitis or cystitis 

were managed changing daily fraction of radiotherapy. Hematological toxicity was frequent with 

no hospitalizations. Response to radio and chemotherapy in 118 patients was complete in 36 

(30.5%). Six patients were operated on with no residual tumor in the specimen. Another 30 were 

at follow-up (mean 54 mo). Four of them died (2 of distant metastasis after 18 months; 2 of 

unrelated causes). Twenty-six patients are alive without tumor(13 more than 5 and 13 more than 

3 yrs). Eighty-two cases (69.4%) had incomplete response. Operations were: APR (41),coloanal 

anastomosis (36),local excision(9) and Hartmanns procedure (1). Therefore 45 patients(54.8%) 

underwent surgical treatment being spared of terminal colostomy after this protocol of combined 

radio/chemotherapy. }" "LOW RECTAL CANCER: IMPACT OF RADIATION AND 

CHEMOTHERAPY ON SURGICAL TREATMENT"  
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{ Introduction:} Now a-days local removal of primarily non invasive rectal cancer may be an 

alternative to major resection. However rigid selection criteria have to be used to minimize the 

risk of cancer recurrences after local excision with curative intent.  

{ Method:} Fifty -four patients with early rectal cancer treated by local excision were followed 

over 25-year period. All tumors were localized up to 10 - 20 cm from the anal margin. The 

patients were divided into two groups: I - low grade of malignancy (G1), the depth of infiltration 

limited to submucosal layer (pT1) II - low or median grade (G1/G2), infiltration of muscular 

layer (pT2)  

{ Results:} \tx2610\tx3465\tx3915\tx8150\fs4 \ul \tab \tab \tab \tab Groups I II n = 25 n = 29 \tab 

\tab \tab Median follow up time(months) 48 57 Local recurrence 1 9 Distal spread - 5 

Reoperations 2 8 Radiotherapy - 2 Cancer death - 4 \tab \tab \tab d\fs20 

{ Conclusion:}  The best results were achieved in the patients with cancer confined to mucosa 

and submucosa. Risk of local recurrences and distal spread is significant cancers infiltrating 

muscular propriae. }" "EARLY RECTAL CANCER: RISK OF RECURRENCES AFTER 

LOCAL EXCISION FOR CURE"  
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{ Background:} The choice of chemotherapy regimen requires consideration on toxicity and 

quality of life in addition to efficacy.  

Aims: We have designed a clinical trial comparing IV 5-FU plus leukovorin (LV) to oral UFT 

plus LV as a postoperative adjuvant chemotherapy in patients with colon cancer after curative 

resection in terms of efficacy, compliance, toxicity and quality of life (QOL). Methods: Of 122 

patients with Dukes stage B2 or C2, 53 were treated with IV 5-FU plus (5-FU group) and 69 

with oral UFT plus LV (UFT group). Compliance, toxicity, QOL and recurrence were evaluated.  

{ Results:} The both groups were comparable in terms of age, sex, performance status as well as 

primary site, stage, size and histologic type of tumor. Median duration of follow up for 5-FU and 

UFT group were 20 (6-36) and 19 (3-36) months, respectively. Compliance in UFT group 

seemed to be slightly higher than in 5-FU group. Forty-two out of 53 patients (79.2%) in 5-FU 

group and 58 of 69 patients (84.1%) in UFT group continued to receive scheduled therapy. 

Seven patients (13.2%) in 5-FU group and 19 (27.5%) in UFT group required dose adjustment or 

delay of therapy due to toxicity. The incidence and grade of toxicity for both groups were 

comparable. The most frequent side effects were GI symptoms followed by hematologic 

complications. However, grade 3 or 4 toxicity was rare in both groups. Mean total QOL scores 

before and after treatment in UFT group were slightly higher than that in 5-FU group. Steady, 

even slight, increase of QOL score during therapy was seen in both groups. Recurrence rate was 

11.3% (6/53 patients) in 5-FU group and 8.7% (6/69 patients) in UFT group. 

{ Conclusion:}  Oral UFT plus LV as an adjuvant chemotherapy in patients with Dukes stage B2 

and C2 colon cancer seems to be a good alternative to IV 5-FU. }" "POSTOPERATIVE 

ADJUVANT CHEMOTHERAPY IN DUKE B2 AND C2 COLON CANCER - COMPARISON 

OF IV 5-FU PLUS LEUCOVORIN WITH ORAL UFT PLUS LV"  
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{ Objectives:} CYFRA is a tumor marker developed by using a monoclonal antibody specific to 

the cytokeratin 19 fragment. Its usefulness in the management of pulmonary squamous cell 

carcinoma, etc., has been reported. The present study was undertaken to measure serum CYFRA 

level in patients with colorectal cancer and analyze this parameter in relation to 

clinicopathological factors and prognosis, with the ultimate goal of evaluation its usefulness as a 

tumor maker.  

{ Subjects and Methods:} The subjects of this study were 206 patients with colorectal cancer 

who underwent surgery at our department. The Dukes stage at the time of surgery was A in 32 

cases, B in 60 cases, C in 56 cases and D in 55 cases. CYFRA was quantified in serum sampled 

preoperatively from each patient. The cut-off serum CYFRA level was set at 3.5 ng/ml, CYFRA 

level between 3.5 and 6.9 ng/ml were deemed as weakly positive and levels over 7.0 ng/ml 

(twice the cut-off level) were rated as strongly positive. The relationship between CYFRA level 

and prognosis was also analyzed.  

{ Results:} The CYFRA positive rate was 33.0% (68/206). Of the 68 cases, 34 were weakly 

positive and 34 were strongly positive. Analyzed by tumor stage, the CYFRA positive rate was 

1.6, 18, 28 and 75% for stage A, B, C and D retrospectively. Analyzed in relation to 

clinicopathological factors, the CYFRA positive rate was significantly higher in patient with 

liver metastasis, peritoneal seeding, lymph node metastasis or vascular invasion than in patient 

without. The prognosis was significantly poorer in the CYFRA positive group (5-year survival 

rate= 37%) than in the CYFRA negative group (84%). The 5-year survival rate after level A or B 

operation was also significantly lower in the CYFRA positive group(37%) than in the CYFRA 

negative group(81%). As the CYFRA level rose, the prognosis tended to become less more 

unfavorable, with the 5-year survival rate being 81,57 and 17% for the CYFRA negative, weakly 

positive and strongly positive groups, respectively. 

{ Conclusion:}  CYFRA is expected to serve as a tumor marker useful in evaluating the 

malignancy level and prognosis of colorectal cancer. }" "USEFULNESS OF CYFRA IN 

COLORECTAL CANCER"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1065#" " Abstract: P.1065 0 Citation: Gut 2000; 47(Suppl III): 

A269 NON-OPERATIVE MANAGEMENT OF THE PRIMARY TUMOUR IN PATIENTS 

WITH STAGE IV COLORECTAL CANCER  

Abeezar Sarela
1
, Ashley Guthrie{\up6 2}, Mathew Seymour{\up6 3}, Simon Ambrose

1
, John 

Spencer{\up6 2}, Pierre Guillou
1
, Diarmuid ORiordain

1
  

\i 
1
 University Department of Surgery; {\up6 2} University Department of Radiology; {\up6 3} 

University Department of Medical Oncology, Leeds United Teaching Hospitals NHS Trust, 

Leeds, United Kingdom  

{ Aims:} This study examined whether resection of a relatively asymptomatic primary tumour 

could be safely avoided in a select group of patients with stage IV colorectal cancer.  

{ Methods:} Patients presenting during 1997-2000, in whom metastases were unresectable with 

curative intent and immediate excision of the primary tumour was not necessary for palliation, 

were identified. Those unfit for either surgery or chemotherapy were excluded. Baseline dual-

contrast spiral computerised tomography (CT) scans were reviewed in detail for various 

characteristics of the primary tumour and metastases to liver, lung, lymph nodes or peritoneum 

as well as subclinical evidence of intestinal obstruction. Tumour-specific complications requiring 

surgical intervention were noted and the Cox regression model was used to determine the value 

of CT criteria in predicting the need for subsequent intervention.  

{ Results:} There were 12 men and 10 women of median age 69 (IQR:58-72) yrs, whose main 

symptom was either a change in bowel habits (50%) or rectal bleeding (25%) or weight loss 

(25%). All patients received 5-FU based chemotherapy and supportive care. Primary tumours 

were located in the right colon (6), transverse colon (1), left colon (8) and rectum (7). Metastases 

replaced <25% of the liver in 11, 25-50% in 4 and >50% in 5 patients. Definite lung metastases 

were noted in the 2 patients without liver metastases and in 4 other patients. The median follow-

up period was 10 (IQR:3-16) months and the actuarial survival rate at 1 year was 68%. Four 

patients developed intestinal obstruction requiring uncomplicated bowel resections in 2, 

diversion in 1 and insertion of a colonic stent in 1 patient, at a median interval of 8 (range:1-19) 

months after initiation of chemotherapy. The cumulative hazard at one year of requiring an 

operation was 7% and this could not be predicted on the basis of CT criteria. d\plain \s19 \f0\fs20  

{ Conclusions:} In patients with incurable Stage IV colorectal carcinoma and good performance 

status, resection of an asymptomatic primary tumour may be safely deferred at diagnosis. Such a 

policy is associated with a low risk of surgical intervention prior to death due to progressive 

systemic disease. }" "NON-OPERATIVE MANAGEMENT OF THE PRIMARY TUMOUR IN 

PATIENTS WITH STAGE IV COLORECTAL CANCER"  
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Patients with liver metastases for colon cancer treated surgically in the Department of General, 

Gastroenterological and Endocrinological Surgery of Medical University in Gdansk between 

years 1990-1999 were retrospectively analysed. Two hundred seventy nine patients with colon 

cancer were treated operatively, in 72 cases (25%) liver metastases were diagnosed 

preoperatively (US and CT) or during operation. The patients were divided into three groups. I 

group - 19 patients (27%) with multiple metastases in both lobes of the liver - resection of the 

primary neoplasmatic colon tumor without any liver metastatic treatment. II group - 13 patients 

(18%) with multiple metastases in both lobes of the liver - resection of the primary neoplasmatic 

colon tumor with postoperative hepatic artery embolisation and intravenous chemotherapy - 

5FU. III group - 40 patients (55%) with no more then 4 metastases in one lobe only - resection of 

the primary neoplasmatic colon tumor and segmental or wedge resection of the liver with 

postoperative chemotherapy - 5FU. The following liver resections were proceeded - wedge 

resection of the single foci - 10 cases, bisegmentectomy - 21 cases, left hemihepatectomy - 7 

cases, right hemihepatectomy - 2 cases. The medium survival time in each group was 

respectively 6, 16, 38 months. 

{ Conclusion:}  The simultaneous metastases excision during the colon resection with 

postoperative chemotherapy seems to be appropriate procedure in the cases of single metastases 

to the liver of the colon cancer. In the case of the multiple liver metastases early postoperative 

hepatic artery embolisation with chemotherapy may prolong survival time of the colon cancer 

patients. }" "SURGICAL TREATMENT OF THE LIVER METASTASES IN COLON 

CANCER"  
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{ Background:} local recurrence confined to the peritoneal surfaces develops in 20-30% of 

patients following resection of gastrointestinal cancer. We investigated the feasibility and 

toxicity of hyperthermic intraperitoneal chemoperfusion (HIPEC) in the treatment of peritoneal 

carcinomatosis.  

{ Patients and methods:} between januari and april 2000, 22 patients were treated. Mean age was 

62 years (range 50-76); 10 patients (45%) were male. Primary tumors were divided as follows: 

colorectal cancer (10), ovarian cancer (5), mesothelioma (3), pancreatic cancer (1), and gastric 

cancer (3). Following extensive cytoreductive surgery, HIPEC with mitomycine C, cisplatin or 

paclitaxel was administered during 90 minutes at 43\'b0C using a closed perfusion circuit. Both 

central and intraperitoneal temperatures were monitored continuously.  

{ Results:} technical dificulties were encountered in 2 patients (9%). 30 day mortality was 0%. 

Mean hospital stay was 19 days (range 11-32). Renal, hepatic and bone marrow function were 

unaffected in all patients. Major complications developed in 5 patients (23%): ureteric necrosis 

(1), anastomotic leak (2), jugular vein thrombosis (1), and mild RDS. Minor complications were 

seen in 6 patients (27%), consisting mainly of prolonged ileus. With a mean follow-up of 6 

months, clinical response was noted in 13 patients (93%). 

{ Conclusion:}  adjuvant hyperthermic chemoperfusion is feasible, relatively safe and offers a 

chance for at least temporary clinical remission. Based on these results, a phase II trial is 

envisaged for colorectal cancer and ovarian cancer patients; the aim and design of these trials 

will be presented. }" "ADJUVANT HYPERTHERMIC INTRAPERITONEAL 

CHEMOPERFUSION IN THE TREATMENT OF LOCALLY ADVANCED 

INTRAABDOMINAL CANCER: RESULTS OF A PHASE I TRIAL"  
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{ Background:} Oxaliplatin (L-OHP) in association to fluoro-uracil and folinic acid is a new 

drug widely used as a first line treatment in patients with metastatic colorectal cancer. L-OHP is 

responsible for a dose-dependent neurotoxicity induced by cold which affects peripheral nerves 

resulting in quadridistal and peribuccal dysesthesia. The probability of severe neuropathy is 

linked to the cumulative injected dose. It has been described as mainly peripheral. We report 

herein the first 4 cases of posterior spinal chord neurotoxicity induced by L-OHP.  

{ Case reports:} Among the patients treated with the FOLFOX 4 regimen (L-OHP 85mg/sqm 

bolus at day 1, 5-fluoro-uracil: 800mg/sqm bolus + 1200mg/sqm continuous infusion and folinic 

acid:200mg/sqm day 1-2 every two weeks), 4 patients experienced posterior spinal chord 

neurotoxicity: Lhermittes sign (paresthesia or dysesthesia induced by cervical spine flexion): 3 

cases; genito-sphincteral deficiency: 2 case; proprioception deficit: 1 case. In the 4 cases, the 

cumulative dose of L-OHP was always higher than 1000mg. Central neurologic symptoms 

resolved a few weeks after discontinuation of the treatment. Somatosensory evoked potentials 

were recorded in 2 patients and showed central toxicity signs with disappearance of cervico-

medullary response. In one patient somatosensory evoked potentials recording contributed to the 

decision of the investigator to stop L-OHP administration.  

{ Conclusions:} Oxaliplatin might be responsible for central nervous system toxicity in a limited 

number of patients. Since this drug is very promising in colorectal cancer treatment, careful 

clinical follow-up is required. Somatosensory evoked potentials recording could help to display 

infraclinical signs of central neurotoxicity before the occurrence of severe functional disability. 

}" "POSTERIOR SPINAL CHORD NEUROTOXICITY INDUCED BY OXALIPLATIN: 

REPORT ON 4 CASES"  
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{ Introduction:} Anal fissure (AF) is a painful split in the skin of the anal canal. Lateral 

sphincterotomy is regarded as a gold standard in the treatment of chronic AF, but this procedure 

is not fully free of complications. The increased anal sphincter spasm is observed in patients with 

AF. Pharmacological sphincterotomy /botulin toxin injection-BTX/ relieves sphincter spasm and 

lead to the relief of pain and to the healing.  

{ Methods:} We treated 6 female and 7 male patients /mean age 48,5/ who had 1 acute and 12 

chronic AF. Internal anal sphincter was injected with 100 units of type A BTX (Dysport). The 

patients were examined 1 and 2 months after treatment by clinical evaluation, anoscopy and 

anorectal manometry. Success was defined as healing of the AF /formation of a scar/ and 

symptomatic improvement was defined as the presence of a persistent fissure without symptoms.  

{ Results:} Postdefecatory pain disappeared in 9 of 12 pts in one month, and in 3 pts in two 

months. Pruritus disappeared in 3 of 7 pts in one month, in 2 of 7 pts in two months and in 2 pts 

persisted as a mild one after treatment. Burning disappeared in 4 of 7 pts after one month, in 2 of 

7 pts after two months and in 1 case persisted. Haemorrhage disappeared after one month in 2 of 

2 pts. Seven AF healed in one month, four in two months. One AF remained unhealed, but 

asymptomatic in one month and also one in two months. No flatus and/or feces incontinence was 

observed after 3 months of treatment. Resting anal pressure was significantly lower in 10 of 13 

pts than pretreatment values. Only one pt had mild flatus incontinence that subsided after two 

months. We observed 1 relapse of AF after 4 months and this patient underwent anal stretch. 

{ Conclusion:}  Injection of BTX is a safe method and gives a possible therapy in the treatment 

of AF. }" "BOTULIN TOXIN INJECTIONS IN THE TREATMENT OF ANAL FISSURES"  
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{ Background:} Chronic radiation proctitis, a well described complication of pelvic radiation 

therapy, can result in severe bleeding refractory to conventional treatment. Argon plasma 

coagulation (APC) is an effective treatment for hemorrhagic lesions of the gastro-intestinal tract.  

{ Aim:} To assess the efficacy and safety of APC in the manangement of severe radiation 

proctitis resistant to medical treatment.  

{ Patients and methods:} Eleven patients (10 men, 1 female, mean age: 73 years) with chronic 

radiation proctitis after radiotherapy for prostate (n=9), uterine (n=1) or rectal (n=1) cancer were 

enrolled in this prospective study. All traditional therapies had failed including topical steroids, 

5ASA, sucralfate, formalin and Nd YAG laser. All patients had active bleeding from diffuse 

telangiectasias responsible for chronic anemia and 7 of them required blood transfusions. The 

mean duration of the session was 20min with one to five sessions (mean 3), usually without 

anesthesia required to stop the bleeding. Mean follow-up was 19 months (7-30).  

{ Results:} Rectal bleeding disappeared in 9 patients and was markedly reduced in 2. Thus, all 

the patients were free of transfusions during the follow-up. The mean hemoglobin level was 

7,7g/dl ± 9.3 at the first session and increased significantly to 11,5g/dl ± 8,2 after treatment. In 2 

patients, a rectal stenosis appeared 7 or 11 months after the first session. 

{ Conclusion:}  Argon plasma coagulation is a simple, inexpensive and effective treatment for 

severe refractory radiation proctitis. Follow-up supervision is in progress to evaluate long term 

benefits and the risk of rectal stenosis. }" "EFFECTIVE USE OF ARGON PLASMA 

COAGULATION IN THE TREATMENT OF SEVERE RADIATION PROCTITIS"  
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Chronic radiation proctitis is a frequent complication of pelvic radiation therapy which can 

induce severe bleedings. The treatment of rectal bleeding due to radiation proctitis is difficult to 

manage with conventional treatment. Argon Plasma Coagulation (APC) is a technique of 

electrocoagulation which appears to be an effective treatment for hemorrhagic lesions of 

digestive tract.  

{ Aim:} our aim was to asses the efficacy of APC in the management of bleeding induced by 

radiation proctitis.  

{ Patients and methods:} we analyzed 26 patients with bleeding due to radiation proctitis. The 

mean age was 60 years (± 15), 19 female and 7 male. The primer tumor was uterine cancer (n = 

18), prostatic cancer (n = 7), rectal cancer (n = 1). The mean time of onset of symptoms after 

radiotherapy was 10 months (range: 6-16). All patients presented rectal bleeding and diffuse 

telangiectasias. The patients were received APC therapy. Argon gas flow was set at 1,2 l/min 

with an electrical power of 60 watts. The goal was to coagulate all visible hemorrhagical lesions, 

which required 4 (range: 2-8) sessions at 1 month intervals. The mean follow-up was 12 months.  

{ Results:} all patients improve the level of hemoglobin, the mean hemoglobin level was 8 g/dl 

(± 2) at the beginning of the treatment and the mean hemoglobin level at the end of treatment 

was 10 g/dl (± 2,5). Rectal bleeding disappeared in 17 patients (65,38%) and was markedly 

reduced in the other 9 patients (34,6%). No patient required transfusion. Tolerance was good and 

no complication was demonstrated during the treatment. 

{ Conclusion:}  these results show that endoscopic APC is an easy, well tolerated, safe and 

effective treatment for bleeding due to radiation proctitis. }" "ARGON PLASMA 

COAGULATION - AN EFFECTIVE ENDOSCOPIC TREATMENT OF HEMORRAGIC 

RADIATION"  
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{ Background:} Digital technique has a new era in three-dimensional (3-D) ultrasound 

diagnostics, which makes possible the immediate spatial reconstruction of the opened 

investigated area. It is applicable in the evaluation of circulation by means of color- and power- 

Doppler method.  

{ Patients and method:} 42 histologically proved IBD patients, 24 patients suffering from fecal 

incontinence were examined by traditional, 3D, color-Doppler and 3D transrectal US. The new 

cut-mode removes the non-informative parts of the reconstructed picture, which makes it 

possible to observe the inner region of interest.  

{ Results:} They found in active stage of Crohns disease significant thickening of the bowel wall 

(maximum 12 mm, mean: 7mm). The superior mesenteric artery flow correlated with the 

severity of IBD, but the resistive index changes were not significant (0,60-0,70) compared to the 

data of the abdominal aorta. Residual submucousus inflammation, surrounding fluid, as well as 

lymph nodes and fistulas has been determinated. Anal 3-D sonography of fecal incontinence, 

perianal abscess and fistula provides important anatomic information complementary to the 

traditional investigations. 

{ Conclusion:}  3D-endorectal sonography is a new step of the imaging of every rectal, perirectal 

and anal conditions. It assists in decision making regarding medical and surgical treatment. }" 

"THREE-DIMENSIONAL TRANSRECTAL ENDOSONOGRAPHY OF BENIGN 
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{ Background:} Radiation proctitis is characterized by epithelial, vascular, stromal, and 

inflammatory changes. Matrix metalloproteinases (MMP) are important regulators of connective 

tissue structure, basement membrane integrity, and angiogenesis, and may be involved in 

radiation-induced stromal remodeling. The present study assessed sequential changes in MMP-2 

and MMP-9 activity in rectal mucosa during pelvic radiation therapy.  

{ Material and Methods:} Sequential biopsies of rectal mucosa were obtained from 19 patients 

undergoing pelvic radiation therapy for non-alimentary cancers without concomitant 

chemotherapy. Rigid proctoscopy was performed and cup forceps biopsies were obtained from 

the posterior wall of the rectum before radiation therapy, 2 weeks into the treatment course, and 

at the end of treatment (6th week). The biopsies were stored at {\f1 -}70\'b0C, and subsequently 

batch processed and analyzed for MMP-2 and MMP-9 activity using quantitative zymography. 

The assay was validated by western blotting, and with separate zymograms containing patient 

samples and purified control MMP with the addition of MMP activators and inhibitors, as well as 

inhibitors of cysteine- and serine proteinases.  

{ Results:} Two weeks into the treatment course, median (interquartile range) MMP-2 and 

MMP-9 activity were 217% (94-284%, p = 0.02) and 373% (107-1281%, p = 0.004), 

respectively, compared to baseline levels. Active relative to total MMP-2 increased from 12% 

(7-18%) before irradiation to 30% (15-33%) at 2 weeks (p = 0.0001). The total activity of MMP-

2 and MMP-9 and the relative proportion of active MMP-2 remained significantly elevated at 6 

weeks (p = 0.006, p = 0.001, and p = 0.002, respectively). The differences between the 2-week 

and 6-week biopsies were not statistically significant. 

{ Conclusion:}  Pelvic radiation therapy is associated with a striking increase in MMP activity in 

the rectal mucosa that may be significant in the pathogenesis and therapy of radiation proctitis. 

}" "INCREASED TYPE IV COLLAGENASE ACTIVITY IN RECTAL MUCOSA DURING 
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{ Introduction:} Perianal sepsis is a common condition. Most patients require a simple treatment 

only with no further consequences. However, perianal malignancy presented with perianal sepsis 

is uncommon.  

{ Design:} A retrospective study  

{ Setting:} A district general hospital in the North West of England  

{ Aim:} To determine the prevalence of perianal malignancy presented with perianal sepsis  

{ Methods:} From 1991 to 1999, a retrospective data collection was performed to identify all the 

patients with perianal sepsis presented to a colorectal surgeon. The underlying cause for each is 

then determined  

{ Results:} 123 patients with perianal sepsis were identified. Male to female ratio was 4 to 1. 

Four (3%) patients were diagnosed with perianal malignancy; three with squamous cell 

carcinoma of anus and one (0.8%) with perianal rhabdomyosarcoma. Five patients (4%) had 

perianal sepsis from inflammatory bowel disease. All the patients with squamous cell carcinoma 

of anus presented with a fistulo-in-ano except perianal rhabdomyosarcoma, which presented with 

a perianal abscess. All the patients with perianal malignancy were suspected clinically and 

subsequently confirmed by histology. A literature search on the Medline revealed that only seven 

adults and five paediatric cases of perianal rhabdomyosarcoma had been reported. 

{ Conclusion:}  Perianal malignancy presenting with a perianal sepsis is uncommon. Perianal 

rhabdomyosarcoma is extremely rare. }" "PERIANAL MALIGNANCY PRESENTED WITH 

PERIANAL SEPSIS: A NINE YEAR REVIEW"  
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Low anterior resection with a total mesorectal excision for rectal carcinoma is associated with a 

high anastomic leakage rate. Since 1997 loop ileostomy in the right lower quadrant is routinely 

being performed in all patients after low anterior resection.The purpose of such a stoma is, in the 

ideal situation, to decrease mortality associated with the primary resection without bringing 

along extra morbidity with it. A policy of routine defunctioning stoma for low anterior resection 

with total mesorectal excision was retrospectively evaluated in this study. Between 1996-2000 

150 patients diagnosed with rectal carcinoma underwent rectal surgery. Of these patients 87 

underwent low anterior resection with total mesorectal excision and construction of a loop 

ileostomy in the right lowerquadrant. In this study we looked at the anastomic leakage rate, the 

overall mortality during hospital stay, the mortality specifically associated with anastomotic 

leakage, problems encountered during stomacare and mortality and morbidity associated with 

closure of the stoma. The anastomotic leakage rate was 7.9 %. 2 patients presented with intra-

abdominal abscesses which were drained, 4 patients presented with entero- cutaneous fistulas 

which were treated conservatively. The overall mortality during hospital stay was 4.6 % No 

deaths resulted from anastomotic leakage. As compared with the situation before 1997, there had 

been a decrease in the anastomotic leakage rate. The morbidity associated with closure of the 

stoma is acceptable. Our results are comparable with those in the literature on this subject; a 

defunctioning stoma is effective and relatively harmless in preventing anastomotic leakage after 

low anterior resection with total mesorectal excision with primary low anastomosis. }" 

"RETROSPECTIVE EVALUATION OF DEFUNCTIONING LOOP ILEOSTOMY FOR LOW 

ANTERIOR RESECTION WITH TOTAL MESORECTAL EXCISION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1077#" " Abstract: P.1077 0 Citation: Gut 2000; 47(Suppl III): 

A272 ATYPICAL CLOSTRIDIUM DIFFICILE INFECTION  

Cem Aygun, Beytullah Yildirim, Kadir Bal, Hulya Uzunismail  

\i Department Of Internal Medicine,Istanbul University Cerrahpasa Medical School, Istanbul, 

Turkey  

Clostridium difficile(CD) is a well-known cause of antibiotic associated diarrhea. Clinical 

manifestations may be seen in variable forms changing from a watery diarrhea to 

pseudomembranous enterocolitis. Demonstration of the bacterial toxins(ELISA) is the preferred 

method for diagnosis. In this study, 17 cases without diarrhea but with abdominal pain and 

distension (for 2 to 6 months) are evaluated.All patients were found to be CD toxin A (+) and 

completely responded to suitable therapy. Age interval was between 17 and 83 (mean 41); 8 

female and 9 male. Other symptoms seen at diagnosis were nausea (n=4), vomiting (n=2), loose 

stools less than 3 times a day (n=9). Antibiotic use was found in 11 cases. Physical examination 

results were normal (n=5); right lower quadrant tenderness(n=6);left lower quadrant 

tendernesss(n=2)and diffuse tenderness(n=4). Axillary fever between 37-37.5 C was seen in 6 

cases; others were lower than 36.9 C. Mean erythrocyte sedimentation rate was 15.8 mm/hour; 

leukocyte count was between 4800-9400/mm3 (mean 7100); increased fecal leukocytes was seen 

in 3 cases. In colonoscopy (6 cases done for older ages) hyperemia and edema were found in 4 

cases (histopathologies were nonspecific colitis), 2 cases were normal. As treatment, all cases 

were prescribed metronidazole for 10 days but 2 patients could not tolerate metronidazole and 

oral vancomycine was ordered, also after the 5th day of treatment saccharomyces bolardii and 

LC yogurt(contains lactobacillus) were added. After the treatment symptoms disappeared totally, 

in one case 1 week after the end of metronidazole relapse was seen. { Result:} Clostridium 

difficile can cause infections with symptoms mentioned above without diarrhea, fever, 

leukocytosis and fecal leukocytes. }" "ATYPICAL CLOSTRIDIUM DIFFICILE INFECTION"  
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{ Background:} Clostridium difficile is an increasing cause of morbidity in hospital.Antibiotics 

predispose to infection but the role of other factors, such as underlying disease, age, length of 

stay and admission from other institutions, requires further study.  

{ Aim to evaluate prospectively:} prior exposure to specific antibiotics; the nature of underlying 

diseases; the route of admission to hospital; age and length of stay in patients acquiring C 

difficile. Method Subjects were 54 in-patients who acquired C difficile toxin-positive stools over 

one year. 54 patients with negative stools were controls. The following were documented: type 

and duration of antibiotic exposure in hospital and 6 weeks prior to admission; source of 

admission - home, nursing home or other hospital; anatomical site of the principal diagnosis; 

length of stay, and age. Comparisons between subjects and controls were made using chi2 where 

appropriate.  

{ Results:} 3 subjects and 9 controls had received no antibiotics. Cephalosporins and 

metronidazole were used more in subjects than controls (p<0.0001 and p<0.01 respectively). 

However 14 /15 subjects exposed to metronidazole had also taken cephalosporins. Penicillins, 

macrolides, aminoglycosides, quinolones, tetracyclines and trimethoprim were used equally in 

subjects and controls. Antibiotic exposure prior to admission was same in both groups. Mean age 

of subjects and controls was 79 yrs. Mean time to acquisition of infection was 16.8 days. 8 

subjects and 11 controls were admitted from other institutions. Respiratory (n=20) and 

neurological disorders (n=8) accounted for the majority of subjects admissions.  

{ Conclusions:} Cephalosporins were the only antibiotic risk factor; co-use of metronidazole was 

not protective. Prior antibiotic use, admission from an institution were not associated with 

increased acquisition in this study. }" "A PROSPECTIVE CASE-CONTROL STUDY OF RISK 

FACTORS FOR CLOSTRIDIUM DIFFICILE INFECTION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1079#" " Abstract: P.1079 0 Citation: Gut 2000; 47(Suppl III): 

A272 TOXIGENIC AND NON TOXIGENIC STRAINS OF CLOSTRIDIUM DIFFICILE 

CAUSE INTERLEUKIN-8 PRODUCTION BY HUMAN COLONIC EPITHELIAL CELLS - 

ROLE OF MITOGEN ACTIVATED PROTEIN KINASES  

Geraldine Canny
1
, Denise Drudy{\up6 2}, Padraic MacMathuna{\up6 3}, Cliona OFarrelly{\up6 

2}, Alan Baird
1
  

\i 
1
 University College, Dublin; {\up6 2} St. Vincents University Hospital, Dublin, Ireland; {\up6 

3} Mater Hospital, Dublin, Ireland {\i Clostridium difficile}  

({\i C. difficile}) is the etiologic agent of Pseudomembranous colitis which is characterised by a 

marked influx of neutrophils into the intestinal mucosa. {\i C. difficile} toxins cause release of 

the neutrophil attractant Interleukin-8 (IL-8) from colonic epithelial cells.  

{ Aims:} 1. To determine whether toxigenic and non-toxigenic strains of {\i C. difficile} cause 

IL-8 release from HT-29 cells. 2. To investigate whether this IL-8 production is sensitive to PD 

98059 (p44/42 MAP kinase inhibitor).  

{ Method:} HT-29 cells were stimulated with suspensions of or supernatants from a toxin 

producing {\i C. difficile} strain and a toxin negative strain. The cells were preincubated with the 

MAP kinase inhibitor for one hour prior to a one hour incubation with bacterial suspensions or 

supernatants. Media were changed and assayed 6 hours later for IL-8.  

{ Results:} Supernatants from the toxigenic strain of {\i C. difficile} elicited significantly greater 

IL-8 production than the non-toxigenic strain (1818 ± 115 pg/ml vs 806 ± 99 pg/ml p< 0.0001, 

n=8). PD98059 (10mM) significantly inhibited IL-8 release from HT-29 cells caused by 

supensions and supernatants from both the toxigenic and non toxigenic strain of {\i C. difficile}.  

{ Conclusions:} Toxigenic strains of {\i C. difficile} elicit greater IL-8 production from HT-29 

cells than non toxigenic strains and bacterial supernatants induce greater IL-8 production than 

the suspensions. This implies that soluble factors e.g. toxins A and B and perhaps as yet 

unknown products secreted by {\i C. difficile} - mediate this MAP Kinase sensitive process and 

contribute to the pathology seen in Pseudomembranous colitis. }" "TOXIGENIC AND NON 

TOXIGENIC STRAINS OF CLOSTRIDIUM DIFFICILE CAUSE INTERLEUKIN-8 

PRODUCTION BY HUMAN COLONIC EPITHELIAL CELLS - ROLE OF MITOGEN 

ACTIVATED PROTEIN KINASES"  
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{ Background:} Ispaghula husk (from Plantago ovata Forsk) is a natural fibre reported to be 

protective in several diseases including colon cancer, irritable bowel syndrome (IBS) and 

coronary heart disease. In addition, Ispaghula husk is commonly used in the treatment of 

constipation and IBS as it decreases gut transit time and increases stool weight and water 

content, so easing the passage of stools. During digestion numerous enzymes attack Ispaghula 

husk in an attempt to utilise it as an energy source. The degree and type of degradation will in 

turn affect the properties and function of Ispaghula husk in the gut.  

{ Aim:} To utilise various enzymes to determine how Ispaghula may function in the gut.  

{ Methods:} The activities of each enzyme are determined prior to use with Ispaghula husk. 

Enzymes tested include b-1,4-endoxylanase, b-1,3-endoxylanase, xylosidase and 

arabinofuranosidases from numerous sources.  

{ Results:} The enzymes utilised are specific showing little additional activity. However, 

combinations of enzymes have demonstrated both inhibition and synergy. Ispaghula husk 

generally remains largely intact with no substantial main chain cleavage but only the cleavage of 

peripheral groups. We have demonstrated that a xylanase (Biofeed Plus L, Novo Nordisk) is 

degrading the Ispaghula husk to a much greater degree than the other enzymes evaluated.  

{ Discussion:} Ispaghula husk is a very complex polysaccharide. Its resistance to enzymic 

degradation offers an explanation as to why it is not fully fermented in the gut. The retention of 

the structure makes clear why Ispaghula husk maintains its water-binding and bulking properties 

after digestion, and may be the reason for its beneficial functions in the gut. }" "ENZYMIC 

DEGRADATION OF ISPAGHULA HUSK"  
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{ Background:} The yield of stool cultures (SC) performed more than 72h after admission is low 

and their rejection has been proposed (``3-day rule). However, enteropathogenic bacteria other 

than Clostridium difficile may cause sporadic nosocomial diarrhoea and nosocomial outbreaks.  

{ Aims:} To design and evaluate rational criteria for the performance of SC in hospitalised 

patients  

{ Methods:} We reviewed all SC obtained from 1,735 hospitalised adult patients of a European 

University hospital over a 19-month period, all SC yielding enteropathogenic bacteria over a 10-

y period, and 56 patients involved in two nosocomial Salmonella outbreaks. Criteria for SC were 

defined and applied post hoc to a series of 1025 SC.  

{ Results:} The yield of 3,416 consecutive stool cultures was 3.3% in samples obtained within 

72h of admission and 0.5% of samples obtained thereafter (p<0.001). Isolation of 

enteropathogenic bacteria >72h after admission occurred sporadically in association with 

neutropenia, HIV infection, age >65y with pre-existing comorbidity, extra-intestinal 

manifestations of intestinal infections, and within nosocomial outbreaks. Our criteria would have 

reduced SC by more than 50% without missing clinically significant cases. Evaluation of the 

criteria in three other European centers confirmed their cost-effectiveness and ability to identify 

sporadic and epidemic cases of nosocomial diarrhoea.  

{ Conclusions:} We propose a modified 3-day rule for stool cultures that results in substantial 

savings without compromising the care of patients with nosocomial diarrhoea. }" "CRITERIA 

FOR PERFORMANCE OF STOOL CULTURES IN HOSPITALISED ADULT PATIENTS"  
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{ Background:} Schistosomiasis mansoni (SM) in Egypt occupies the first place in the list of 

endemic diseases. SM has a chronic course with significant loss of productivity with devastating 

effect on the social and economic stability of the family and a great damaging effect on the 

economy of the country.  

{ Objectives:} To evaluate the cost effectiveness of two interventions for controlling SM in 

school children in Ismailia; strategy (A): school-based annual two rounds mass treatment with 

praziquantel (PQ); and (B): school-based annual two rounds of screening and treatment with PQ 

of all positives.  

{ Study Design:} A quasi clinical trial with cost-effectiveness analysis. {\i Study factors}: The 

two competing intervention programs. {\i Outcome factors:} Number of children turned positive 

after treatment, the % reduction in prevalence of infection after the intervention for each of the 

treatment strategies, and the average % reduction of egg counts in the stool.  

{ Methods:} Two groups of Ezbas (3/group) were selected. Group 1: (1431) and group 2: (1461) 

school children. Direct and relevant indirect costs of the two protocols were estimated for the 

interest of policy markers.  

{ Results:} Intervention A was three times more effective than intervention B. It reduced the 

prevalence from 34.5% to 9.5%, and reduced the geometric mean of egg count (GMECs) from 

167 epg to 32 epg, while intervention B reduced the prevalence from 34.7% to 17.3% and 

reduced GMECs from 158 epg to 62 epg. Drug costs constituted a larger proportion of the total 

costs of mass treatment policy.  

{ Conclusions:} Mass treatment of all school children of SM is more cost effective han a 

program of case detection and treatment of only positive cases. }" "MASS TREATMENT OF 

SCHISTOSOMIASIS MANSONI IN SCHOOL CHILDREN IS MORE COST-EFFECTIVE 

THAN SELECTIVE TREATMENT OF ONLY POSITIVE CASES"  
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The presence of p53 protein in blood serum is treated as a molecular biomarker of threatening 

neoplastic disease. The development of neoplastic process is determined among others by 

environmental and genetic factors. The aim of the study was to determine p53 protein in blood 

serum of petrochemical plant employees, professionally exposed to carcinogenic factors 

(benzene, phenol, aromatic hydrocarbons) and in people in whose families gastrointestinal 

carcinoma occurred. The examinations comprised 83 people professionally exposed to chemical 

carcinogenic factors. The examined were divided into two groups. Group I comprised 48 people 

with no neoplastic family history. Group II comprised 35 people in whose families 

gastrointestinal carcinoma occurred dating back to the second generation. P53 protein was 

determined in blood serum with the use of immunoenzymatic method. The results of 

examinations are presented in the table: \tx675\tx1605\tx3420\tx4875\tx5835\tx8150\fs4 \ul \tab 

Group I \ul Group II \ulnone n = 48 Grandparents n = 8 Parents n = 21 Siblings n = 6 p53 n = 14 

n = 3 n = 8 n = 4 % 29,1 37,5 38,1 66,6 Total - 42,9 d\fs20  

{ Conclusions:} 1: The presence of gastrointestinal carcinoma in the family conditions the 

presence of p53 protein in blood serum in a much higher degree than professional exposure to 

carcinogenic factors. 2: Most frequently p53 protein occurs in people very closed related to each 

other within the same generation-siblings. }" "THE PRESENCE OF P53 PROTEIN IN BLOOD 

SERUM IN PEOPLE PROFESSIONALLY EXPOSED TO CHEMICAL CARCINOGENETIC 

FACTORS AND WITH FAMILY HISTORY OF GASTROINTESTINAL CARCINOMA"  
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{ Background and Aims:} Primary cancer of the small intestine is an extremely rare malignancy. 

Moreover, there have been only a few reports elucidating the involvement of oncogenes in the 

small-intestinal cancers. In order to investigate the molecular mechanisms of the small-intestinal 

cancer, we performed mutational analysis of the two tumor suppressor genes, the p53 and 

PTEN/MMAC1. Inactivation of the PTEN/MMAC1 gene has been reported in several types of 

human tumors: brain, breast, endometrium, kidney, and prostate. However, there has been no 

report of the PTEN/MMAC1 mutation in the small-intestinal cancer.  

{ Patient and Methods:} A 66-year-old woman, suffering from the small-intestinal cancer, was 

performed resection of the small intestine. Genome DNA was extracted from her blood and 

small-intestinal cancer. These DNAs were subjected to the PCR-SSCP analysis for exons of the 

p53 and PTEN/MMAC1 genes to search mutations. Subsequently, nucleotide sequences were 

analyzed of the extra-large migrating bands in the PCR-SSCP analysis.  

{ Results:} The PCR-SSCP analysis showed that extra-large migrating bands were observed in 

the exon6 of the p53 of the cancer DNA and in the exon8 of the PTEN/MMAC1 of both the 

blood and cancer DNAs. The sequence analysis revealed that the point mutation of the p53 

codon193 was observed in the cancer DNA, however, no mutation was observed for the exon8 of 

the PTEN/MMAC1 gene in either blood or cancer DNA.  

{ Conclusions:} The p53 mutation seems to be related with tumor progression of the small-

intestinal cancer, however, no relationship was found between the PTEN/MMAC1 gene and the 

small-intestinal cancer. }" "P53 AND PTEN/MMAC1 MUTATIONAL ANALYSIS OF THE 

SMALL-INTESTINAL CANCER"  
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{ Aim:} Photodynamic diagnosis (PDD) with 5-aminolevulinic acid (ALA) induced 

protoporphyrin IX (PPIX), is an interesting approach to detect dysplasia and early cancers in the 

GI tract. Esterification of ALA is investigated in our in vitro study to increase lipophilicity and 

diffusion across the cell membran to reach a higher cellular PPIX content.  

{ Methods:} Three human adenocarcinoma cell lines (SW480, HT29, CaCo2) were incubated 

(3h; 0.12/0.6 mmol/l) with ALA and its derivatives (ALA-hexylester [1], ALA-benzylester [2], 

ALA-cyclohexylester [3], ALA-4-methyl-2-pentylester [4], ALA-methylester [5], N-acetyl-

ALA-methylester [6]). PPIX accumulation was quantified using flow cytometry. MTT (3-(4, 5-

dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide) assays were performed to ensure that 

ALA or esters show no cellular toxicity.  

{ Results:} [3], [4], and [5] are not able to generate a significant rise of PPIX levels compared 

with ALA (ranging from 59.4-375.4 ng PPIX/mg protein, for all three cell lines, both 

concentrations). A distinct (significant for 0.12 mmol/l, p<0.05) increase in cellular PPIX content 

is induced by [1] (178.5-436.7) and [2] (164.6-426.1) for all cell lines examined. A significantly 

(p<0.05) lower PPIX level was generated by [6] (4.6-31.0). No significant cellular dark toxicity 

was obtained for any MTT-tested compound, when compared to sham treated controls.  

{ Conclusions:} The use of derivatives of ALA especially of [1] and [2] is a promising way to 

improve the therapeutic properties of ALA. Both esters showed a significantly higher 

accumulation of PPIX, in contrast to [3] and [4], and no cellular toxicity. Further investigation of 

intracellular PPIX localization using fluorescence microscopy and a screening of different 

concentrations using cellular extraction will further elucidate practicality of esters for PDD. This 

work was supported by the Wilhelm-Sander-Stiftung (96.081.2). }" "THE EFFECTS OF 5-

AMINOLEVULINIC ACID-ESTERS ON ALA-INDUCED PROTOPORPHYRIN 

PRODUCTION IN HUMAN ADENOCARCINOMA CELL LINES"  
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Cholangiocarcinoma is resistant to the apoptosis inducing effects of radiotherapy and 

chemotherapy. Glutathione, an important antioxidant and detoxifying molecule within the biliary 

tree, is produced in the liver and secreted in high concentrations into the biliary tree (8-10mM). 

This tripeptide has been found to inhibit apoptosis in certain cell types through a mechanism that 

would appear to involve redox dependent changes in the response of the mitochondrial 

permeability transition pore complex (MPTC) following chemotherapy and radiotherapy. We set 

out to investigate the effect GSH levels (redox state) had on apoptosis threshold in human 

cholangiocarcinoma cells. All experiments were carried out in vitro with the apoptosis kinetics 

monitored over 48-72 hours - Human CCA cell lines Tfk-1 and Egi-1 - GSH depleting agent 

BSO - UV and X-ray irradiation (500-1000cGy) - Antioxidant N-Acteylcystine (NAC) 

Apoptosis was analyzed at single cell resolution using loss of the mitochondrial transmembrane 

potential (delta piem), measured using the potentiometric dye DiOC6(3) in conjunction with 

propidium iodide (PI), this was confirmed using the caspase dependent Annexin V assay. 

Depleting cholangiocarcinoma cells of glutathione using BSO was found to sensitize CCA cells 

in both a time and dose dependent manner, to the apoptosis inducing effects of both UV and X-

ray radiation therapy in vitro. In the presence of the GSH replenishing agent NAC the apoptosis 

facilitating effects of BSO on CCA was blocked. BSO alone over a 96 hour period possessed no 

intrinsic cytotoxic properties on CCA cells. The results show that CCA cell apoptosis is partly 

controlled by the redox state within the cells, and suggests that the high levels of GSH found in 

the biliary tree may be contributing to the low efficacy of radiotherapy in the treatment of this 

disease. Altering the levels of reduced glutathione within the bile tree may be one way of 

improving the response of cholangiocarcinoma to radiotherapy. }" "THE GLUTATHIONE 

DEPLETING AGENT L-BUTHIONINE S-SULPHOXIMINE (BSO) RADIOSENSITIZES 

CHOLANGIOCARCINOMA CELLS TO APOPTOSIS"  
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Gastric cancer (GC) is a heterogeneous disorder with multifactorial etiologies. Genetic 

predisposition, environmental factors, and Helicobacter pylori infection are thought to interact in 

the manifestation of GC. This study has focused on the association between GC and inherited 

variations in HLA class II genes and the relationship between genotype and clinical phenotype. 

Polymorphisms of HLA-DRB1 and HLA-DQB1 were determined by polymerase chain reaction 

with sequence specific primers in 106 Taiwanese patients with GC and in 208 healthy controls. 

Comparison of allele frequencies between GC and healthy controls showed no significant 

difference at HLA-DRB1 locus. Patients with GC had a higher frequency of DQB1*0602 (9.4% 

vs 3.6%, p < 0.05, odds ratio 2.99) and a lower frequency of DQB1*0301 (14.6% vs. 23.8%, p < 

0.05, odds ratio 0.46) than that of healthy control. Correlation of HLA-DQB1 status with 

clinicopathologic features revealed GC with positive HLA-DBQ1*0602 was associated with 

predominance of male gender (16/3 vs. 50/37, p < 0.05) and proximal location (12/7 vs. 28/59, p 

< 0.05). In contrast, patients with positive HLA-DQB1*0301 tended to have a higher ratio of 

diffuse/intestinal subtype (20/10 vs. 30/46, p < 0.05) and a lower seropositivity of Helicobacter. 

pylori (14/30 vs. 58/76, p < 0.005). These results indicate HLA-DQB1*0602 confers 

susceptibility to gastric cancer, especially for male Taiwanese and with tumor locating at 

proximal location, while HLA-DQB1*0301 may have protective effect on GC, probably through 

resistance to Helicobacter. pylori infection. We conclude that alleles associated with 

susceptibility or resistance to GC also influence its clinical features. }" "ASSOCIATION OF 

HLA-DQB1*0301 AND HLA-DQB1*0602 WITH DIFFERENT SUBTYPES OF GASTRIC 

CANCER IN TAIWAN"  
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{ Background:} Recent studies on Asians with a genetic inability to remove acetaldehyde 

provide strong evidence that acetaldehyde produced from alcohol in the saliva by oral microflora 

or in the parotid gland is a local carcinogen in humans (V\'e4kev\'e4inen et al. 

AlcoholClinExpRes 24:No.6;2000). Reactive acetaldehyde can be bound to less reactive 

compounds.  

{ Aim:} This study was aimed to find out, is it possible to remove carcinogenic acetaldehyde 

from saliva by a new buccal slow-releasing drug formulation (MSM3).  

{ Methods:} 9 healthy male volunteers took part in the study and served as their own controls. 

Placebo or MSM3 tablet was fastened under the upper lip. Thereafter the volunteers ingested 

0.8g/kg b.wt. of 10% (v/v) alcohol within 20 minutes. Salivary ethanol and acetaldehyde levels 

were followed for subsequent 320 minutes.  

{ Results:} During MSM3, mean salivary acetaldehyde of the volunteers was 3-5 times lower 

than during placebo throughout the whole follow-up period. Area under the curve of salivary 

acetaldehyde with MSM3 was 56 ± 12\'b5M x h and with placebo 163 ± 34\'b5M x h (mean ± 

SEM; p = 0.006).  

{ Conclusions:} After alcohol intake mean 66% of carcinogenic acetaldehyde can be removed 

from saliva by binding it to an agent releasing slowly from a new buccal drug formulation 

MSM3. Randomized and controlled trials with MSM3 are warranted in high risk individuals for 

upper-G-I-tract cancer e.g. heavy drinkers and smokers with deficient aldehyde dehydrogenase - 

or high activity alcohol dehydrogenase isoenzymes. }" "REMOVAL OF CARCINOGENIC 

ACETALDEHYDE FROM SALIVA BY A NEW SLOW-RELEASING BUCCAL DRUG 

FORMULATION (MSM3)"  
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Gastric carcinoids are classified as: i) type I carcinoids when a chronic atrophic gastritis is 

associated, ii) type II carcinoids when a Zollinger-Ellison / MEN1 syndrome is associated, and 

iii) type III sporadic carcinoids. The management of type I carcinoids remains controversial. 

Associated high blood levels of gastrine, which is produced by antral G-cells, have been 

advocated as the powerful stimulus that favours hyperplasia of enterochromaffin-like cells 

(ECL). We describe 2 female patients who underwent antrectomy for type I carcinoids. 

\tx885\tx2040\tx3630\tx4860\tx6090\tx6930\tx8150\fs4 \ul \tab \tab Patient Atrophic Gastric 

Preop. Oostop. Followup*** (age) gastritis carcinoid gastrinemia gastrinemia (months) (pg/ml) 

(pg/ml) \tab 1 (41) alone 5 (fundus) 1024 35** 60 2 (51) pernicious 1 micro-invasive 1410 47** 

13 anemia* (fundus) \tab *: associated to autoimmune polyendocrinopathy; **: mean of 3 

measures; ***: from the surgery. The postoperative course was uneventful in both patients. 

Pathological examination of both surgical specimens disclosed antral G-cell hyperplasia and 

confirmed atrophic gastritis, carcinoids and enterochromaffin-like cell (ECL) hyperplasia in 

small adjacent fundic fragments. Close endoscopical follow-up showed regression of residual 

fundic carcinoids along with normalisation of serum gastrine levels. It is concluded that 

antrectomy is deserved to be considered as a useful and safe procedure in type I carcinoids. }" 

"GASTRIC CARCINOIDS: ANTRECTOMY AS A SAFE AND EFFICIENT THERAPEUTIC 

ALTERNATIVE"  
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{ Background and Aim:} Although human neuroendocrine (NE) tumors respond to Interferon-

{\f1 a} (IFN{\f1 a})-treatment in vivo, the underlying mechanisms are not well defined. In an 

attempt to characterize direct effects of IFN{\f1 a} on growth of NE tumor cells at the molecular 

level, we explored the growth regulatory action of IFN{\f1 a} in BON and QGP1 human NE 

tumor cell lines.  

{ Methods:} Receptor expression and receptor mediated signal transduction were evaluated by 

RT-PCR, immunoblotting, subcellular fractionation and reportergene-assays, resp. Cell growth 

was investigated by cell numbers, soft-agar-assays and flow cytometry. Expression of cell cycle 

related molecules was determined by immunoblotting and CDK-activity was examined in 

Histone-H1-kinase assays.  

{ Results:} Both cell lines expressed IFN{\f1 a} receptors. Ligand binding initiated 

phosphorylation of Jak-Kinases and STAT-transcription factors, resulting in STAT-activation, 

nuclear translocation and transactivation of an ISRE-luciferase reportergene construct. Prolonged 

IFN{\f1 a}-treatment dose dependently inhibited both, anchorage-dependent and -independent 

growth. Cell cycle analysis of IFN{\f1 a}-treated, unsynchronized cultures revealed an increased 

S-phase population, whereas the G1 fraction was reduced. Cell cycle effects of IFN{\f1 a} were 

further analyzed in QGP1 cells synchronized in G0/G1 by serum starvation. Entry of IFN-treated 

cells into S-phase paralleled that of control cultures. However, treated cells failed to enter the 

G2/M phase by 18 hours, confirming impaired progression through S-phase. Reflecting the time 

course of S-phase accumulation, the activity of CDC 2 kinase was profoundly inhibited. In 

addition, a substantial reduction of cellular cyclin B levels was evident in IFN{\f1 a}-treated 

cells. Alignment of cyclin B expression levels and CDC2 kinase activity in IFN{\f1 a}-treated 

cells revealed a close correlation in extent and time course of regulation. 

{ Conclusion:}  IFN{\f1 a} directly inhibits the growth of human NE tumor cells by affecting S-

phase progression and transition into G2/M phase via inhibition of cyclin B expression, resulting 

in reduced CDC2 activity. }" "MOLECULAR MECHANISMS OF INTERFERON ALPHA 

MEDIATED GROWTH INHIBITION IN HUMAN NEUROENDOCRINE TUMOR CELLS"  
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{ Objective:} Colorectal neuroendocrine carcinoma (NEC) has clinically aggressive 

characteristics and its prognosis is poor. Using our established model of human rectal 

neuroendocrine carcinoma in nude mice, we examined the anti-tumor growth effect of octreotide 

acetate (OA), a somatostatin analogue, and 5-fluorouracil (5-Fu) and the effect on the patterns of 

somatostatin and somatostatin receptors expression.  

{ Method:} Tumors of a 3 mm cube were implanted bilaterally into the flank of nude mice (4 

weeks age, n = 10 mice/group). When tumor size was over 1cm in diameter, then the mice were 

randomly divided into 4 groups and agents were intraperitoneally administrated for 2 weeks as 

followed; group 1: saline (0.5ml), group 2: OA (300\'b5g/kg), group 3: 5-Fu (10mg/kg), group 4: 

OA + 5-Fu (OA300\'b5g/kg + 5-Fu 10 mg/kg). The tumor size were measured weekly and 

immunohistochemical study of the tumors were performed using anti-somatostatin and anti-

somatostatin receptor antibodies.  

{ Results:} (1) Both OA and 5-Fu, administered as single agents, significantly inhibited the 

tumor growth compared with control group. (2) OA combined with 5-Fu inhibited most 

significantly tumor growth. (3) Both somatostatin and somatostatin receptor 2A expression are 

decreased in group 2, 3 and 4 compared with Group1. Other somatostatin receptors showed no 

differences between the groups. 

{ Conclusion:}  Both Octreotide and 5-Fu inhibited growth of NEC in nude mice. Anti-tumor 

growth effect via somatostatin receptor 2A is effectted by 5-Fu administration. }" "EFFECT OF 

OCTREOTIDE AND 5-FLUOROURACIL ON THE HUMAN RECTAL 

NEUROENDOCRINE CARCINOMA IN NUDE MICE"  
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During 1989-2000 70 insulinoma (I) patients underwent clinical examinations and surgical 

treatment in MMA. To reveal the topical diagnosis, several studies were 

performed:ultrasonography (US) (in 70 pts.), computed tomography (CT) (in 53 pts.), 

angiography (A) (in 70 pts.), arterial stimulated venous samping (ASVS, modified from 

Doppman, 1991) - in 52 pts., palpation of pancreas (in 70 pts.) and intraoperetive US (IOUS) in 

70 pts. Sensitivity of US was 38,5%, CT - 29,5%, A - 74,2%, palpation - 89%. Sensitivity of US, 

CT and A falls twice in I less than 10 mm. Combination of A and ASVS makes it possible to 

achieve in 96% of cases, IOUS - in 100% of I cases (but in 18% of microadenomatosis and B-

cell hyperplasia it gives falsepositive results). In 58 pts. peripheral levels of insulin and C-

peptide were measured 5 and 20 min after removal of insulin hypersecretive areas, reducing by 

40% and 60% respectively. Combination of US, A and ASVS is preferable for topical 

diagnostics of I. IOUS is obligatory to perform, but due to possibility of falsepositive results in 

microadenomatosis or B-cell hyperplasia, peripheral insulin must be measured after pancreatic 

resection or tumor enucleation. }" "SENSITIVITY OF DIFFERENT TECHNIGUES IN 

LOCALIZATION OF PANCREATIC INSULINOMAS"  
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{ Purpose:} The aim of the study was to evaluate results of surgical treatment of 124 pts (56 

men, 68 women, aged 8-75) with neuroglycopenic symptoms due to insulinoma during 1982-

1999.  

{ Methods:} Initial diagnosis was verified by US, CT, angiography and glucose-loading tests. 

Insulinoma located in the head (36), body (53) and tail (35) of the pancreas; multiple tumors 

occurred in 4 pts. In 16 cases intraoperative US was necessary to ascertain tumor location. 

Perioperative glycemia monitoring using Biostator confirmed accuracy of insulinoma removal. 

Malignancy was found in 16 pts, 14 had liver metastases.  

{ Results:} Surgical procedures were the following: tumor enucleations (47), partial resections 

(25), pancreatoduodenal resections (12) distal resections (38) accompanied by resection of liver 

metastases (4) or a.hepatica ligation (7). Early postoperative complications developed in 

48(42%) pts, and among them external pancreatic fistula (26), pancreonecrosis (12), erosive 

arterial bleeding (9), pulmonary embolia (1). External pancreatic fistula closed following 

sandostatin therapy in (19) pts.(7) pts required early reoperation due to pancreatic fistula (), 

pancreonecrosis (5), erosive arterial bleeding (2). The mortality rate was 8,8% (11 pts). During 

the follow-up 87(76%) pts were symptom-free,11 (12,6%) pts had symptomatic relief, 3(3,4%) 

pts died.  

{ Conclusions:} Surgical treatment of pts with symptomatic insulinoma proved to be effective, 

providing that tumor location is precisely identified }" "SURGICAL TREATMENT OF 

INSULINOMA"  
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{ Background and Aims:} Endocrine tumors of the gastrointestinal (GI) tract show a wide 

spectrum of clinical behavior. It is sometime impossible to predict these tumor behaviors only by 

classic histological findings. Useful predictors of malignancy are demanded. Recent studies have 

demonstrated the relation between CD10-expression and angioinvasion in many kinds of 

neoplasms. However, there have been no reports on its expression in endocrine tumors of GI 

tract. We studied about CD10-expression and biological behavior of these tumors.  

{ Material and Methods:} We examined 19 cases of gastric endocrine tumors and 48 cases of 

colonic ones. According to the WHO-classification, they were classified into following three 

groups. Group A (34 cases): Well-differentiated endocrine tumor. Group B (6 cases): Well-

differentiated endocrine carcinoma. Group C (27 cases): Poorly differentiated endocrine 

carcinoma. CD10-expression was studied immunohistochemically on paraffin-embedded tissues. 

Monoclonal antibody NCL-CD10-270 (Novocastra, UK) was used for this study.  

{ Results:} CD10 was expressed in 1 case, none and 7 cases, respectively, in Group A, B and C. 

Significantly, CD10 was expressed in Group C more frequently than in Group A and B. 

{ Conclusion:}  CD10-expression may predict the clinical behavior of endocrine tumors of GI 

tract. }" "CD10-EXPRESSION IN GASTROINTESTINAL ENDOCRINE TUMORS"  
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{ Objective:} Treatment of Helicobacter pylori (Hp) infection is strongly recommended for 

peptic ulcer disease. Our aim was to assess Greek Internal Medicine (IM) trainees knowledge 

and practices concerning Hp infection.  

{ Methods:} 116 IM trainees in the city of Thessaloniki, Greece, answered a self-administered 

two-page questionnaire (validated in the US) on their practices related to testing for - and 

treating - Hp infection.  

{ Results:} 61% planned careers in primary care. 38% used office-based tests for Hp. 95% would 

test a patient with a new DU for Hp; 99% of those would treat if positive. 74% would test a 

patient with a previous DU; 89% of those would treat if positive. 52% would test for Hp in a 

patient with GERD on an H2-antagonist; 71% of those would treat if positive. 77% would check 

Hp status before initiating PPI treatment for GERD; 85% of those would treat if positive. 15%, 

12% and 7%, respectively, would test for Hp in coronary heart disease, rosacea and migraine. A 

PPI-based triple regimen was the treatment of first choice of 81% of the IM trainees. 43%, 28% 

and 46%, respectively, correctly estimated Hp resistance rates to amoxicillin, metronidazole and 

clarithromycin. 34% recommended that the PPI-based triple regimen should last for 7-10 days, 

10% for 12-14 days, 31% for 15-30 days, 7% for >30 days and 18% did not answer the specific 

question. 26% would be tested for Hp in the absence of symptoms but only 62% of these would 

take treatment if positive. 36% felt they had received insufficient instruction on Hp.  

{ Conclusions:} Greek IM trainees offered testing for - and treatment of - Hp infection for 

established indications, but many also offered testing and treatment in unproven conditions. 

Although most used PPI-based triple regimens, many recommended treatment for longer than 

necessary. Better education and understanding of Hp infection management by Greek IM 

trainees is recommended. }" "INTERNAL MEDICINE TRAINEES ATTITUDES TOWARDS 

HELICOBACTER PYLORI INFECTION"  
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{ Aim:} To explore perceived information needs and abilities of internet knowledgeable italian 

gastrointestinal specialists, so as to further guide the development of the Italian Society of 

Digestive Endoscopy website (www.sied.it).  

{ Methods:} e-mail questionnaire sent to a mailing list of 207 SIED members during september 

1999.  

{ Results:} 84 answers were collected (40.6%). An electronic medical record is used by 50% of 

responders. Desired information items for the website are: guidelines (80), meeting reports (78), 

MEDLINE (77), legal (77) and pharmacoeconomic (59) issues, and thematic forums (65). 

English mastering is judged optimal or good by 37 doctors, sufficient or poor by 46. Informatics 

mastering is reported to be optimal by 29 doctors, good by 7, sufficient by 5 and poor by the 

majority (42). Direct MEDLINE access is a rule for 57 doctors; 60% of access was directed to 

PubMed or Internet Grateful Med. A wide range of endoscopic reporting tools are used: 31 home 

made databases, 13 wordprocessing macros, and a total of 37 installations of 11 specific 

reporting tools. 

{ Conclusion:} The high prevalence of home made solutions (44 out of 83 answers) suggests 

poor homogeneity in the structure and content of endoscopy reporting systems. Standard 

developing organisms and computer networks aiming to build large databases of sharable data 

need to take in account this scattering of existing reporting tools. There seems to be two distinct 

populations of doctors: a group of members with good informatics abilities, able to draw 

advantage from the best MEDLINE services available; and another group of members with 

sufficient or poor informatics abilities, bounded to the utilization of a panoply of internet 

services, the real utility of which could be questionned. }" "HOW GASTROENTEROLOGISTS 

USE INFORMATION RESOURCES ON THE INTERNET. AN ELECTRONIC SURVEY IN 

ITALY"  
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{ Purpose:} to assess if medical residents recognize axis-I disorders at the end of a 

gastroenterology or hepatology admission.  

{ Methods:} axis-I disorders were assessed by the PRIME-MD Patient Health Questionaire 

(PHQ). A standard questionnaire about psychiatric diagnostical status was completed by medical 

residents blinded for the PHQ. Patients were divided into three major groups: functional 

intestinal disorder (FID), inflammatory bowel disorder (IBD) and other organic 

gastroenterological or hepatological disorder (OOD). HAD was used to assess the intensity of 

anxiety and depression.  

{ Results:} For 150 inpatients both questionnaires were completed. Any axis-I was recognized in 

27.2%, Major Depression in 9.1%, other depressive disorders in 13.8%, any anxiety disorder in 

9.1%. Possible alcohol abuse in 33.3%. Any psychiatric disorder and any mood disorder were 

better recognized in FID (respectively 50.0% and 53.2%) and in women (p=0.08). Neither degree 

of disability, anxiety, depression or age seemed to influence recognition significantly.  

{ Conclusions:} the degree of recognition of axis-I disorders in hospitalized patients by medical 

residents is extremely low especially in men and in organic disorders, despite the impact of 

mental disorders on health-related quality of life. The systematic use of the PRIME-MD PHQ 

could raise the recognition of psychiatric disorders on medical wards. }" "RECOGNITION OF 

MENTAL DISORDERS IN A GASTROENTEROLOGY UNIT"  
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{ Purpose:} to assess the epidemiology of axis-I disorders in a gastroenterological inpatient-unit.  

{ Methods:} axis-I disorders were assessed with the PRIME-MD Patient Health Questionnaire 

(PHQ); for functioning and quality of life, SF-36 was used. Medical diagnoses were divided into 

three major groups: inflammatory bowel disorders (IBD), functional intestinal disorders (FID) 

and a heterogeneous group of other organic gastroenterological and hepatological disorders 

(OOD).  

{ Results:} 290 patients completed both scales. The prevalence of major depressive disorder 

(MDD) in FID, IBD and OOD was respectively 43.9%(+), 26.6%(#) and 10.1%(*) (+#:p=0.056; 

#* and +*:p<0.001); the prevalence of any mood disorder was respectively 54.7%(+), 39.1%(#) 

and 25.5%(*) (+#:p=0.09;#*:p=0.04 and +*:p=0.00004);. Panic disorder was found in 

respectively 14%, 0% and 3.6% and other anxiety disorders in respectively 24.5%, 7.8% and 

5.5%. A trend towards a significant effect of gender for MDD only and no effect of age was 

found. A significant effect of MD and other mood disorders separately was found on all 

dimensions of SF-36 (p<0.01) except for the effect of other mood disorder on physical 

functioning. The mood-anxiety comorbidity was not found to contribute significantly to SF-36-

scores.  

{ Conclusions:} mood disorders are highly prevalent and disabling in gastroenterological 

inpatients, especially in functional and inflammatory bowel disorders. }" "EPIDEMIOLOGY OF 

PSYCHIATRIC DISORDERS IN GASTROENTEROLOGICAL INPATIENTS"  
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{ Purpose:} To validate the first self-rating scale for axis-I disorders in a specialist medical 

setting.  

{ Methods:} At a university hospital, consecutive in- and outpatients attending a 

gastroenterology setting completed the PRIME-MD Patient Health Questionnaire (PHQ). The 

MINI-interview by a mental health professional was used as a golden standard to assess the 

concurrent validity of anxiety and affective disorders. The MOS SF-36 was used to test the 

external validity.  

{ Results:} The sensitivity and specificity (n=95) for Major Depressive Disorder (MDD) was 

respectively 76.2% and 97.3%, for Any Mood Disorder respectively 85,2% and 86,8% and for 

Any Anxiety Disorder respectively 83,3% and 88,4%. A highly significant difference between 

MDD and Other Depressive Disorders (ODD) on the one hand and non-depressed medical 

patients was found for all dimensions of SF36 (one-way ANOVA,post-hoc SNK, n=289, F 

between 12.54 and 51.47; p<0.00001). Significant differences were found between MDD and 

ODD for mental health, role emotional, social functioning, vitality, and bodily pain (t-tests; 

p<0.005). All SF-36 dimensions were found to be significantly different between subjects with 

or without generalized anxiety disorder or panic disorder. 

{ Conclusion:}  The PRIME-MD PHQ appears to be a valid self-rating scale for axis-I disorders 

in a specialist medical setting. }" "PRIME-MD PATIENT HEALTH QUESTIONNAIRE IN 

THE SPECIALIST MEDICAL SETTING: VALIDATION"  
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{ Background:} Interactive computerised endoscopy simulators might be helpful in future 

training, provided that the trainees find the simulation is realistic in terms of visual simulation 

and technical challenges.  

{ Aims:} To assess user satisfaction with a computerized simulator (GI Mentor, Simbionix Inc., 

Israel) in a realistic training setting.  

{ Material and Methods:} Participants at an annual advanced endoscopy course, comprising a 

three-day hands-on period and two days of lectures, video cases and expert discussions, were 

encouraged to use the simulator after a brief introduction. The participants should complete at 

least one full case of colonoscopy. The simulator uses a specially designed mannequin and a 

computer simulation program, utilizing texture-mapped simulation of the endoluminal view, 

combined with a force-feedback mechanism and a real colonoscope in order to mimic the look 

and feel of a real colonoscopy procedure. The participants completed a structured questionnaire 

with questions regarding on their previous endoscopic experience and specific questions to 

describe their evaluation of the simulator.  

{ Results:} 33 completed the questionnaire. Most (58%) were in early training with <200 

colonoscopies; 18% had done >500. Only 8 (24%) had done >20 ERCPs. All found the visual 

environment and scenarios realistic or very realistic. The mechanical simulation, primarily the 

force-feedback, was deemed not realistic by 7 (21%), perhaps related to the fact that 29/33 found 

it easier than reality. Some stated that loop simulation should be more challenging. 91% found it 

would be very or somewhat useful in their training. 61% stated that it should have a role in 

training and recertification of doctors. The least expericed felt they had they would have most 

use of the simulator, but all levels found it would have usefulness in their units (figure).  

{ Conclusion:}  The simulator is promising. With further development of the mechanical part, 

the value for intermediate and experienced endoscopists will probably be higher. Further user 

evaluation must include complete novices, since it seems obvious that the initial experience in 

endoscopy should be done on a simulator before the trainees are introduced to do endospies in 

patients. The possible impact on subsequent endoscopic skills should be assessed in prospective 

studies. }" "EVALUATION OF A COMPUTER COLONOSCOPY SIMULATOR"  
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{ Objective:} The goal of the study was to evaluate the quality and the cost of biopsies 

performed with reusable and disposable biopsy forceps at University Hospital, Dijon.  

{ Methods:} We compared the histological quality of reusable biopsy forceps Olympus\'ae (FB 

25K and FB 24U) and disposable biopsy forceps Microvasive\'ae (Radial Jaw 15-34 and 15-37) 

in 100 gastroscopies and 52 colonoscopies. In total, 590 upper digestive tract biopsies and 305 

colorectal and ileal biopsies, equally divided between both types of biopsy forceps, were 

performed.  

{ Results:} The histological diagnosis obtained was not significantly different between the two 

biopsy forceps (respectively 98% and 93% for gastric disposable and reusable forceps, 98% for 

both types of colic forceps). The cost of a biopsy performed with reusable forceps was calculated 

according to the number of uses, (between 65 and 150). From a sample of 15 new biopsy forceps 

(10 gastric and 5 colic), only one was deteriorated aider 20 uses and the number of uses at the 

end of the study was 65. The sterilisation cost was 12.58 FF (75.8% due to labor costs, 11.4% to 

disposable products, 10.9% to equipment, 1.9% to running costs). The cost per biopsy with 

reusable gastric forceps varied from 49.30 FF for 65 uses to 28.50 FF for 150 uses and 

respectively from 56.90 FF to 31.80 FF for colic forceps. The cost of disposable gastric or colic 

forceps was estimated at 78.60 FF. 

{ Conclusion:}  Biopsies performed with disposable forceps were equivalent to reusable forceps 

in terms of quality. Disposable forceps generated an extra cost which may be offset by the 

reduction of the cross contamination risk. }" "DISPOSABLE VERSUS REUSABLE 

ENDOSCOPIC BIOPSY FORCEPS: COMPARISON OF COTS AND HISTOLOGICAL 

QUALITY"  
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Due to a high complication rate and a high cost of ERCP it seems to be reasonable to seek 

indicators that will be useful in the patients selection for this examination.  

{ Aim of the study:} Assessment of the diagnostic value of biochemical indicators in the 

diagnosis of the common bile duct (CBD) pathology.  

{ Material and Methods:} 586 patients with a clinical suspicion of CBD pathology (411 F, 175 

M, median age 61 years), underwent elective ERCP. The results of biochemical tests performed 

before ERCP (bilirubin-BIL, ALP, GGT) were analysed.  

{ Results:} Cholangiogram was classified as: important pathology of CBD (benign stricture or 

cancer - 96 (16%), CBD stones - 302 (52%)), non-important pathology of CBD (dilation - 35 

(6%)) or normal - 153 (26%). GGT was the most sensitive (92%) and accurate (72%), whereas 

ALP was the most specific (62%) indicator. In the group of 64 patients with normal level of all 

biochemical tests significant CBD pathology was observed in 24 (38%). This phenomenon was 

more common among patients older than 65 years (63% vs. 29%, p=0.017). In the group of 

patients with all biochemical tests significantly abnormal (>3xN) significant CBD pathology was 

found in 93%. The multi-factor scale (age: 0-1, BIL, ALP and GGT weighted: 0-2, max. 7 

points) made possible to distinguish groups of low (0 points - 29%), medium (1-4 points - 59%) 

and high (5-7 points - 88%) risk of the CBD pathology.  

{ Conclusions:} 1. Biochemical indicators can play only an accessory role in the diagnostics of 

the CBD pathology. 2. Normal results of the biochemical tests in patients with simultaneous 

important clinical indications can not justify skipping the imaging tests including ERCP. }" 

"BIOCHEMICAL INDICATORS OF THE COMMON BILE DUCT PATHOLOGY"  
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{ Background:} As laparoscopic gastric banding placement has become one of the most popular 

treatments for morbid obesity much has been said about the surgical techniques performed. 

However one may question whether postoperative management and diet will be of the same 

importance to prevent complications as slipping, pouch dilatation and excessive vomiting.  

{ Methods:} From february 1997 till february 1998 120 patients were treated with a Swedish 

Adjustable Gastric Banding laparoscopically. Mean BMI was 42 (29-60). Standard perioperative 

procedure was followed in all patients, with fluid administration on the evening after surgery, 

solid food in small quantities on the first day after surgery and discharge from the hospital at the 

same day. The first 30 patients had no special diet at time of discharge (Group I), while 70 

patients had advice by a dietician with a gradual increase of food intake during 4 months (Group 

II). A questionnaire was sent to all patients regarding both postoperative complications, 

satisfaction with the operation and quality of life after surgery.  

{ Results:} Patients in Group II complained significantly less of vomiting after surgery during 

the first month. However no differences were seen for slipping of the band, pouch dilatation or 

excessive vomiting with dysphagia. Weight loss was also comparable in both groups. Quality of 

life was assessed as good in 80% in Group I and 86% in Group II. In group I 12% was 

disappointed about the quality of life during the first month mainly due to regular vomiting after 

food intake, compared to 5% in Group II. 

{ Conclusion:}  Adequate postoperative mangement and dietary advice is important, but mainly 

for a better quality of life during the first weeks after surgery. However it seems not to influence 

major complications as slipping of the band or pouch dilatation. Therefore in our opinion it 

seems not necessary to follow dietary measurements concerning food intake longer than one 

month after surgery. }" "IMPORTANCE OF POSTOPERATIVE MANAGEMENT AFTER 

LAPAROSCOPIC GASTRIC BANDING"  
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Malabsorption has been associated with non-alcoholic steatohepatitis, eventually leading to 

hepatic fibrosis and cirrhosis if left untreated. We describe a 35-year-old woman who was 

hospitalized in our department due to fever, chronic diarrhea, ill-defined abdominal pain and 

biochemical as well as clinical signs of vitamin A, D and K deficiency due to malabsorption, ten 

months following a biliopancreatic derivation (Scopinaro procedure). At that time, the decision 

to perform this procedure had been taken in another hospital because of morbid obesity 

(BMI=44.5). Besides malabsorption, further investigation yielded the presence of massive ascites 

complicated by spontaneous bacterial peritonitis (SBP). To clarify the origin of the ascites 

(hypoproteinemia-induced versus due to portal hypertension secondary to cirrhosis) portal 

pressure measurements followed by transjugular liver biopsy were performed. Portal pressure 

was not elevated (HVPG=4 mmHg) and the biopsy specimen showed macrovesicular steatosis, 

only mild fibrosis as well as mild inflammation. Our major clinical finding of ascites could thus 

be attibuted to hypoproteinemia rather than to elevation of the portal pressure. We chose to 

surgically prolong the intestinal tract after intensive intravenous renutrition in order to correct the 

malabsorption and to prevent further progression to malabsorption-induced hepatic cirrhosis. The 

patient was discharged in good physical and nutritional condition several weeks after first 

presentation. In conclusion, though one case of malnutrition-related SBP due to peptic ulcer 

disease has been published earlier, this is to our knowledge the first illustration of SBP 

associated with malabsorption-related malnutrition. Furthermore, liver biopsy can be conclusive 

in selected cases of malabsorption to detect early hepatic injury which in turn can guide further 

therapeutic measures. }" "REVERSIBLE IATROGENIC MALABSORPTION COMPLICATED 

BY SPONTANEOUS BACTERIAL PERITONITIS FOLLOWING BARIATRIC SURGERY"  
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Electrogastrography (EGG) is a technique to study gastric myoelectrical activity (gma). The aim 

of this study was to compare gma in non-obese (NOS) and morbidly obese subjects (MOS) and 

to investigate the effect of LapBand on gma in MOS. To determine gma, EGG was performed in 

12 MOS (age:42.9±13.0; BMI: 48.5±5.7) preoperatively (preop) and 12 NOS (age:27.8±12.2 

years; BMI: 21.8±1.4). Next to this, EGG was performed in these 12 MOS 3 months 

postoperatively (postop). Six electrodes were placed on the abrased skin. A fasting state 

recording of 30 min. was followed by a standard testmeal and a postprandial recording period of 

30 min. The following EGG-parameters were determined in both fasting (f) and postprandial 

(pp) state: dominant frequency (DF{\dn6 f/pp}), dominant power (DP{\dn6 f/pp}), dominant 

power instability coefficient (IC{\dn6 f/pp}=SD of DP/mean DP) and power ratio (PR=mean 

DP{\dn6 pp}/mean DP{\dn6 f}). IC{\dn6 pp} significantly (p<0.05) decreased in MOS 

compared to NOS (MOS: IC{\dn6 pp}=0.24±0.07; NOS: IC{\dn6 pp}=0.29±0.06). DF{\dn6 pp} 

significantly (p<0.05) increased in NOS (DF{\dn6 f} =2.86±0.16, DF{\dn6 pp}= =3.03±0.15) 

and MOS (DF{\dn6 f} =2.94±0.17, DF{\dn6 pp} =3.0±0.17). PR did not differ between MOS 

and NOS. After operation BMI decreased from 48.5±5.7 to 43.6±5.6 (p<0.01). DF{\dn6 pp} 

significantly (p<0.05) increased from 2.99±0.17 preop to 3.11±0.25 postop. Furthermore, a 

significant decrease of DP{\dn6 pp} was found (preop: DP{\dn6 pp}=3242±1736; postop: 

DP{\dn6 pp}=2038±877; p<0.05). However, no significant difference was found for PR, 

DF{\dn6 f}, DP{\dn6 f}, IC{\dn6 f} and IC{\dn6 pp} in MOS preop and postop. This study 

showed differences in gma between MOS and NOS. The IC{\dn6 pp} in MOS was significantly 

lower compared to NOS. Moreover, after LapBand DP{\dn6 pp} decreased significantly. These 

findings might suggest lower contractile stomach activity in MOS after a meal compared to 

NOS, which even more decreases after LapBand operation. }" "GASTRIC MYOELECTRICAL 

ACTIVITY IN NON-OBESE SUBJECTS AND MORBIDLY OBESE SUBJECTS BEFORE 

AND THREE MONTHS AFTER LAPAROSCOPIC ADJUSTABLE GASTRIC BANDING 

(LAPBAND)"  
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{ Introduction:} Perforated peptic ulcer is a serious complication that occurs in 5% of the ulcers 

and is supposed to be responsible of 70% of peptic disease deaths. There are some reports that 

defend simple suture of the ulcer, abdominal lavage and postoperative medical treatment seems 

to be the gold standard therapy for patients with perforated peptic disease.  

{ Pacients and method:} Between June 1992 and April 1999 we have operated by laparoscopic 

approach 21 patients affected of perforated peptic ulcer. They were 20 male and 1 female with an 

mean age of 43 years (range: 14-78). All, except one, presented the ulcer in duodenal or 

yuxtapyloric situation; in one case the perforation was situated in the minor gastric curvature. 

The average time of evolution of the perforation was 14,3 hours (range: 1-36 hours). We used a 4 

port technique (two of 10 mm. and two of 5 mm). Perforation was sutured with 1 to 3 sutures of 

0 or 2/0 silk. In the majority of cases we added an epiploic patch. Then the peritoneal cavity was 

washed with 3-5 liters of normal saline. In the majority of cases we placed a subhepatic silicone 

drain.  

{ Results:} We could perform the laparoscopic suture in 20 cases (95%). There was one 

conversion in a patient with a 36 hours of perforated duodenal, secondary peritonitis with 

distended gut that made difficult the approach. Average surgical time was of 47,3 minutes 

(range: 21-90). Nasogastric tube was retired 48 hours after surgery, beginning oral feeding the 

third post-operative day. The drain was retired, generally, the forth day. Postoperative average 

stance was longer in two patients due to prolonged ileous (9 days). There was one death (5%) 

due to alcoholic cirrhosis (Child C) with hepatic-renal syndrome. In the long term follow-up 

there were an asymptomatic postincisional hernia in the 10 mm port, a recurrent duodenal ulcer 

that was solved with scheduled laparoscopic surgery and a limited upper digestive bleeding due 

to duodenal ulcer.  

{ Conclussion:} In perforations with more than 12-24 h. of evolution with severe peritonitis, it is 

advisable to wash out the peritoneal cavity with large amounts of normal saline in order to 

prevent the prolonged postoperative ileous. - It is mandatory post-operative H. Pylori study and 

adequate medical treatment. }" "LAPAROSCOPIC TREATMENT OF PERFORATED PEPTIC 

ULCERS"  
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{ Background:} Reports regarding the perforated gastric or duodenal ulcers are few and due to 

this it is difficult to establish an uniform model regarding the surgical treatment of this 

complication of peptic ulcer.  

{ Purpose:} The aim of this retrospective study is to analyse our experience in the treatment of 

perforated gastric or duodenal ulcers with generalized peritonitisand to evaluate the results of 

gastric resection vs. laparoscopic or open suture of the perforation.  

{ Method:} 249 patients with perforated duodenal ulcer (PDU) and 35 patients with perforated 

gastric ulcer (PGU) were treated between the 1st of January 1990 and the 31st of December 1999 

in the Surgical Clinic III Cluj out of 801 patients which received surgical treatment for a 

duonenal ulcer and 230 patients which received treatment for a gastric ulcer. Histopathology 

confirmed the presence of the peptic ulcer in all cases.  

{ Results:} The perforated gastric ulcer represents 15.21% of all gastric ulcers and the perforated 

duodenal ulcer 31% of the duodenal ulcers admitted in our hospital. Male/female ratio was 

3.37:1 in the PGU group and 4.5:1 in the PDU group. Diagnosis was established by clinical 

means and abdominal X-ray in 65% of the PDU and 35% of the PGU. Gastric resection was 

performed in 22 cases (62.85%) in the PGU group and in 151 cases (60.64%) in the PDU group. 

Open surgery suture of the perforation with omentoplasty was performed in 11 cases (31.42%) in 

the PGU group and in 87 cases (34.93%) in the PDU group. The same technique performed by 

laparoscopy was used in 1 case (1.2%) in the PGU group and in 5 cases (2%) in the PDU group. 

Excision of the ulcer followed by pyloroplasty was used in 5 cases (2%) of the PDU group. 

Postoperative evolution was good in 25 cases (71.4%) of the PGU group, with complications in 7 

cases (20%) and death in 3 cases (8.57%). In the PDU group, the following results were 

encountered: good evolution in 227 cases (91.16%), complications in 13 cases (5.22%) and death 

in 8 cases (3.21%).  

{ Conclusions:} Gastric resection performed in emergency in PGU or PDU with generalized 

peritonitis is a safe treatment method. The suture of the perforation associated or not with 

pyloroplasty (in the PDU group) is used in patients with compromised biological status, elder 

patients, patients with associated diseases, advanced peritonitis. Postoperative evolution after 

gastric resection in the PGU as well as in the PDU group is good (71.4% respective 91.16%). 

Postoperative death is low in the PDU group (3.21%) and the PGU group (8.57%). }" 

"TREATMENT OF PERFORATED GASTRIC AND DUODENAL ULCER - ANALYSIS OF 
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{ Background and Aims:} The clinical value of routine postoperative contrast study to assess the 

oesophago-jejunal anastomosis is not clear. The purpose of the study was to evaluate the role and 

timing of postoperative oral contrast oesophago-jejunogram (POCO) in patients following total 

gastrectomy. Patients and methods; A prospective study was undertaken involving all patients 

undergoing total gastrectomy with oesophago-jejunal anastomosis during a 14 months period 

(January 1999 to April 2000). Each patient underwent two separate contrast (Omnipaque and 

Barium) swallows on day five followed by day nine by a single radiologist. The results of the 

first study were blinded. All patients had enteral (nasojejunal or jejunostomy) feeding started on 

day 2 and continued until oral nutrition was established.  

{ Results:} Among 44 gastrectomies, 40 patients completed both day 5 and day 9 studies. Day 5 

POCO demonstrated a anastomotic leak in two (4.4%) patients and both manifested clinically 

with signs of sepsis. In two (4.4%) patients a subclinical localised leak was demonstrable only on 

day 9 POCO. One patient with previous two satisfactory contrast (day 5 and 9) swallows 

manifested clinically with a late leak (day 13) which was confirmed on a subsequent POCO. All 

five patients had potentially curative resection with clear margins and were managed 

successfully with conservative treatment. Median hospital stay was 31 (16-36) days in patients 

with a clinical leak and 13 (11-42) days (P<0.01) in patients without a leak. Mean delay of 

discharge of patients with subclinical leak was 3 days. Median age and mean post-operative 

albumin level was comparable (P>0.05) in patients with and without leak. Among 4 patients who 

failed to complete the study two died during immediate postoperative period and the other two 

patients were too unwell to undergo a POCO between day 1 to 9. In all these 4 patients the 

absence of the leak was confirmed either by postmortem or by a subsequent POCO.  

{ Conclusions:} These data support that the routine use of POCO following total gastrectomy is 

not warranted except when there are clinical signs of sepsis. }" "THE ROLE OF ROUTINE 

ORAL CONTRAST STUDY IN THE ASSESSMENT OF OESOPHAGO-JEJUNAL 

ANASTOMOSIS FOLLOWING TOTAL GASTRECTOMY"  
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{ Back ground:} Therapeutic results of the perforation in the upper GI tract are not satisfactory 

in spite of the more effectiveness of non-operative and operative method in especially serious 

patients fallen into multiple organ dysfunction syndrome (MODS). So 80 patients were clinically 

examined in the light of poor prognostic factor, the correlation of mortality and morbidity in 

SOFA score and the indication of conservative therapy.  

{ Method:} SOFA score of the main organ system in patients with sepsis or non-septic state, 

Age, WBC on arrival, the time to carry out perforated patient to our center (Time) and 

accompanied serious disorders such as pulmonary, cardiovascular, liver and renal systems were 

compared between the survivals and the dead.  

{ Results:} Average age = 53.9 ± 20.1, Male 59, Female 19, Cause; gastric ulcer 22, duodenal 

ulcer 54, gastric cancer 2. Operative therapy 73 cases (distal gastrectomy 46, total gastrectomy 2, 

omental patch 15, partial gastrectomy or other methods 5, simple suture 2, selective vagotomy 

with gastroplasty 3. Conservative cases were 5 and all survived. 69 patients are survival and nine 

dead. The dead divide into 5 with sepsis and 4 with non-sepsis. SOFA score showed 0-1 point in 

the survival, on the other hand, 3-4 points in the dead both in sepsis and non-sepsis. Age (group 

D vs. group S = 75.8 ± 13.2 v.s. 51.0 ± 19.1), Time (27.7 ± 17.4 vs. 12.9 ± 13.0) (h) and WBC 

(6933 ± 5445 v.s. 13590 ± 5971) (/\'b5l) were significant differences between the survivals and 

the dead. 

{ Conclusion:}  1. Age, Time and WBC are some of important prognostic factors. 2. The 

indication of conservative therapy applied to the patients whose age less than 70, carried within 

the shorter Time and without accompanied serious organ disorder on arrival. 3. SOFA score in 

the main organ system not only in septic patients but also in non-septic showed the correlation of 

mortality and morbidity between the survivals and the dead. }" "THERAPEUTIC STUDY OF 

GASTRODUODENAL PERFORATION"  
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{ Introduction:} HIV infected patients have classically recognized as high risk patients for 

surgical procedures related to the digestive system, even in cases of appendectomy a rarely major 

complicated surgical procedure.  

{ Patients and methods:} 50 patients operated on for appendectomy in our Hospitals during the 

period 1989-200 were compared with patients recollected from a sistematic review of published 

articles in the following period of time (1980-2000, 12 articles) in which 101 patients underwent 

appendectomy. Group of risk, clinical diagnosis and staging of HIV infection, pathology, clinical 

diagnosis, surgical procedure, surgical infections, morbidity and mortality were compared in 

both groups. As both groups differed notably we wanted to determine whether patients, 

pathologies and results varied not only between continents, but also with the clinical application 

of anti-retroviral therapies. Only results clear statistical relevance are shown.  

{ Results:} mean age of both groups was bellow 35 and 90/100 of them were males. But 

homosexuals in american series were over 60 and in our cohort less than 7/100 (80/100 IVDUs). 

Oportunistic infections were the most common diagnoses presented in american cohorts (25/100 

of cases) but in our group of patients was less than 10. There was no ortality in our group of 

patients but in overseas results it was over 7,5. Morbidity (61 vs 40) and surgical infection rates 

(23 vs 40) differed in both series, and showed an inverted coefficient of morbidity: it was 

stronger (major morbidity with mortality) in published patients but less frequent and more 

frequent (minor surgical infections) in our group of patients. Incidence of opportunistic 

infections has decreased since 1996 and an increasing number of typical acute appendicitis 

diagnoses are done since then.  

{ Conclusions:} apendicular pathology in HIV patients differs notably in europe if compered 

with the U.S.A. Risk factors, immunosuppression, clinical pathology, and morbidity-mortality 

results differs notably from our overseas cohorts. Published results by american groups differed 

notably from the european experience. }" "ACUTE APPENDICITIS IN HIV PATIENTS: 

DIFFERENCES BETWEEN PATIENTS FROM USA AND EUROPE"  
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{ Background:} To describe the epidemiology of appendicitis and appendectomy in Greece we 

analysed the data from National Health Statistics and Hospital Discharge Survey data for the 

years 1975-1994.  

{ Results:} Approximately 30,000 cases of appendicitis occurred annually in Greece during this 

period, accounting for an estimated 200.000 hospital days per year. The highest incidence of 

primary positive appendectomy (appendicitis) was found in persons aged 10-19 years (89.7 per 

10,000 population per year); females had higher rates of appendicitis than males for all age 

groups (overall rate ratio, 1.2:1), except in children aged <10 years Appendicitis rates were 

higher in the region of Macedonia (35.3 per 10.000 population per year, and lowest in the region 

of central continental Greece (19.9). The highest rate of incidental appendectomy was found in 

girls aged 10-19 years (40.5 per 10,000 population per year), 1.6 and 2.4 times higher than the 

rate for women aged 20-29 years and girls aged <10 years. Between 1975 and 1994, the 

incidence of appendicitis decreased by 90%; reasons for this decline are unknown. A life table 

model suggests that the lifetime risk o appendicitis is 8.6% for males and 6.7% for females; the 

lifetime risk of appendectomy is 11% for males and 21% for females.  

{ Conclusions:} Overall, an estimated 30 incidental procedures are performed to prevent one 

case of appendicitis; for the elderly the preventive value of an incidental procedure is 

considerably lower. }" "APPENDICITIS AND APPENDECTOMY IN GREECE"  
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{ Background:} Clinical databases are gaining popularity for quality assurance and outcomes 

research including safety issues, both in established and new treatments. The value of the 

registries for both clinicians and society depends on several factors, of which accuracy and 

completeness are very important. During the first decade of laparoscopic cholecystectomy (LC), 

a voluntary registration with participation of all departments in Denmark has been carried out {\i 

(Gastrointest Endoscopy} 1998; 48: 332-4).  

{ Aims:} To validate completeness and accuracy of registry data reported from three randomly 

chosen departments to The Danish National Registry of Laparoscopic Cholecystectomy.  

{ Methods:} Comparison of 509 consecutive case reports comprising all LCs performed over 

two years in three randomly chosen surgical departments with data reported to the registry. 

Discrepancies were identified, and complications rates in non-reported (``missing) cases 

compared to rates in reported cases.  

{ Results:} 431 patients had been reported to the registry. Completeness of reporting from the 

three departments were 69%, 80% and 95%, respectively, significantly higher in the single 

department with a formalised registration and reporting procedure. 8 filled forms were found in 

the case notes (all from the same department), and another 8 patients with inaccessible case notes 

were excluded from the validation. Inaccuracies were noted in 28%, 41% and 51% of the cases, 

but none regarding serious complications such as bile duct injury or perioperative death. 

Complication rates or length of stay did not differ between reported and missing cases. 

{ Conclusion:}  The information on serious complications in the national registry may be quite 

accurate if the present findings can be extrapolated to the rest of the countys surgical community, 

but the overall accuracy should be improved. A formalised procedure of handling and forwarding 

information to the registry is necessary to ensure completeness. Continuous validation through 

external visits by registry staff to contributing departments will increase costs, but may result in a 

higher accuracy and thus value of the registry }" "COMPLETENESS AND ACCURACY OF 

VOLUNTARILY REPORTED DATA TO A NATIONAL CASE REGISTRY OF 

LAPAROSCOPIC CHOLECYSTECTOMY"  
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{ Introduction:} The Lichtenstein tension free repair has become a very popular method for 

repairing inguinal hernia. The aim of this prospective, non randomized study was to compare two 

different ways of securing the mesh.  

{ Method:} During a 12-month period 71 patients underwent unilateral primary inguinal hernia 

repair with the Lichtenstein technique, under epidural or general anaesthesia. There were 67 men 

and 4 women, with a mean age of 63.7 (range 21-88) yrs. From those, 30 (group A) were 

operated by two different surgeons and the mesh was fixed in position with 15-20 skin staples. In 

the other 41 patients (group B) the procedure was performed by two other surgeons and the mesh 

was secured by interrupted 2/0 polypropylene sutures.  

{ Results:} The analysis of our data showed that intraoperatively, the time from the beginning of 

the insertion of the mesh to the completion of the procedure was significantly shorter in patients 

having stapled fixation, compared to those having sutured fixation (mean 17 min vs 26 min, 

p<0.001). Postoperatively, 2 patients from group A and 3 from group B had minor complications 

(p>0.05). There was no significant difference between patients from both groups regarding 

analgetic requirements. Return to work for manual workers was similar for groups A and B (28.5 

and 30.5 days respectively, p>0,05), and return to normal activities was also similar for the 

patients (10 and 10.5 days respectively, p>0.05). There was a 3 US$ higher operative cost for 

patients of group A. During a follow up period of 0.5-12 months no recurrences occurred in 

either group. 

{ Conclusion:}  In conclusion, stapled fixation of the mesh, compared to sutured fixation in the 

Lichtenstein technique has the same effectiveness in the short term after surgery, with the 

advantage of significant reduction of the operative time. }" "SKIN STAPLES VS 

POLYPROPYLENE SUTURES FOR MESH FIXATION IN THE LICHTENSTEIN TENSION-

FREE INGUINAL HERNIA REPAIR"  
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{ Background:} Postoperative ileus continue usually 3-4 days in patients undergoing colonic 

surgery(1).Patients treated with a multi-modal rehabilitation regimen including epidural 

analgesia and early oral feeding (2) after colonic resection had defecation median 1 day after 

surgery. The aim of this study was to investigate the duration of segmental recovery of G-I 

(gastrointestinal) function by 111In-scintigraphi technique (Indium 111).  

{ Methods:} 10 patients scheduled for open colonic resection. The tracer, 4 MBq 111In-DTPA 

was injected into the stomach via nasogastric tube immediately before end of the surgical 

procedure. After 24 and 48 hours images of the abdomen were obtained by double-headed 

gamma camera with the patient in supine position. Pooled aspirate and faeces counts for each 24 

hours were also measured.  

{ Results:} Clinical defecation was median day 1 (20 hours after wound closure). 48 hours after 

wound closure only 0,5% of 111In was recovered in gastric aspirate, stomach or small bowel. 

After 24 and 48 hours 22% and 57% respectively of the tracer were recovered in faeces and more 

than 80% of the tracer was in colon descendens, recto-sigmoideum or faeces. 

{ Conclusion:}  The postoperative ileus was quickly resolved in all G-I segments after colonic 

resection with a multi-modal rehabilitation regimen. d\plain \s14 \f0\fs16 \i \fi-

1134\li1134\tx1134 Reference:\tab 1. Chen HH, Wexner SD, Iroatulam AJ, Pikarsky AJ, Alabaz 

O, Nogueras JJ, Nessim A, Weiss EG. Laparoscopic colectomy compares favorably with 

colectomy by laparotomy for reduction of postoperative ileus. Dis Colon Rectum 2000;43:61-65. 

d\plain \s16 \f0\fs16 \i \li1134 2. Basse L, Jakobsen DH, Billesb\'f8lle P, Werner MU, Kehlet H. 

A clinical pathway to accelerate recover after colonic surgery. Ann Surg (in press). }" 
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{ Introduction:} In our country there are more than 6 million people older than 65 years. In the 

2020 year these patients will represent the 20% of the population. The age as isolated factor does 

not contraindicate the surgical act, however the numerous diseases concomitants that these 

patients usually suffer increase the postoperative morbid-mortality.  

{ Patients and methods:} Retrospective study of a cohort of 112 patients older than 90 years 

undergoing surgical procedures during the period from 1993 to 1998 in our Department of 

General Surgery.  

{ Results:} Mean age was 91,8 years, 66% of patients were male and 33% female. 77% came to 

the emergency room, and 75% of them were operated as emergency procedures. Frequent 

pathologies suffered by those patients were cardio-respiratory diseases, arterial hypertension, and 

dementia. Frequently surgical procedures carried out were: inguinal hernia (39), cholecistectomy 

(19), cutaneous abscess (10), colon cancer (6) and gut obstruction because of adhesions (5). 

Between the most common postoperative complications were respiratory problems (15), multiple 

organ failure (5), surgical wound infection (4), disorientation (4), acute renal failure (3), 

pulmonary acute oedema (3) and cardiac failure (3). The global mortality was 25,8%. The more 

frequent causes of mortality were of cardiac motive and septic shock, following the multiple 

organ failure and the respiratory insufficiency.  

{ Discussion:} In view of these results we can conclude that, patients older than 90 years can be 

treated with reasonably low rates of mortality. The anaesthesic risk is lower than we expected 

due to the 50% of these patients can be classify as ASA I-II (77% ASA I-III). It should be 

necessary to schedule the surgery of the inguinal hernia in elderlies due to it is the most frequent 

surgical pathology that is carry out in the emergency room, supposing the 35% of all cases 

operated in the emergency. Even the high rate of mortality and surgical risk of these class of 

patients in emergence surgery, we think that should be adequate to schedule surgical procedures 

due to the good quality of life that generally presents prior to have acute complications. }" 
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{ Background and Aim:} free-radicals mediated damage of liver, pancreas and gut may occur in 

patients undergoing vascular surgery, including aortic cross-clamping for almost one hour. The 

mechanism behind this damage is related to the hypotension and consequent hypoperfusion of 

these organs. Aim of this study was to assess whether a ischemia mediated injury may occur in 

liver, pancreas and gut after a period of complete visceral ischemia.  

{ Methods:} 10 patients undergoing surgery for thoraco-abdominal aortic aneurism were 

involved. The mean duration of aortic clamping was 47.3 min, range 15-80 min. Effects of 

ischemia on liver, pancreas and gut were evaluated clinically and biochemically (by serum 

concentration of amylase, lipase, GPT, hepatic isoenzyme of alcaline phosphatase and intestinal 

isoenzyme of lacticodehydrogenase) in basal conditions, after clamping and after release of the 

clamp at varying intervals (15 min, 50 min, 24 hs and 48 hs).  

{ Results:} none of 10 patients showed symptoms or signs of acute pancreatatis, acute hepatitis 

or ischemic intestinal damage. Basal enzymes levels were in the normal range for all patients. 

After releasing the aortic clamp, a marked increase was already evident in the initial (50 min) 

determination and reached a peak about 24 hs after clamp removing (amylase 1482UI/l; lipase 

385.3 UI/l; hepatic phosphatase alcaline 560.7UI/l; GPT 193.7 UI/l193.7UI/l; intestinal LDH 

875.5UI/l, expressed as mean values). Then the enzyme levels tended to decrease to basal values, 

even if remained significantly elevated for 48 hs after release of clamp(amylase 1280 UI/l; lipase 

206.2 UI/l; hepatic phosphatase alcaline 398.9 UI/l; GPT 137.7UI/l193.7UI/l; intestinal LDH 

678 UI/l, expressed as mean values). A significant correlation between increase in enzymes 

levels and aortic clamping time was also observed.  

{ Conclusions:} Total suppression of blood flow by aortic clamping may result in an ischemia-

mediated injury of liver, pancreas and gut. This damage is generally subclinical and its degree is 

mainly related to the ischemia duration. Further studies on the pathogenic mechanisms behind 

this clinical observation are underway. }" "ISCHEMIA-REPERFUSION DAMAGE OF GUT, 

LIVER AND PANCREAS IN PATIENTS UNDERGOING VASCULAR SURGERY"  
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This study is to examine if antioxidative agents diminish mucosal apoptosis induced by ischemia 

- reperfusion in rat small intestine for evaluation of a role of oxidative stress on mucosal 

apoptosis.  

{ Material and method:} Under halothane anesthesia, male SD rats (weighning 200-300g) were 

inserted with duodenal and ileal tubes. Antioxidative agents, rebamipide and glutathione (GSH) 

were infused into each rat through the each tube for 1 hour before an ischemic insult. 

Rebamipide was administered at a dose of 30mg/kg, 100mg/kg, dissolved in 0.5% 

carboxylmethyl cellulose. GSH was administrated at a dose of 32mM (=1%W/V). Control 

ischemic animals were received with vehicles. To evaluate the effect of exogenous GSH, organic 

souce of GSH was depleted by intraperitoneal infusion of dl-buthionine-[s, r]-sulfoximine 

(BSO), 2 hours before GSH administration. Superior mesenteric artery was occuluded with 

clamp for 60 min, followed by reperfusion for 60 min. At the end of the reperfusion, rats were 

sacrificed and small intestine was removed to examine apoptotic cells. Apoptosis was evaluated 

by % fragment DNA (fragmented DNA/total DNA) and immunohistochemical stain.  

{ Result:} Apoptosis in the intestinal mucosa increased in rats after ischemia - reperfusion in 

sham treated rats. Administration of rebamipide reduced % fragmented DNA induced by 

ischemia - reperfusion compared to the control rats, and administration of GSH reduced % 

fragment DNA in the rats, pretreated with BSO. 

{ Conclusion:}  Rebamipide and GSH attenuated increasing % fragmented DNA in the intestinal 

mucosa after ischemia - reperfusion. This result suggests that the scavenging effect of these 

antioxidative agents on free radicals might reduce mucosal apoptosis caused by ischemia - 

reperfusion and that apoptosis following ischemia - reperfusion in the rat intestinal mucosa might 

be caused by free radicals. }" "EFFECT OF ANTIOXIDATIVE AGENTS ON APOPTOSIS 

INDUCED BY ISCHEMIA-REPERFUSION IN RAT INTESTINAL MUCOSA"  
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The use of non-heart-beating-donors (NHBD) represents an alternative to increase the current 

organ shortage. Recent data are demonstrating the reliable success of pancreas Tx from NHBD, 

and University of Wisconsin (UW)- solution appears to be effective in this setting. However, no 

data are available for pancreases flushed with HTK-solution and subjected to warm ischemia 

(WI) and cold storage (CS) before transplantation. We evaluated the viability of pancreatic grafts 

comparing these two solutions in a porcine autotransplant NHBD model.  

{ Methods:} A total of 12 landrace pigs weighing 38.5 ± 2.6 Kg were divided in four groups: GI, 

n=3 UW and G2, n=3 HTK, with 15 min. WI and 15 hrs. CS; G3, n=3 UW and G4, n=3 HTK, 

with 30 min. WI and 15 hrs. CS. After resection of the pancreatic head and preparation of the left 

pancreatic segment, vascular cross clamping of the remaining pancreas was performed for 15 and 

30 min. WI. Thereafter, grafts were excised and flushed ex situ, stored and autotransplanted 

according to the protocol.  

{ Results:} All the grafts in GI and G2 were normoglycemic. In G3 (UW), 2/3 and in G4 (HTK), 

3/3 pancreases were functioning. HTK perfusion resulted in an increase in wet weight of the 

grafts in G2 and G4 of 3.2 ± 2.6 g (p=0.029). Initial transient hyperinsulinemia was noticed 

postoperatively in all the grafts and for both WI times (peak ranging 9.37 to 18.02 U/ml). The 

rise in serum arnylase levels in G1 and G2 was 11345 ± 3500 and 1938 ± 1413 U/L respectively 

(p=0.042) and 14442 ± 2674 and 5139 ± 2946 in G3 and G4 respectively (p=0.048). Mean K-

values of IVGTTs for functioning grafts stored with UW (G1-G3) was of - 1.43 ± 0.89 and for 

those stored with HTK (G2-G4) of -1.49 ± 0.71 (p=Ns).  

{ Conclusions:} Normal graft function can be achieved in case of 15 min. WI followed by 15 hrs 

of CS using both solutions, a time range corresponding to the clinical setting if pancreas 

transplants from NHBD are used. HTK-solution appears to be equal to UW providing reliable 

graft function also in case of prolonged WI time with serum arnylase levels significantly higher 

than in grafts stored with UW suggesting that reperfusion pancreatitis may be less pronounced. 

}" "ISCHEMIC TOLERANCE OF THE PANCREAS IN A NON-HEART-BEATING-DONOR 

MODEL"  
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{ Background:} The adhesion molecule E-cadherin is important for the maintenance of normal 

epithelial integrity under inflammatory conditions. This study aims to investigate porcine 

pancreas epithelial integrity after flushing segmental pancreatic grafts with either HTK 

(histidine-tryptophan-ketoglutarate) solution or UW (University of Wisconsin) solution.  

{ Methods:} Segmental porcine pancreatic grafts were flushed with either HTK (n=9) or UW 

(n=4) solution. Grafts were autotransplanted after 24 (n=9) or 48 (n=3) hr of cold storage. 

Routine haematoxylin-eosin staining and immunohistochemical staining for E-cadherin (clone 

36, Transduction Laboratories) were performed at time of pancreatectomy, before reperfusion, at 

time of reperfusion and 30 minutes after reperfusion.  

{ Results:} At time of pancreatectomy, weak epithelial membranous staining for E-cadherin was 

detected in acinar and duct cells. Islets of Langerhans were negative. Mild oedema and necrosis, 

occuring during the preservation procedure, were associated with increased membranous and 

weak cytoplasmic E-cadherin expression in the exocrine pancreas. Severe necrosis was 

accompanied by loss of membranous staining and strong cytoplasmic positivity. No differences 

were found between flushing with HTK or UW; different duration of cold storage did not result 

in altered E-cadherin expression.  

{ Conclusions:} E-cadherin provides information on pancreatic acinar and duct epithelial cell 

membrane integrity. Islets cells in adult pancreas are negative, as shown previously. 

Upregulation of E-cadherin in the exocrine pancreas under stress conditions might act as a 

defense mechanisme in order to try to protect against epithelial damage. Flushing with HTK or 

UW solution has a similar effect on the integrity of the porcine pancreatic epithelial cell 

membrane. Duration of cold storage (24 or 48 hr) does not alter the E-cadherin expression 

pattern. }" "TRANSIENT UPREGULATION OF E-CADHERIN DURING PRESERVATION 

OF THE PORCINE PANCREAS WITH HISTIDINE-TRYPTOPHAN-KETOGLUTARATE 

SOLUTION OR UNIVERSITY OF WISCONSIN SOLUTION"  
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{ Introduction:} The appropriate time to operate on a patient with small bowel obstruction 

(SBO), has plagued physicians for many years. The choice of treatment (early operation Vs 

conservative treatment-expectant management), must be based on accurate criteria for 

determining the presence or absence of nonviable bowel. Classic findings associated with 

strangulation of the small intestine have long be regarded to be fever, tachycardia, leukocytosis 

and abdominal tenderness. The aim of this retrospective study was to evaluate these clinical and 

laboratory findings for the choice of treatment in SBO.  

{ Methods-Results:} The records of 80 patients (42 M-28 F, mean age 56.9 years) with the 

diagnosis of SBO were reviewed. Patients with incarcerated hernias were excluded. 48/80 were 

treated surgically and 32/80 conservativelly. Classic findings (leukocytosis WBC > 

10000/mm{\up6 3}, fever > 37.8\'b0C, tachycardia > 100/min, and abdominal tenderness) were 

evaluated, and compared, individually and in combination, with the presence or absence of 

gangrenous bowel. There was no correlation between the appearance of any one of the classic 

findings and the presence of strangulated bowel. From the combination of the four findings, no 

patient in the absence of all findings (group A) had gangrenous bowel. In 15/48 patients with 

gangrenous bowel, 14 (93%) (group B) exhibited two or more of these classic findings [7/15 

(grpB1) had 2, 5/15 (grpB2) had 3, and 2/15 (grp. B3) had 4]. There was no significant 

difference between the incidence of gangrenous bowel in the group with one positive finding and 

the group with no findings (p: 0.52), but the incidence in the group with one finding versus the 

group with two or more findings, was significantly greater (p < 0.02 and p < 0.003). 

{ Conclusion:}  We conclude that, in patients with SBO, reasonable safety for exists observation 

and non operative treatment (expectant management), in those who have none or one of these 

findings. In patients with two or more positive findings, operative intervention must not be 

delayed. }" "ACUTE SMALL BOWEL OBSTRUCTION. EXPECTANT MANAGEMENT"  
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{ Background:} In the reconstruction of pancreatoduodenectomy pancreatogastric anastomosis is 

getting wider acceptance. Long-term effect of pancreatic secretion on gastric mucosa is not 

known. { Object of the Study:} To evaluate the long-term effect of pancreato-gastrostomy by 

follow up of operated patients { Set-up:} Specialised University referral centre and County 

Teaching Hospital  

{ Patients and methods:} 300 and 54 patients operated for chronic pancreatitis or pancreatic 

neoplasm and undergoing pancreatogastric anastomosis in Budapest and in Gy\'f6r respectively 

were followed by means of a standard questionnaire and personal interview. Of the 255 living 

patients 159 (62.4%) responded. Gastroscopic examination was performed in those 112 patients 

who gave consent. Biopsy from gastric mucosa was taken and evaluated for mucosal lesions and 

helicobacter infection.  

{ Results:} At the time of the average follow-up time of 52 months 20.9% (74) of the patients 

died. Qualifying the present state of the patients 59.7% (n = 95), 30.8% (n = 49), 5% (n = 8), and 

4.4% (n = 7) was found to be excellent and good, medium, poor or bad condition respectively. 

Deterioration of exocrin function was found in 62.3% (n = 99). 15.7% (n = 25) were insulin 

dependent. Gastroscopy identified 2 malignant lesions (1.8%), dysplasia in three (2.7%) 

intestinal metaplasia in 22 (19.6%), chronic gastritis in 71.7% (n = 81) patinets resp. 

{ Conclusion:}  Long term result of pancreato-gastric (PG) anastomosis are favourable. 

Gastroscopic examination showed that malignant or premalignant lesions following PG are not 

more frequent than in general population or in medically treated chronic pancreatitis group. }" 

"EVALUATION OF THE LONG-TERM EFFECT OF THE PANCREATO-GASTRIC 

ANASTOMOSIS FOLLOWING PANCREATODUODENECTOMY; GASTRIC MUCOSAL 

CHANGES"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.1132#" " Abstract: P.1132 0 Citation: Gut 2000; 47(Suppl III): 

A282 INDICATIONS AND RESULTS OF EMERGENCY BILIOPANCREATIC SURGICAL 

PROCEDURES IN HIV INFECTED PATIENTS  

Carlos Emparan
1
, Ernesto Martin{\up6 2}, Luis F. Perdigo

1
, Ignacio M. Iturburu{\up6 2}  

\i 
1
 Department of General Surgery B. University Hospital of Cruces Spain, Bilbao, Spain; {\up6 

2} Department of General Surgery B. University Hospital of Basurto, Bilbao, Spain  

{ Introduction:} biliopancreatic Surgery in HIV patients has been associated with unusual 

pathologies (e.g. acalculous acute cholecystitis) and increased morbidity and mortality.  

{ Patients and methods:} retrospective case-control cohort of 40 patients undergoing 

biliopancreatic emergency surgical procedures in the last 10 years in the university Hospitals of 

Basurto and Cruces were compared with a diagnostic, time, age, and procedure matched cohort 

of 80 HIV negative patients. Clinical diagnosis, bilio-pancreatic surgical procedure, 

comorbidities, morbidity and mortality related to the procedure, mean pre- and post-operative 

stay were collected in database. Alliquots of CBC, Biochemistries and lymphoid population were 

collected in all patients. Risk factors regarding each surgery were stratified according to the 

clinical diagnosis, surgical procedure and post-operative evolution. Only p<0.05 in each 

statistical analysis performed was considered as significative and presented.  

{ Results:} 18 acute cholecystitis due to biliary stones with normal pathogens, 6 acute 

cholecystitis with stones and opportunistic microorganisms cultured, 3 acute cholangitis 

(schlerosing and infectious), 8 acute acalculous cholecystitis were operated on during this period 

of time. Two patients have had serious morbidity related to the surgery and required subsequent 

re-explorations (common bile duct lesions, and subphrenic abscess) 40% of the cases presented 

any kind of surgical infections; furthermore if CD4+ was bellow 200 the incidence of infective 

morbidity went up to 60%. There was no post-operative mortality, but the mean post-op stay was 

considerably superior to the cohort group (16.75 days, p<0.001). Patients with low recount of 

CD4+ (<200) presented an increased number of opportunistic infections and acute acalculous 

cholecystitis, and thereby an increased morbidity and prolonged hospital stay. There was no 

mortality due to HIV infection 6 months after surgery.  

{ Conclusions:} HIV patients present a more serious and complicated pathology if compared 

with HIV negative patients. Furthermore, the more immunosuppressed (CD4+ <200) the patient 

is, the most likely complications will happen. }" "INDICATIONS AND RESULTS OF 

EMERGENCY BILIOPANCREATIC SURGICAL PROCEDURES IN HIV INFECTED 

PATIENTS"  
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Academic Hospital Rotterdam - Dijkzigt, Rotterdam, Netherlands Hospital mortality after 

oesophagectomy has decreased from 29% in the period 1953-1978 to 13% in the eighties and 

7.5% in the nineties. This decrease is most likely due to improved surgical techniques and better 

peri-operative care. Suggestions have been made that a further decrease in hospital mortality 

might be achieved by centralisation of oesophagectomies in high volume centers. The effect of 

experience on hospital mortality after oesophagectomy in the Netherlands was retrospectively 

analyzed based on (anonymised) data from the Dutch National Medical Registry. The study-

period extended from 1993 - 1998. Annually ca. 300 oesophagectomies are performed in the 

Netherlands. Fifty-two percent of these is performed in 43 - 55 centers with relatively little 

experience (1 - 10 resections/year). Six percent is performed in 1 - 3 centers with an average 

experience (11 - 20 resections/year). The remaining 42% is performed in 2 academic centers 

with extensive experience (>30 resections/year). There are no differences between sex, age or 

histologic type between low volume and high volume centers, but high volume centers operate 

slightly more advanced cases (50% stage III/IV versus 56% stage III/IV, p=0.003) Hospital 

mortality is 112/928 (12.1%), 8/107 (7.5%) and 37/757 (4.9%) respectively. The (inverse) 

correlation between hospital experience and hospital mortality is significant (Chi2 - test for 

linear trend: p<0.001) 

{ Conclusion:}  there is a significant (inverse) relation between hospital mortality and hospital 

volume for oesophageal resection in the Netherlands, while there are slightly more advanced 

cases in the high volume centers. Although hospital mortality is not the only outcome measure 

for quality of care, these data suggest a possible beneficial effect of centralisation of oesophageal 

resections in the Netherlands. }" "THE RELATION BETWEEN HOSPITAL VOLUME AND 

HOSPITAL DEATH FOR OESOPHAGECTOMY IN THE NETHERLANDS"  
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{ Introduction.} Recently increasing interest in local therapy for low rectal neoplasms is 

observed. Transacral routes using Kraskes or Masons approach are rarely used since they are 

associated with a high morbidity rate. Transanal Parks approach is well suited for lesions located 

in the distal rectum, but has serious limitations for those above 7 cm. from the anal verge 

(inadequate exposure and lighting). T.E.M., introduced by Buess in 1983, rapresents an attractive 

minimal invasive alternative to colonoscopy (for lesions > 3 cm \'c6) and to standard surgical 

techniques in the local management of rectal lesions. The aim of this study is the evaluation of 

indications and results of T. E. M.  

{ Materials and Methods} From January 1993 to April 2000 at our Department 136 pts. (81 M 

and 55 F) were submitted to a T.E.M. Mean age was 65.9 years (range 27-89). Distal tumors 

margin ranged from 4 to 18 cm. from the anal verge. Preop. assessment included digital 

examination, proctoscopy, colonoscopy or barium enema, transanal ultrasound and CT scan. In 

the majority of pts. was also performed an anorectal manometry. Preop. indications to T.E.M. 

were 99 (72.7%) adenomas, 27 (19.8%) ca, 2 (1.4%) granulomas, 1 (0.7%) angiodysplasia 3 

(2.2%) ulcus recti and 4 inflam. polyps (2.9%). Preop. ca. were 12 T1 pts; 11 T2 (3 preop. RT); 1 

T2 M1; 1 T3 M1 and 2 carcinoids. Localization of lesions was ant. in 33 pts. post. in 48, left in 

21 and right in 34.  

{ Results.} 17 pts. underwent to a mucosectomy, while 119 pts. (87.5%) to a full-thickness 

excision with a suture of the defect with Maxon or PDS 3/0. Operative time was 80 min (range 

70-250). Postop. stay was 5.2 days (range 2-14). Intraop. complications consist of 3 cases of 

inadvertent peritoneum opening, treated with a laparoscopic (2) or laparotomic (1) anterior 

resection. Conversion rate was 2.2%. Postop. complications were 6.7%: 5 hemorrhages (4 treated 

surgically and 1 trasfused); 3 dehiscences; 1 major incontinence (biofeedback). Final histologic 

findings disproved preop. exam in 14 cases (10.3%) showing 6 ca. in T1 stage (radical T.E.M.); 

4 ca. T2 (postop. RT) and 4 mucinous ca. radicalized with ant. resection. Follow up was 39 

months (range 2-81) for adenomas with a recurrence rate of 3.6%; and 36 months (range 2-81) 

for ca. with a recurrence rate as follows: 0% in the 16 pT1 pts.; 21.4% in the 14 pT2 pts., and 

100% in pT3.  

{ Conclusions.} We consider T.E.M. a safe and effectiveness approach in the treatment of rectal 

adenomas and T1 ca. For T2 ca. T.E.M. is indicated only in high risk pts. or in who refuses other 

surgery. RT is advocated as a radicalization of this procedure. Cost of instrumentation set, long 

training period, difficulty of technique are rewarded by lower morbidity, better and shorter 



postop. stay than traditional operations. }" "TRANSANAL ENDOSCOPIC MICROSURGERY 
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{ Objective:} To demonstrate that intestinal metabolism during ischemia can be monitored in 

vivo using a microdialysis technique in an animal model.  

{ Research design and Methods:} Microdialysis catheters were inserted at three locations in the 

jejunal wall 50, 80 and 110 centimetres from the ligament of Treitz in 10 pigs. The catheters 

were perfused with a standard perfusion fluid to estimate steady state levels of glucose, pyruvate, 

lactate, and glycerol in the intestinal wall using High Performance Liquid Chromatography. 

Occlusive ischemia was established by clamping the mesentery to the two anal segments, the 

oral segment served as a control. Microdialysates and arterial samples from the femoral artery 

were analyzed every 20 min until a new steady state was reached.  

{ Results:} Microdialysate lactate increased significantly within one hour in all ischemic parts of 

the intestines and microdialysate glucose decreased to zero compared to controls. Glycerol 

increased as well, but later than lactate. Blood lactate, glucose, pH, pCO2 and pO2 did not 

change during the experiments, but se-potassium increased by 2 mmol in average during 

ischemia. 

{ Conclusion:}  Microdialysis measured in the intestinal wall identifies local ischemia and may 

be a new method for monitoring intestinal perfusion. }" "DETECTION OF INTESTINAL 

ISCHEMIA USING A MICRODIALYSIS TECHNIQUE"  
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{ Background:} preoperative radiation therapy (RT) has been shown to improve local recurrence 

rate following rectal cancer surgery in several recent trials. Local recurrence rates in the surgery 

alone-arm of these trials were, however, elevated. Total mesorectal excision (TME) significantly 

improves local recurrence rate. To answer the question whether the effect of preoperative RT 

remains when TME is routinely applied, we analyzed local recurrence rate following TME with 

or without preoperative high dose RT.  

{ Patients and methods:} Seventy-six consecutive rectal cancer patients were treated in a 5 year 

period. A first group (n=36) underwent preoperative RT (total dose 41,6 Gy) followed by TME; 

a second group (n=40) underwent TME alone.  

{ Results:} There were no differences in median hospital stay, mortality, or morbidity between 

both groups. Cancer recurrence was observed in 10 (28%) patients in the RT+TME group and 16 

(40%) in the TME alone group. Local recurrence - free 5 year survival for all patients was 85% 

in the RT+TME group vs. 52% in the TME alone group (p=0,02). For the patients who 

underwent a curative (R0) resection, local recurrence - free 5 year survival was 85% in the 

RT+TME group and 55% in the TME alone group (p=0,09). 

{ Conclusion:}  High dose preoperative RT does not increase postoperative morbidity or 

mortality following rectal cancer surgery. Compared with TME alone, combined preoperative 

RT with TME further reduces local recurrence rate following rectal cancer surgery. This 

difference is statistically significant for the whole group of patients, but not for the group who 

underwent a curative (R0) resection. }" "LOCAL RECURRENCE OF RECTAL CANCER 

FOLLOWING TOTAL MESORECTAL EXCISION WITH OR WITHOUT PREOPERATIVE 

RADIOTHERAPY"  
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{ Introduction.} Management of stomas, specially colo-sigmoidostomies, is currently achieved 

with disposable appliances, fixed to peristomal skin. Several techniques have also been devised 

to use mechanical plugging devices in order to maintain stoma continence. Both stoma and 

continent system involve continous and protract contact of adhesive materials with the 

peristomal skin, with a potential number of side effects, mainly leakage of faecal material and 

conseguent skin irritation. A new device named Z99(Plan-1-Health, S.Daniele Italy) has been 

designed and patented for the permanent implantation into the submucosal and muscolar layers 

of the intestinal portion of the stoma. The aim of the study was to evaluate the performance and 

the safety of Z99 in a population of healthy pigs.  

{ Materials and methods} Z99 is a single-use, sterile, disposable device, designed for the surgical 

implantation into intestinal portion of the stoma. It comprises a proximal, soft portion 

manifactured in polyurethane covered by a prolene mesh designed for the implantation, and a 

distal rigid portion manifactured in plastic that allowes the fixation of collection pouches or caps. 

Surgical technique consists of an end, loop or end-loop ostomy (in this study 4 end and 1 loop 

colostomy); a detachment of the mucosal from the sero-muscolar layer for 1 cm; the implantation 

of the lower cylinder; the reattachment of the two layers favored by the holes retailed into the 

cylinder; the suture of the sero-muscolar layer to the skin as in a normal ostomy creation. At 7th, 

14th, 21th, 28th days after the devices implantation (time considered sufficient to assess goals of 

our study) animals were sacrified and the bowel wall site of the device implantation with the 

surrounding tissue were histologically examined.  

{ Results.} Surgical implantations were performed in about 45 min. No early postop. hernia, 

prolapse, evisceration, retraction and stricture of device were observed. Mechanical tests 

performed 14 days after the operation demonstrated a good resistance of the device without local 

trauma. A natural invasion of the mesh by fibroblasts and a gradual attachment of the device 

with an evolution of the hystological transformation from a granulation tissue to a well oriented 

fibrosis was observed in all pigs.  

{ Conclusion.} Z 99 is an innovative prototype that allows a good management of an end stoma. 

The possibility of an easy application of a cap or a collection pouch without contact of the faecis 

with the skin could improve the patient quality of life notably. Goals of our study (assessment of 

the surgical technique and absence of ischaemia or infection in the stomas site) were assessed in 



pigs. At the same time important local traumas due to the device were excluded. These results in 

animals allow to test Z 99 in human. }" "EVALUATION OF A NEW IMPLANTED, 

EXTERNAL, CONTINENT DEVICE FOR OSTOMIES IN HEALTHY PIGS"  
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Barbara Iwanczak  

\i Department of Pediatrics, Gastroenterology and Nutrition, Wroclaw Medical University, 

Wroclaw, Poland The aim of the study was both the evaluation of esophageal motility disorders 

in children in the course of GERD and the assessment of the correlation between the severity of 

gastroesophageal reflux and motility abnormality of esophagus.  

{ Material and methods:} The study involved 72 children aged 5 - 17 years with a medical 

history typical of GERD. In all those children 24-h esophageal pH-metry preceded by esophageal 

manometry was performed.  

{ Results:} The children subjected to the examination were divided into 4 groups: I (18) - with 

severe acid reflux; II (16) - with medium acid reflux; III (23) - with mild acid reflux; IV (15) - 

control group of children with correct result of 24-h esophageal pH-metry. In children of the I 

group the mean lower esophageal sphincter pressure (LESP) value reached 11,32 mmHg and in 

44,4% of those patients peristaltic dysfunctions such as simultaneous, interrupted and dropped 

sequences were observed. In this group of patients the values of the mean esophageal contraction 

amplitude in the distal esophagus during wet swallows reached 78mmHg. With the children of 

the IV group the mean LESP value reached 15,5mmHg and in 13,33% patients esophageal 

peristaltic dysfunction were considered. In this group the values of the mean esophageal 

contraction amplitude in the distal esophagus due to wet swallows reached 108,25mmHg  

{ Conclusions:} The studies showed considerable correlations between motility disorders of 

esophagus and severity of GERD. Low LESP values occurred most often in children with severe 

GERD. The peristaltic dysfunctions increased with increasing severity of gastroesophageal 

reflux. }" "ESOPHAGEAL MOTILITY DISORDERS IN CHILDREN WITH REFLUX 

DISEASE"  
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A. Khavkin, A. Krapivkin, S. Kazarova, L. Makarov  

\i Moscow Institue of Pediatrics and Pediatrics Surgery, Moscow, Russia  

The application of prokinetic preparations is a basis of conservative treatment gastroesophageal 

reflux disease (GERD). However, as any influence on regulatory mechanisms, prokinetics cause 

also series of side-effects including negative one. We analysed 840 clinical observation of 

children in the age from 3 till 15 years suffering from GERD in clinic during the period with 

1990 for 2000. All children had typical for GERD characteristics. The diagnosis proved to be 

true after 24-?? motoring. Together with postural therapy and special diet patients received 

prokinetic preparations. In the first group the patients received 190 - metoclopramide; second - 

435 - domperidone; third - 215 - cisapride. The analysis of observations of patients has shown, 

that prokinetic preparations had the various side-effects determining necessity the cancellation of 

preparations. In group at receiving 190 - metoclopramide were observed diarrhea at 18 patients; 

pseudobulbar set of symptoms (n=12); gynecomastia (n=6); paraglossa (n=1); agranulocytosis 

(n=1). In the second group at receiving - 435 - domperidone were observed diarrhea at 28 

patients, pseudobulbar set of symptoms - (n=14); gynecomastia (n=4). In the third group at 

receiving 215 - cisapride were observed: abdominal pain (n=17); long QT syndrome (n=9); 

diarrhea (n=5). All listed effects disappeared after cancellation of preparation. In too time causes 

fear elongation of interval QT - marker arrhythmia and possible course of sudden death 

syndrome in the separate patients. }" "COMPLICATION DUE PROKINETICS THERAPY OF 

GASTROESOPHAGEAL REFLUX DISEASE IN CHILDREN"  
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Computed 24 hour pH monitoring (C24hpHM) is a method with high reproducibility, that could 

be used to evaluate treatment effect of gastroesophageal reflux (GER) by a prokinetic drug. So, 

the aim of this study was to evaluate and compare values od C24hpHM before and after 

treatment with cisapride for GER in children with chronic respiratory disease(CRD).  

{ Material and methods:} In a prospective open clinical trial, out of more than 150 children with 

diagnosed GER, and presence of CRD, in 29 of them (age 31±19months, female/male ratio 

19/10) C24hpHM was performed before and after treatment with cisapride. Indication for 

investigation for GER was: excluded other etiology, no response on standard therapy, sleeping 

attack of wheesing etc). C24hpHM was performed with Digitrapper Mark III, Synectics, 

Sweden, and analyzed by Gastrosoft (USA). Positive finding for GER was considered if 

percentage of time pH <4 (PT<4) was >5%. Cisapride was given 0.2mg/kg/bw/24 hour in for 

divided doses for 3 months. No adverse reaction to drug was noticed (biochemical or on ECG 

traces), excepted in 3 patients loose stools. In most of patient there was clinical improvement 23 

(no attack, or less frequent one), in others trere was no effect.  

{ Results:} There was significant statistical difference with Wilcoxon signed rank test (p<0.06) 

for the following parameters: number of reflux episodes(NRE) before treatment 324. 43±153.24, 

and after 99.07±49.19, PTpH<4 15.6±3.51 and after 4.60±2.73, acid reflux area (ARA) 

185.41±47.21 after 69.14±47.23, reflux index(RI) 14.71±6.91 after 4.27±2.13, and oscillatory 

index (OI) 8.26±4.23 after 2.11±1.41. 

{ Conclusion:}  We found for the most of parameters of C24hpHM to improved after treatment 

with a prokinetik drug (cisapride), especially for NRE, OI and PTpH<4. It is proof that 

respiratory disease is caused by GER, and treatment of GER could treat respiratory disease or 

improve its syptoms (to decrese number of hospitalisations, number of wheesing attacks, 

improve quality of life). }" "EVALUATION OF TREATMET OF GASTROESOPHAGEAL 

REFLUX WITH CISAPRIDE IN CHILDREN WITH CHRONIC RESPIRATORY DISEASE 

BY COMPUTED 24 HOUR PH MONITORING"  
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\i 1st Paediatric Clinic, Masaryk University, Brno, Czech Republic GORD is known as the one 

of the primary causes of the chronic cough(CC) and is also present in patients with asthma 

bronchiale (AB). Cisapride(CIS) is the essential medication for treatment of GORDin 

children.The prokinetic treatment may distinguish GORD related cough from allergy related 

cough in asthmatic children.  

{ Aim of the study:} Assess clinical efficacy of cisapride as a monotherapy in children with CC 

and GORD in comparison with the asthmatic children with GORD and CC whom the CIS was 

added to the basic antiasthmatic medication.  

{ Methods:} 73 children, age 2-18 years, confirmed GORD by 24-hour oesophageal pH 

monitoring and treated with CIS for 6-9 months, 0,2 mg/kg qid. 41 children (group CC) with 

isolated nonproductive CC (age 7,4 ± 3,0), and determined as the non-responders to the current 

therapy. 32 children(group AB) with AB(age 9,7 ± 4,0). Imunodeficiencies were excluded. The 

diagnosis had been established at least 1 year before starting the treatment with CIS. The efficacy 

of CIS therapy was assessed as the absence of the CC or the AB symptoms after 1 year.  

{ Results:} The efficacy of CIS was 80% (n=33/41) of children in CC group. In group AB 

disappeared chronic cough in 56% (n=18/32) of children, p < 0,02, and AB symptoms completly 

disappeared in 6% (n=2/32) of children, p < 0,0001, compared with the complete recovering in 

CC group.  

{ Conclusion:}The clinical efficacy of cisapride in CC children with GORD reached 80% and is 

significantly higher in children with isolated nonproductive CC in comparison with the asthmatic 

children with CC. In AB children with GORD and chronic cough cisapride can diferenciate 

children with GORD related cough. Some of AB children fully respond to cisapride treatment. }" 

"THE EFFICACY OF CISAPRIDE IN CHILDREN WITH GORD AND CHRONIC COUGH 

IN COMPARISON WITH CHILDREN TREATED FOR GORD AND ASTHMA 
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The aim of this prospective study was to evaluate the long term results of laparoscopic Nissen 

fundoplication (LNF) stratifiated for neurological status: neurologically normal (NN) or 

neurologically impaired children (NIC).  

{ Methods:} Among 115 children who underwent LNF from July 1992, 94 (48 NN, 46 NIC) 

with a follow-up longer than 15 months were included. The median age at operation time was 45 

months (1-243) and the median weight 12.9 kg (3.4-38). All these children had gastro-

oesophageal reflux disease (GORD) refractory to medical treatment. In 31 children (26 NIC, 5 

NN), LNF was performed with simultaneous percutaneous endoscopic gastrostomy (PEG). Post-

operative evaluation by physical examination, 24 h pH monitoring, upper gastrointestinal 

contrast (UGIC) at 3, 15 and 60 months after LNF was systematic. Symptomatic children with at 

least one abnormal exam were considered as recurrent GOR.  

{ Results:} No peri-operative mortality. Median follow-up was 48 months, 10 children died (9 

NIC, 1 NN) of causes unrelated to operation or recurrent GOR. Twelve children (12.7%) had 

documented recurrent GOR without any difference between the 2 groups (9 NN, 3 NIC). Median 

delay of recurrence was 10.5 months (3-15), 6 were re-operated. PH results improved 

significantly 3 and 15 months after LNF compared to the pre-operative period: median 10.3 {\i 

vs} 2.1, p < 000.1) without difference between the 2 groups. 

{ Conclusion:}  With 85% asymptomatic children 48 months after surgery, LNF is as effective in 

NN as in NIC. }" "LONG TERM EVALUATION OF LAPAROSCOPIC NISSEN 

FUNDOPLICATION IN NORMAL AND NEUROLOGICALLY IMPAIRED CHILDREN"  
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Lansoprazole (Lan) is a proton pump inhibitor largely used in adults at a daily dose of 30 mg (17 

mg/m{\up6 2}). Data are very limited in children concerning the dose required as well as 

pharmacokinetics (PK) and efficacy. The present study was designed to determine the optimal 

dose, the pharmacokinetics and the efficacy of Lan in pediatric pts with esophagitis. Twenty-

three pts (12 girls) aged 4 mths to 13 yrs (median 3.5 yrs), with normal liver and renal functions, 

with esophagitis (grade (gr) I n= 10; II n= 11; III n=1; IV n=1) were studied. The protocol was 

approved by the Local Ethics Committee and an informed written consent was obtained from all 

the parents. After enrolment in the study, 17 mg/m{\up6 2} of Lan was given once daiy at 8 a.m. 

At day 7, a 24-hr intragastric pH and a pharmacokinetic study of Lan were performed. The daily 

dose was considered as correct if the gastric pH was >3 during more than 65% of time. If this 

percentage was lower, the dose of Lan was doubled and at day 14, a second 24-hr intragastric 

study was performed. If the gastric pH was >3 during less than 65%, the pt was excluded. In all 

the pts in which the dosage of Lan achieved 65% of time of gastric pH >3, the treatment was 

administered during 4 wks and an endoscopic control was performed. Plasma concentrations of 

Lan were measured by HPLC.  

{ Results:} With 17 mg/m{\up6 2} (equivalent to 0.73mg/kg, range 0.54 - 0.91), 9 (39%) pts had 

a gastric pH>3 during more than 65% (Group 1). Among the 14 pts which received the doubled-

dose (Group 2), 6 responded correctly with 30.4 mg/m{\up6 2} (1.44 mg/kg, range 1.18-1.66). 

After 4 wks of treatment, esophagitis healed in 12/15 pts (80%). Two pts with gr I esophagitis 

were excluded during the study and one pt with gr II esophagitis did not improve. In the 23 pts, 

the plasma concentration versus time curves showed a rapid elimination of the drug (t{\dn6 1/2} 

0.8 h). AUC (mean, SEM) was 1178±1295 ng*h/ml. Comparison of PK parameters between 

group 1 and group 2 showed a difference in Cmax (ng/ml) 641±136 vs 350±75 (p=0.01), 

Clearance (l/h/kg) 0.76±0.25 vs 2.55±0.73 (p=0.03) and AUC (ng*h/ml) 2035±559 vs 627±138 

(p=0.04). The age of the pts was not different in groups 1 and 2. No adverse event was noted 

except abdominal pain in one girl. 

{ Conclusion:}  Lan is safe and effective in children. The dose required is variable. Sixty-five 

percent of children were correctly treated with mean dose of 1 mg/kg. Variation of the dose 

required between pts seems related to PK. }" "LANSOPRAZOLE IN CHILDREN: EFFECT ON 

24-HOUR INTRAGASTRIC PH, PHARMACOKINETICS AND EFFICACY IN PEPTIC 

ESOPHAGITIS"  
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{ Aim:} To investigate the efficacy and tolerability of Pantoprazole (PANTO) 20 mg s.i.d. in 

children with GORD Ic/II to reduce the oesophageal acid exposure time (pH < 4), to increase 

gastric time with pH > 3 and 24 hour median intragastric (IG) pH in an open, phase II trial.  

{ Methods:} Eleven (11) patients 6 M/5 F, mean age 9.36 years (range 6-13), weight 32 Kg ± 

8.61 (range 20-40) received a dose of 20 mg PANTO (0.5-1.0 mg/kg/day) before breakfast for 28 

days. Initial endoscopy w/Savary-Miller classification and histology were followed by a 24 hour 

ambulatory pH metry (Synectic Medical\'ae micro digittrapper 4 MB starter kit w/2 pH canal, 

mod: 80-64200) with an antimony pH probe placed 5 cm above and below the L.E.S. (basal and 

on day 28). Patients with a 24 hour intraoesophageal (IO) pH metry with 5% or more of the time 

with a pH < 4 were included. All patients (11) finished the study (ITT), but seven (7) were 

considered per protocol (PP).  

{ Results:} This ongoing trial shows results as follows: 

\tx1050\tx2175\tx3390\tx4200\tx5325\tx6540\tx6945\tx8150\fs4 \ul \tab \tab \tab pH Metry 

Median ITT n: 11 Median PP n: 7 Basal Day 28 P Basal Day 28 \tab \tab IO % 9.3 1.5 0.013 7.6 

1.5 0.042 pH < 4 (5.0-41.4) (0.1-16.9) (4.8-41.4) (0.4-16.9) IG % 18.3 39.2 0.012 17.5 40.6 

0.017 pH > 3 (1.3-47.9) (20.5-84.3) (6.7-23.9) (20.5-80.9) 24 H. IG 2.0 3.4 0.026 2.2 3.7 0.017 

pH (0.7-3.9) (1.0-5.1) (1.7-2.9) (2.7-5.1) \tab \tab d\fs20 Epigastric pain was relieved in 60%. 

Complete endoscopic healing rate of 57% after 4 weeks therapy was observed. No serious 

adverse events were reported and no relevant changes in the hematologic, renal or hepatic 

laboratory parameters were observed after therapy.  

{ Conclusions:} PANTO 20 mg/day is safe and well tolerated in children with GORD. Larger 

series should confirm these results. In children being fast metabolizers of PPIs, PANTO 20 

mg/b.i.d. could also be tested. }" "EFFECTIVENESS OF PANTOPRAZOLE 20 MG/DAY IN 

CHILDREN WITH GORD Ic/II (VANDENPLAS CLASSIFICATION) ``24 HOUR 

AMBULATORY pH METRY PROFILE"  
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One week tri-therapy with omeprazole (O), amoxicillin (A) and clarithromycin (C) is the 

standard treatment for the eradication of Helicobacter pylori (Hp) in adults.  

{ Aim} of this multicenter, prospective, randomised, double-blind study was to evaluate the 

improvement of efficacy by the adjunction of omeprazole to a dual antibiotherapy (AC) in the 

treatment of Hp gastritis in children.  

{ Methods:} 46 children were included (mean age: 9,9 years). Inclusion criteria were: age 3-17 

years, non ulcer dyspepsia, HP infection verified by histological assessment and/or 

microbiological culture, written informed consent of parents. The doses of the randomised 

treatment were calculated according to bodyweight and taken twice daily for 7 days: either 1) 

OAC (omeprazole 10 mg or 20 mg bid + amoxicillin 25 mg/kg or 750 mg or 1000 mg bid + 

clarithromycin 7.5 mg/kg or 500 mg bid) or 2) AC: placebo bid + same antibiotherapy. Hp status 

was assessed at inclusion by endoscopy; 13C urea breath tests (UBT) were performed twice, at 1 

to 5 days and at 4 to 6 weeks after therapy.  

{ Results:} Similar minor adverse events (not related to O) occurred in both groups. Intent to 

treat (ITT) and per protocol analysis (PP) (n= 36 patients due to major violation or final Hp 

status missing) are shown below: \tx1200\tx2055\tx2835\tx4200\tx4695\tx8150\fs4 \ul \tab 

Eradication OAC AC Difference p (95% CI) ITT 16 /23 3/23 70 % 13 % 56 % (29-84) 0.0002 

PP 11/16 3/20 69% 15% 54% (32-87) 0.0017 d\fs20 

{ Conclusion:}  These results stress the important role of omeprazole for a successful eradication 

of Hp gastritis in children using a one week OAC triple therapy scheme. }" "ERADICATION 

RATE OF HELICOBACTER PYLORI GASTRITIS IN CHILDREN IS IMPROVED BY 

ADJUNCTION OF OMEPRAZOLE MUPST TABLETS TO A DUAL ANTIBIOTHERAPY"  
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{ Background:} There is no defined treatment for eradication of H.pylori in children. Moreover, 

proton pump inhibitors (PPI) are not available for regular use in paediatric patients, and therefore 

the experience is limited.  

{ Aims:} The aim of this study was to evaluate the efficacy of two PPI-based tripple therapy 

regimens in symptomatic H.pylori positive (by culture, histology and C13-UBT) children.  

{ Methods:} 37 consecutive H.pylori positive patients were randomly assigned to one of two 

tripple therapy groups. Group A (17 patients, mean age 13 y) received azithromyicin for 5 days, 

pantoprazol for 10 days and metronidazol for 10 days. Group B (20 patients, mean age 12 y) 

received pantoprazol, amoxicillin and metronidazol for 10 days. The efficacy of treatment was 

assessed by C13-UBT 4 weeks after completion of therapy, while susceptibility was determined 

by E-test.  

{ Results:} Eradication has been achieved in 12/17 patients in group A (70%) and in 19/20 

patients in group B (95%)(p<0.01). There were no side-effects of either treatment regimen. All 

H.pylori strains were sensitive to amoxicillin, while primary resistance to both azithromycin and 

metronidazol was deteremined in 5/19 isolates (26%). 

{ Conclusion:}  The efficacy of eradication was significantly better in group B receiving 

amoxicillin, metronidazol and pantoprazol compared to paediatric patients receiving 

azithromycin, metronidazol and pantoprazol. }" "ERADICATION OF HELICOBACTER 

PYLORI IN CHILDREN: PROSPECTIVE RANDOMIZED STUDY OF TWO PPI-BASED 

TRIPLE THERAPIES"  
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The aim of the study was to search for fungi and characteristic strains isolated from various 

ontocenoses of the digestive tract in children infected by {\i Helicobacter pylori.} The study was 

conducted in 56 children. During endoscopy the contents of the oesophagus, stomach and 

duodenum were collected with aseptic catheters, and additionally washings from the oral cavity 

and anal swabs or samples of faeces were taken. Materials were inoculated on Sabourauds 

media. The axenic fungal strains were assessed by own methods and Unified tests 

(bioM\'e9rieux: API 20 C, API 20 C AUX, API ZYM). Then, enzymograms and biotypes (own 

systems) were determined for all strains basing on the activity of 19 hydrolases. Hp was detected 

by 3 standard methods. Among 56 studied children, the presence of fungi was found in 48 cases 

(83.3 ± 5.4%). In the majority of children (85.7 ± 4.7%) mycotic invasions were multifocal. 6 

species of {\i Candida} were found: {\i C. albicans, C. kefyr, C. famata, C. glabrata, C. guillier-

mondii, C. tropicalis.} In {\i C. albicans} we have identified 5 codes, 11 different types of 

enzymograms and 9 biotypes. High activity of several hydrolases (leucine arylamidase, 

phosphatase acid) for group strains of isolated from children with Hp were stated. The 

prevalence of fungi in the upper alimentary tract in children infected by Hp was high (73.9 ± 

6.3%).  

{ Conclusions:} In spite of the reperated typical morphological features of {\i C. albicans} 

strains, there are significant biochemical intraspecies differences. The characteristics of fungi is 

very important for correlation analysis of strains isolated from the digestive tract in children 

without and with Hp infection. }" "SPECIES AND INTRASPECIES FEATURES OF FUNGI 

STRAINS ISOLATED FROM DIGESTIVE TRACT IN CHILDREN WITHOUT AND WITH 

HELICOBACTER PYLORI"  
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{ Aims and Background:} Hepatopulmonary syndrome(HPS) is defined by triad of chronic liver 

disease, arterial hypoxaemia, and intrapulmonary vascular dilatation.Presence of HPS in 

pediatric age group is an indication for liver transplantation.We investigated the presence of HPS 

in 25 children(13 boys and 12 girls)with cirrhosis(Child-Pugh grade A 8, grade B 10, and grade 

C 7).  

{ Methods:} They underwent detailed clinical, x-ray chest, ECG, and contrast enhanced 

transthoracic Doppler Echocardiographic examination using saline, results were compared to 

group of 8 healthy children serve as control.  

{ Results:} Children with cirrhosis have increased heart rate, decreased mean arterial blood 

pressure, peak velocity of aortic blood flow, and increased cardiac output that is statistically 

significant(p < 0.03, p < 0.003, p, 0.002, and p, 0.03) when compared to controls.Contrast 

enhanced Echo was positive in 4 patients with arterial Po2 < 70 mmHg (Child-Pugh grade C): 

HPS+ve group, and was negative in all other patients whome arteial Po2 > 70 mmHg(Child-

Pugh grade A=8, grade B=10, grade C=3): HPS-ve group. When compared to controls, HPS+ve 

group have statistically significant increase in Echo-derived aortic diameter (p<0.004)and 

cardiac output (p, 0.006). Also, there is significant difference as regards age (p, 0.01), Echo-

derived aortic diameter (p, 0.004) and cardiac output (p, 0.001) between HPS group and rest of 

patients. 

{ Conclusion:}  Children with cirrhosis have hyperdynamic circulatory status as evidenced by 

decreased mean arterial blood pressure and increased cardiac output. Contrast enhanced Echo is 

a sensitive as well as specific tool to diagnose HPS in children. HPS in children is associated 

with advancement in age and in Child-Pugh grading. }" "HEPATOPULMONARY 

SYNDROME IN CHILDREN WITH CIRRHOSIS:ECHOCARDIOGRAPHIC FINDINGS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.1151#" " Abstract: P.1151 0 Citation: Gut 2000; 47(Suppl III): 

A286 SYMPTOMATIC FASCIOLA HEPATICA INFECTION IN PERUVIAN CHILDREN  

L. Favennec
1
, J. Jave{\up6 2}, N. Lopez{\up6 2}, A. Ayoub{\up6 3}, N. Balling{\up6 3}, G. 

Gargala
1
  

\i 
1
 Aden,Chu, Rouen, France; {\up6 2} Regional Hospital Cajamarca, Cajamarca, Peru; {\up6 3} 

London School Of Tropical Medicine And Hygiene, London, England  

Children are considered poor ultimate hosts for Fasciola hepatica, and few reports are available 

on children fascioliasis, which is sometimes believed to be asymptomatic. In this study, 3,187 

children living in the endemic area of Cajamarca in Northern Peru were screened for Fasciola 

hepatica from November 1999 to March 2000. For each patient, a single stool specimen was 

subjected to a direct examination, and after concentration using a cup sedimentation technique. 

Egg-counts were performed using the Kato-Katz kit. Fifty children in age from 2 to 11 years 

(mean = 8.1 years) showed eggs of Fasciola hepatica in their stools. Mean egg count was 675 

eggs per gram of feces (range = 24-3888). Egg count was over 1000 eggs per gram of feces, in 

13 children. All 50 children with eggs in their stools were found symptomatic including 

abdominal pain in 46 subjects, headache in 24, diarrhea associated with dyspepsia in 23, nausea 

in 17, loss of weight in 16, anorexia and fatigue in 14 patients for each respectively, fever in 11, 

vomiting in 9, hepatomegalia in 6, jaundice in 5, and pruritus in 3. Data indicate that fascioliasis, 

may present with heavy parasite loads, and is associated with significant clinical symptoms in 

Peruvian children. }" "SYMPTOMATIC FASCIOLA HEPATICA INFECTION IN PERUVIAN 

CHILDREN"  
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In Bulgaria hepatitis C (HC) is relatively rare cause of chronic liver disease in childhood - 

transfused pts. (hemophilic) or intravenous drug abusers. Studys aim was to evaluate the efficacy 

of treatment: 1/ with recombinant interferon alfa 2b (INF) or 2/ INF+ Ribavirin (R) for 6-12 

months in children with HC In 1998-2000 6 children (all boys) with a mean age of 8,9 (3-18 

years) with chronic C were treated with INF: 2 pts. with INF 5 MU/m2 daily for 2 weeks, then 

this dose 3 times a week, subcutaneously for 6 months and 4 pts. with INF (the same scheme)+ R 

(15mg/kg/24h) for 9 months. Chronic hepatitis C was diagnosed by clinical, laboratory (elevated 

aminotransferases), serological test (HCV antibody (+)), HCVRNA (+) tests, histological 

findings of chronic persistent hepatitis in 3/3 cases. At 1 week intervals during the treatment, 

each pts. was teasted for hemoglobin, leucocytes, granulocytes, platelet cells, at 2 weeks 

intervals - for aminotransferases. There were clinical and laboratory (+serologic, + HCV RNA) 

controls after the end of the treatment. The pts. treated with INF had only biochemical response. 

The 3/4 pts. treated with INF+R had biochemical and virologic response. A transient influenza-

like syndrome (fever, myalgia, malaise, headache) was observed in all treated pts. during the first 

1-2 weeks. Temporary dosage changes were necessairy in 2 pts. for uncomplicated neutropenia. 

Moderate leukopenia was observed in all pts. One pts. had an episode of febrile convulsion. No 

thrombocytopenia or anaemia were observed. In conclusion the treatment with INF alfa of HCV 

in children leaded to partial response. Complete response was observed more often in cases 

treated with INF alfa + R. INF alfa & R were generally well tolerated in children and 

adolescents. }" "INTERFERON ALPHA AND RIBAVIRIN THERAPY IN CHILDREN AND 

ADOLESCENTS WITH CHRONIC HEPATITIS C (PRELIMINARY STUDY)"  
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{ Aim:} To evaluate the effectiveness of alfa-2 interferon (INF) in acute hepatitis B(AHB)in 

children. Materials and methods. 178 children with AHB were observed. 120 (67.4%) children 

had moderate, 44 (24.7%) - severe and 14 (7.8%) - cholestatic forms. Symptoms, common 

bilirubine (CB) and ALT dynamics,seroconversion of HBsAg and HBeAg were studied in 

patients (ptns)alphabetically randomized into study group (``1) and control group (``2). 85 

children fall into ``1 and 93 - into ``2. Ptns in ``2 were on basic treatment, ptns in ``1 were on i/m 

INF (Reaferon-Latvia) 10,000-20,000 MU/kg for 10 days initiated on first days of jaundice in 

addition to the basic therapy.  

{ Results:} In ``1 ptns with moderate course CB declined from 120.9 (95% CI 99.3-142.5) to 

36.1(95%CI 27.9-44.3) mmol/l during 17-20 days from the initiation of the treatment, and in ``2 

from 131.0 (95%CI 107.9-154.3) to 79.2 (95%CI 73.0-85.4)respectively (p <0.001). In severe 

course in ``1 CB declined from 189.3 (95%CI 160.9-217.3) to 32.4 (95%CI 23.8-42.0) in 17-20 

days, and in ``2-from 173.9 (95%CI 152.3-195.5) to 74.1 (95%CI 63.7-84.5) respectively 

(p<0.001). In ``1 ALT declined from 6.8 (95%CI 6-7.6) to 1.0 (95%CI 0.68-1.32) mmol/hl.,in 

27-30 days from initiation of treatment, and in ``2-from 6.6 (95%CI 6.0-7.2)to 1.8 (95%CI 1.66-

1.96) respectively (p<0.05). In 5.3% (95% CI 1.3-9.3) ptns of ``1 prolonged hepatitis had formed 

in 3 months and in 18.0% (95% CI 8.2-28.8) - in 2 (p<0.05). HBsAg disappeared in 54 from 57 

ptns who came for follow-up in ``1 and 41 from 50 in ``2; OR=3.95 (0.90<OR  
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{ Purpose:} Prospective comparison of the imaging techniques thoracic computed tomography 

(TCT), positron emission tomography (PET) and endosonography (EUS) in the detection of 

mediastinal lymph node metastases in patients with lung cancer.  

{ Methods:} TCT, PET and EUS were performed to diagnose mediastinal metastases in 25 

consecutive patients of lung cancer, which were potentially operable. Cytology or surgical 

histology confirmed the diagnoses. Eighteen patients had non small-cell lung cancer (NSCLC), 5 

small-cell and 2 mixed type. Three patients with extensive metastases were excluded from 

analysis.  

{ Results:} The mean age of the study group was 62 years (46-78 years, 17 males, 8 females). 

TCT, PET and EUS detected mediastinal lymph nodes in 13, 12 and 20 patients, respectively 

(sensitivity: 69%, 69%, 100%; specificity: 67%, 83%, 83%, accuracy: 68%, 73%, 95%, 

respectively). Results of PET could be improved when combined with TCT (sensitivity 83%, 

specificity 100%, accuracy 88%). The lower specificity of EUS (83%) could be improved by a 

simultaneous fine-needle aspiration cytology (EUS-FNA) (100%), which enabled tissue 

diagnosis, without any complication. On detailed statistical analysis EUS was found to be the 

most useful single imaging. 

{ Conclusion:}  As no single imaging method is conclusively diagnosing mediastinal metastases, 

tissue diagnosis is imperative. Due to the possibility of EUS-FNA during the same session, EUS 

seems to emerge as the most useful technique in the evaluation of the mediastinum for 

metastases of lung cancer. Additional TCT is necessary to evaluate the pretracheal region as well 

as the rest of the thorax. }" "COMPARISON OF COMPUTED TOMOGRAPHY, POSITRON 

EMISSION TOMOGRAPHY, ENDOSONOGRAPHY AND EUS-FNA IN MEDIASTINAL 

LYMPH NODES"  
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A computer interface in command of a mechanical system (robot) allows: to recuperate a number 

of lost degrees of freedom, thanks to intra-abominal articulations; to obtain better visual control 

of instrument manipulation thanks to three-dimensional vision; to modulate the amplitude of 

surgical motions by downscaling and stabilisation; to work at a distance from the patient. These 

advances allow improved the quality of surgical tasks, not the least because of markedly better 

ergonomics. The first robot assisted procedure in man was performed in March 1997 by our 

team. 78 patients underwent robot assisted laparoscopic surgery: between March 1997 and 

January 2000 a non consecutive series was performed of 24 antireflux procedures, 29 

cholecystectomies, 9 tubal repermiabilisations, 4 gastroplasties for obesity, 3 inguinal hernias, 2 

arteriovenous fistulas, 3 trans-rectal procedures, 1 lumbar sympathectomy, 1 hysterectomy, 1 

laryngeal exploration and one varicocelectomy. The robot (Da Vinci system, Intuitive Surgical, 

Mountain View, Ca) consists of a console and a tower that supports three articulated robot arms. 

The surgeon is sitting in front of the console. He manipulates joystick like handles while 

observing the operative field through binoculars that provide a three-dimensional picture. This 

computer is capable of modulating these data by eliminating physiologic trembling and by 

downscaling the amplitude of motions by a factor 5 or 3 to one. 

\tx2145\tx3105\tx4590\tx5505\tx8150\fs4 \ul Procedure Number Median op time Median hosp in 

minutes time in days \tab \tab \tab \tab Cholecystectomy 29 64 (20-135) 1 (1-7) Nissen 24 90 

(54-270) 2 (1-4) Tubal reanastomosis 9 144 (109-244) 1.5 (1-2) Gastroplasty 4 100, 90, 60, 55 2, 

2, 2, 2 Ing Hernia 3 60, 50, 79 1, 1, 1 Intrarectal procedure 3 60, 70, 60 1, 1, 2 Hysterectomy 1 

120 3 Appendectomy 1 40 2 Laryngoscopy 1 30 1 Varicocele 1 27 1 Lumbar Sympathectomy 1 

40 5 \tab \tab \tab \tab d\fs20 This study has demonstrated the feasibility of several robotic 

procedures. Morbidity and hospital stay were within acceptable limits. The system seems the 

most efficient for intra-abdominal microsurgery or for manipulations in a very small space. 

Optimised ergonomics together with increased motility of the instrument tips are beneficial in 

many abdominal surgical procedures. }" "FEASIBILITY OF TELESURGERY IN 

LAPAROSCOPIC PROCEDURE IN 2000"  
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{ Background:} By using a pediatric endoscope, esophagogastroduodenoscopy (EGD) can be 

performed through nasal route in adults. In order to evaluate this new procedure, we conducted a 

large prospective study to evaluate the feasibility and tolerance of diagnostic transnasal EGD in 

daily practice and to analyze the factors influencing its feasibility.  

{ Methods:} To assess its feasibility, unsedated transnasal EGD was attempted in 1,000 

consecutive patients. Two Olympus endoscopes were used: a 6.0-mm pediatric videoendoscope 

and a 5.3-mm diameter pediatric fiberscope. Patients with previous experience of peroral EGD 

were asked about their preference.  

{ Results:} Transnasal EGD was feasible in 93.7% of the patients. In 62.5% of the cases of 

failure, endoscopy was immediately conducted passing the endoscope through the mouth. The 

only side-effects observed were epistaxis (1.6%), vaso-vagal reaction (0.3%) and nasal pain 

(1.5%). Biopsy specimens were taken in 43% of the patients. The causes for failure were refusal 

(20%), nasal pain (5%) and transnasal insertion failure (75%). Feasibility of transnasal EGD was 

related to both sex and endoscope diameter, but not to patient age (< or > 35) or endoscopist 

experience (junior or senior). Thus, female sex and large endoscope diameter (6.0-mm) were 

significant predictive factors of procedure failure. The failure rate of transnasal procedures was 

3.5% in men, versus 12% in women, and 4.1% using the 5.3-mm diameter endoscope versus 

17% using the 6.0-mm diameter endoscope (p<0.05). 90% of the patients with previous 

experience of peroral EGD did prefer transnasal EGD.  

{ Conclusions:} Transnasal EGD is feasible in daily practice of diagnostic EGD, with rare side-

effects, and prefered by patients. Feasibility of transnasal EGD is reduced in women and when 

using a 6.0-mm diameter endoscope. }" "PROSPECTIVE EVALUATION OF DIAGNOSTIC 

TRANSNASAL ESOPHAGOGASTRODUODENOSCOPY IN DAILY PRACTICE: RESULTS 

FROM 1,000 CONSECUTIVE PATIENTS"  
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E2 A CLOSE LOOK TO ENDOSCOPIC PERCUTANEOUS JEJUNOSTOMY: 

INDICATIONS AND TECHNIQUE  

D. Mentges, U. Schrimpf, H. Schimmel, K.E. Grund  

\i Surgical Endoscopy, Dept. of Gen. Surgery, Eberhard-Karls-University, Tuebingen, Germany  

While percutaneous endoscopic gastrostomy today is a well established method for enteral 

nutrition, direct puncture of the jejunum is rarely performed even in large endoscopic units. 

Direct puncture of the Jejunum for percutaneous enterostomy is indicated, if because of a 

previous esophageal or gastral operation the stomach is no longer accessible (esophagectomy, 

partial or total gastrectomy etc.), if the stomach cannot be punctured due to extensive tumor or if 

esophageal leakage (anastomotic insuffiency, perforation or fistula) occurs. Other indications 

(large upper abdominal tumour mass) are rare. The standard equipment for PEG can be used, 

application of spasmolytic medication and careful examination of the abdomen for 

transillumination is obligatory. To prevent the needle from slipping out of the bowel after 

puncture it should be hold tight by an alligator grasper Endocopic and/or x-ray-control of the 

interior plate is mandatory after pull-through. From 1/1990 to 6/2000 131 endoscopic direct 

punctures of the jejunum have been successfully performed. Technical failure was seen in 12.6% 

(19/150), multiple attempts were necessary in 13% (17/131). Mild complications occured in 

9.2% (12/131), 5.2% (4/131) of the patients suffered from local peritonitis. 5.2% (4/131) had to 

be reoperated due to severe complications. 2 Patients died of complications (1.5%). Although the 

complication rate in EPJ is higher than in PEG, the number of severe complications can be 

reduced by careful investigation of indication and correct technique. In comparison to open 

operative techniques endoscopic direct puncture of the jejunum represents an important 

alternative method with low to moderate risk, especially with regard to cachectic tumor patients, 

multimorbid or postoperative and polytraumatized patients. }" "A CLOSE LOOK TO 

ENDOSCOPIC PERCUTANEOUS JEJUNOSTOMY: INDICATIONS AND TECHNIQUE"  
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E2 VARIABLE STIFFNESS COLONOSCOPE VERSUS STANDARD COLONOSCOPE: 

RESULTS OF A EUROPEAN MULTICENTER RANDOMIZED STUDY  
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Variable stiffness function on colonoscope permits to easily stiff inserting part of the scope on 

request. Variable stiffness scope (VSS) combines the advantages of stiffness to avoid loop 

formation and of softness to limit traumatism. A study was conducted to quantify the role of VS 

function.  

{ Methods:} 1200 patients (pts) referred for colonoscopy and without previous colorectal 

resection were randomized by 6 european centers (200 pts/center) to have colonoscopy using 

either VSS (Olympus CF-Q140AYI/L) or standard scope (CF-Q140I/L or CF-140I/L).  

{ Results:} Both groups were matched for age (mean: 56.7 y), gender (female: 47%), body mass 

index, operators experience (<300, 300-1000, 1000-5000, >5000 coloscopies), technique (4 

hands: 44%), diverticulosis rate. In the group VSS, the VS function was employed in 68% of pts. 

The success rate to reach the caecum was higher with VSS (93.6% vs 92.1%) but this difference 

was not statistically significant (NS). For less experienced endoscopists, figures were 97.1% for 

VS and 91.2% for standard (NS). The time to reach the caecum was shorter with VSS (9.6 min 

vs 10.6 min) (p < 0.01). This was also observed for more experienced operators (p < 0.01). The 

need for external abdominal pressure was reduced in the group VSS (57.6% vs 70.6%, p < 0.01). 

Patient position change was required in 45% of case for VSS and in 50.8% for standard scope 

(NS). The length of scope inserted at the maximum or in the caecum was diminished with VSS 

(NS). Pain was recorded by a visual analog scale for unsedated pts (400 pts): pain was reduced 

with VSS (2.77 vs 2.92, NS). When used, VS function was found effective by the operators in 

70% of pts. Operators experience, body shape, technique (2 vs 4 hands) and diverticulosis had no 

influence on the comparative results. No side-effects due to the procedure itself were reported. 

{ Conclusion:}  VS function is helpful to reduce the time to reach the caecum and the need for 

abdominal pressures during colonoscopy. VS function does represent a promissing technology. 

}" "VARIABLE STIFFNESS COLONOSCOPE VERSUS STANDARD COLONOSCOPE: 

RESULTS OF A EUROPEAN MULTICENTER RANDOMIZED STUDY"  
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The laparoscopic surgical treatment of gastro-esophageal reflux disease (GERD) is, at present, 

well established and gives satisfactory results in about 90% of the patients. The surgical 

treatment of complicated cases (i.e.: strictures, brachiesophagus) is, however, more cumbersome. 

Lengthening procedures of the esophagus (Collis gastroplasty) have been used in such cases, in 

association to complete (Collis-Nissen) or partial (Collis-Belsey, Collis-Toupet) fundoplication, 

usually through a left thoracotomic approach. The increasing experience with the laparoscopic 

treatment of uncomplicated GERD patients has stimulated the application of this access also to 

complicated cases. The video shows the technique of the laparoscopic Collis-Nissen 

fundoplication. After the usual steps for an anti-reflux operation (reduction of the hernia and 

isolation of the diaphragmatic crura, mobilization of gastric fundus by means of short gastric 

vessels division) the lengthening procedure of the esophagus is performed. After the introduction 

of an endoesophageal 50 F dilator in order to prevent narrowing of the lumen, a hole is 

performed through the anterior and posterior gastric wall by means of a 21 mm circular stapler 

(ECS 21, Ethicon) introduced through an additional port in the right upper quadrant. Through 

this hole, the tubulization of the gastric fundus is performed with a linear cutting endo-stapler 

(Multifire 60, Autosuture). After closure of the hyatus with two non-absorbable stitches, the 

gastric fundus is positioned posteriorly around the neo-esophagus, in order to obtain a complete 

360\'b0 posterior fundoplication (Collis-Nissen), secured anteriorly with two or three 2-0 nylon 

stitches. A drain is left for 24-48 hours, and the patient resume oral feeding on the 5{\up6 th} 

post-operative day, after a water-soluble contrast study. With this technique we recently operated 

7 patients with long lasting GERD, fixed hiatal hernia and esophageal stricture (one had 

scleroderma and 2 had a previous failed fundoplication). We did not record any complications, 

and short-term results show good control of reflux symptoms. In conclusion, Collis-Nissen 

operation can be performed through a laparoscopic access, and may represent a good option 

when the classic Nissen fundoplication cannot be completed laparoscopically. }" 

"LAPAROSCOPIC COLLIS-NISSEN FUNDOPLICATION FOR COMPLICATED 

GASTROESOPHAGEAL REFLUX DISEASE"  
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E2 PERCUTANEOUS ENDOSCOPIC GASTROSTOMY PLUS JEJUNAL TUBE (PEG+J) AS 
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\i Hospital Rio Carrion, Palencia, Spain  

{ Background:} Radiation enteritis is often a dramatic problem after radiation treatment of 

gynaecologic and pelvic malignancies. Surgical intervention of patients with bowel occlusive 

symptoms is often difficult and presents a high incidence of mortality and morbidity (10 & 

50%).PEG has been described as palliative treatment of small bowel occlusion in advanced 

malignancies. We describe a new approach in the treatment of radiation injured small bowel 

occlusive symptoms.  

{ Methods:}A 61 year old female patient was admitted to our Hospital with small bowel 

occlusion. External and local radiotherapy was given 5 years before because cervix carcinoma 

(Stage IIIb). Patient presented rectal bleeding in 1996 because of actinic proctitis. Nephrectomy 

was performed in 1998 after ureteral obstruction secondary to radiation injury. Several attempts 

to reinitiate oral feeding were made but the patient presented oral intolerance. A barium study 

showed jejunal narrowing with preestenotic dilation with 7cm width jejunal loops. A minimal 

amount of barium contrast reached the caecum PEG+J was performed under conscious sedation 

without complications. Enteral nutrition was given through the j-tube during 12 hours /day with a 

external pump. G tube was used to resolve occlusive symptoms. The patient was discharged and 

oral feeding was possible 1 month later. 

{ Conclusion:}  PEG+J can be a safe and effective endoscopic solution to an infrequent but 

serious problem, radiation enteritis, for which current standard managament (i.e. surgery) is 

unsatisfactory and risky. }" "PERCUTANEOUS ENDOSCOPIC GASTROSTOMY PLUS 

JEJUNAL TUBE (PEG+J) AS TREATMENT IN CHRONIC RADIATION ENTERITIS WITH 

OCCLUSSIVE SYMPTOMS"  
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{ Introduction:} Considering the colorectal carcinoma risk in patients with long-standing 

extensive ulcerative colitis (UC) and epithelial dysplasia as precursor lesion regular colonoscopic 

examinations with step biopsies are recommended. Areas with dysplasia may be small and very 

limited and they may be missed when taking biopsies. In areas with epithelial dysplasia an 

increased expression of carcino-embryonic antigen (CEA) can be observed. In a prospective 

study the ability of an endoscopic technique using locally applied fluorescein labeled antibodies 

for in vivo detection of dysplasia in UC-patients was examined.  

{ Methods:} In 11 patients with long-standing total UC the fluorescein labeld anti-CEA antibody 

was applied onto the surface of the colonic mucosa using an [Spr\'fchkatheter]. All patients were 

in remission. After 10 minutes incubation, specific fluorescence was visualized with a 

conventional colonoscope whose optical range was increased via two narrow band filters. 

Fluorescence guided biopsies were taken and immunohistochemical staining with anti-CEA 

antibody was performed. Additionally, step biopsies were taken for routine diagnostic.  

{ Results:} Seven lesions from 5 patients could be detected using fluorescence endoscopy: two 

lesions with increased inflammatory activity, two lesions with regenerative changes, two lesions 

with low grade dysplasia and in one case an UC associated colorectal cancer could be confirmed. 

No false negative fluorescence was found.  

{ Discussion:} Colorectal dysplasia and carcinoma in UC-patients might be detected by means of 

fluorescence endoscopy using an fluorescein labeled antiboy against CEA. An increased 

inflammatory activity or regenerative mucosal changes can lead to false positive results. Further 

studies are needed to demonstrate the effectiveness of this method in cancer surveillance of high 

risk UC-patients. }" "CONTRIBUTION OF FLUORESCENCE ENDOSCOPY USING AN 

ANTIBODY AGAINST CEA IN THE DIAGNOSIS OF DYSPLASIA IN HIGH RISK 

PATIENTS WITH ULCERATIVE COLITIS"  
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{ Aim:} Photodynamic diagnosis (PDD) is a resource with increasing impact for detecting 

dysplasia and early carcinoma in the GIT. The aim of this study was to investigate metabolic 

aspects of ALA induced PPIX in vitro.  

Methods: Three differently graded human colon carcinoma cell lines (SW480 [G3-4], HT29 

[G2], CaCo2 [G1-2]), and fibroblasts (N1) were incubated with ALA (3 h, 0-200 \'b5g/ml). PPIX 

accumulation was determined by flow cytometry and quantified by an extraction method. 

Ferrochelatase (FC) activity was measured by detection of induced PPIX fluorescence by flow 

cytometry after treatment with the specific iron chelating reagent desferrioxamine (DEF, 750 

\'b5M) in addition to ALA. Porphobilinogendeaminase (PBG) activity was quantified by 

incubating cell homogenisates with porphobilinogen under defined conditions following 

extraction of formed porphyrins. Intracellular iron content was determined with the iron 

chelating reagent ferrozine and absorption spectroscopy. Transferrin receptor (CD71) expression 

was measured by flow cytometry again, using indirect immunofluorescence labeling techniques. 

Results; All carcinoma cell lines showed higher PPIX-fluorescence and -content as N1 

fibroblasts. In plateau growth, low differentiated SW480 and moderately well differentiated 

HT29 showed a reduced iron content in addition to an unchanged FC activity. In contrast, CaCo2 

showed less reduction of iron but a significant increase in FC activity. Normal fibroblasts 

maintained high iron content as well as high FC activity. Low differentiated SW480 showed 

increased PBG activity, in contrast to HT29 (G2). For well differentiated CaCo2 PBG is 

independent of growth state. CD71 expression neither showed a correlation to PPIX 

accumulation, nor to proliferation.  

Conclusions: The established in vitro model well reflects the different fluorescence between 

tumor and normal tissue in vivo. The results indicate a strong correlation between tumor cell 

selectivity of PPIX fluorescence and PPIX metabolism. This work was supported by the 

Wilhelm-Sander-Stiftung (96.081.2) }" "TUMOR SELECTIVITY OF PHOTODYNAMIC 

DIAGNOSIS WITH 5-AMINOLEVULINIC ACID INDUCED PROTOPORPHYRIN IX IN 

THE GI-TRACT IS AFFECTED BY HEME METABOLISM - IN VITRO STUDY"  
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Bleeding gastric varices represent a major threat to life. The introduction of Histoacryl injection 

in the past few years has changed the notorious idea that bleeding from these varices is 

invariably fatal unless the patient is fit for surgery. This video presentation demonstrates the 

different types of gastric varices (junctional and fundal) and the subtypes of fundal varices 

(Spherical, linear, grape like, multiple and fundal varices with long tails), seen during endoscopic 

practice. It also demonstrates the methods of detection of gastric variceal bleeding seen directly 

(oozing or spurting), or evidence of recent bleeding (red or white clot or nipple sign). The 

endoscopic management of gastric varices is discussed with stress on the importance of 

Histoacryl injection in controlling bleeding and eradication of these varices. The technique of 

Histoacryl/Lipidol preparation and injection (starting proximally and from the upper part), and 

post injection assessment by palpation for any soft areas to be re-injected is shown in detail. 

Follow-up and re-evaluation are also covered. }" "ENDOSCOPIC MANAGEMENT OF 

GASTRIC VARICES"  
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{ Background:} Miniaturisation of electronic components might allow the development of a new 

type of wireless endoscopy. Advances in complementary metal oxide silicon (CMOS) 

technology allow high quality video images to be transmitted with much lower power 

consumption than with charge coupled devices (CCDs). Small bowel endoscopy is currently 

limited by problems of discomfort and failure to advance far into the small-bowel.  

{ Aim:} To develop and test wireless capsule endoscopy.  

{ Methods:} Using a CMOS imaging chip, miniature processor, white light emitting diode 

(LED) light source, short focal length lens, miniature transmitter and antenna powered by silver 

oxide batteries, a disposable, wireless capsule endoscope (Given\'ae ImagingM2A\'99) was 

constructed measuring 11 \'d7 30 mm.  

{ Results:} The video images were transmitted using a UHF radio-frequency signal at a rate of 

two frames per second to an array of aerials attached to the body which allowed image capture 

and were also used to calculate the position of the capsule in the body, which allowed image 

capture and were also used to calculate the position of the capsule in the body. The images were 

stored on a portable recorder carried on a belt and subsequently downloaded for analysis. The 

system allowed more than 5 hours of recording of images from the gastrointestinal tract. Live 

transmission of good quality video images were obtained for 6 hour periods in dogs. With ethical 

committee approval the first 15 human volunteer studies were performed. The capsule was easily 

swallowed by the volunteers and caused no discomfort whatsoever. The capsule, propelled by 

peristalsis, successfully transmitted video images from the whole of the small bowel and reached 

the caecum in often in under 2 hours. The image window remained clear through out the whole 

of the transmissions. Trigonometric analysis of signal strength allowed continuous monitoring of 

anatomical capsule position. Clear video images of the human small bowel were recorded from 

the pylorus to caecum. The capsules were retrieved intact. 

{ Conclusion:}  This study reports the development of a new type of endoscopy which for the 

first time allows painless endoscopic imaging of the whole of the small bowel for prolonged 

periods. Its development, testing and first application in man is described. }" "THE WIRELESS 

CAPSULE ENDOSCOPE"  
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{ Background:} Gastrointestinal disease often presents as iron deficiency anaemia (IDA) and 

The British Society of Gastroenterologists (BSG) has issued national guidelines to aid 

investigation. We not infrequently encounter iron deficiency (ID) without anaemia where there 

are no clear guidelines. We hypothesised that although the same pathologies are likely to 

underlie these patients they were less likely to be investigated.  

{ Aim:} To audit the investigation and underlying pathologies of ID compared to IDA. { 

Design:} Retrospective case-note audit of confirmed ID. { Subjects:} Patients 45 years and older 

with ferritin levels below the normal range (20mg/dl). { Method:} Cases were identified from the 

haematology computer. Using a proforma, gastro-intestinal investigations (upper and lower 

gastrointestinal endoscopy, barium studies and serology for coeliac disease), the investigating 

specialty and diagnosis were recorded. The two groups were compared using odds ratios (OR) 

with 95% confidence intervals (CI).  

{ Results:} 125 cases (87 female, 48 male) were identified, 58 with IDA and 67 with ID. The 

number of investigations performed, the numbers not investigated and diagnosis established are 

tabulated below. \tx660\tx1620\tx3015\tx4290\tx5115\tx8150\fs4 \ul \tab Number Number of 

Number not Diagnosis investigations investigated established (tests/pt) (%) (%) ID 67 51 (0.76) 

37 (55.2%) 20 (29.8) IDA 58 68 (1.17) 24 (41.4%) 26 (44.8%) d\fs20 Of the 127 patients, 28 

were under the care of a gastroenterology team. All 28 (100%) of these patients were 

investigated according to the guidelines. Of the remaining 99 patients only 44 (44.4%) were 

investigated for a cause. Although there is a trend for ID being investigated less thoroughly than 

IDA (OR 1.75 CI 0.86 to 3.56) this does not reach statistical significance and despite fewer 

investigations the odds of establishing a diagnosis did not differ statistically (OR 0.375 CI 0.25 

to 1.09). 

{ Conclusion:}  ID is associated with underlying pathology as frequently as IDA and should be 

investigated according to the BSG guidelines on IDA. The BSG guidelines do not appear to have 

disseminated beyond the gastroenterology community and, as the majority of IDA are managed 

by non-gastroenterologists, interventions other than guidelines may be required to change current 

practice. }" "AN AUDIT OF THE INVESTIGATION OF IRON DEFICIENCY AND IRON 

DEFICIENCY ANAEMIA"  
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Despite increased use of push-enteroscopy (PE), little is known regarding its clinical impact. The 

aim of this study was to evaluate the impact of PE on diagnostic and therapeutic management in 

patients with gastrointestinal bleeding of unknown origin.  

{ Methods:} Seventy patients (41 M, 29 F, mean age 56 y) referred for PE were included in this 

prospective study between May 1998 and March 2000. Indications for PE were overt GI 

bleeding in 42 patients (60%) and isolated iron deficiency anemia in 28 patients (40%). Before 

the procedure, the requesting physicians were asked to fill out a questionnaire listing the 

theoretical patient management plans (diagnostic procedures and/or treatment) as PE would have 

not been available. One month after PE, the same physicians were asked about: 1) the diagnostic 

procedures performed after PE, 2) the final diagnosis, 3) the impact of PE regarding changes in 

diagnostic and/or therapeutic management.  

{ Results:} Responses to the 2 questionnaires were obtained for all patients. The overall impact 

of PE (changes in the diagnostic and/or therapeutic management) was of 56% (n = 39). Results 

are showed in the following table. \tx3045\tx4395\tx5880\tx6945\tx8150\fs4 \ul PE All patients 

Overt intestinal Iron deficiency (n = 70) bleeding anemia (n = 42) (n = 28) \tab \tab \tab \tab 

Diagnostic yield 33% (n = 23) 38% (n = 16) 25% (n = 7) Impact on diagnostic management 54% 

(n = 38) 64% (n = 27) 39% (n = 11) Impact on therapeutic management 29% (n = 20) 31% (n = 

13) 25% (n = 7) Impact on patient global management 56% (n = 39) 67% (n = 28) 39% (n = 11) 

\tab \tab \tab \tab d\fs20 PE modified the therapeutic management in 27% (n = 19) (endoscopic 

treatment in 12 patients, surgery in 4 patients and medical treatment in 3 patients). 

{ Conclusion:}  PE had a clinical impact (changes in diagnostic and/or therapeutic management) 

in 56% of patients with gastrointestinal bleeding of unknown origin. Its impact was higher in 

case of overt GI bleeding (67%) than isolated iron deficiency anemia (39%). }" "CLINICAL 

IMPACT OF PUSH ENTEROSCOPY IN PATIENTS WITH GASTROINTESTINAL 

BLEEDING OF UNKNOWN ORIGIN"  
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{ Background:} Wireless capsule endoscopy has the potential to deliver video images of the 

whole of the small bowel. Push-type enteroscopy gives high quality imaging of a variable and 

unknown length of proximal jejunum. The sensitivity and specificity of both methods is 

unknown.  

{ Aim:} To compare the efficacy of capsule and push-type enteroscopy in detecting 

abnormalities in the small bowel.  

{ Methods:} A pig model was initially tried, but problems were encountered with poor gastric 

emptying, difficulty intubating the small bowel at endoscopy and cessation of small-bowel 

motility during anaesthetic. Although the formation of a gastrostomy allowed reliable rapid 

intubation of the small bowel, a dog model was used. 9-13 radio-opaque, coloured beads (3-4 

mm diameter) were sewn in random order inside 9 canine small bowels at laparotomy. Half the 

beads were sewn in the first meter of small bowel. Following recovery the number, order and 

colour of the beads were assessed in 22 capsule endoscopies (prototype capsule endoscope 

[GIven\'e1M2A video capsule system] 11 mm x 30 mm) and 9 push-type enteroscopies using a 

Pentax video-enteroscope (VS3 3430, 11.7mm x 220cm). The surgeons, push enteroscopists and 

2 wireless endoscopy image interpreters were blinded to the findings of the others. The order of 

push and capsule enteroscopy was random. Xrays confirmed the number and position of 

implanted beads.  

{ Results:} The video capsules identified more beads than push type enteroscopy: mean number 

of 6.4 (±1.4) with a range 2-9 vs. 3.7 (±1.0) with a range of 2-6 beads (p<0.02). Furthermore, the 

capsules identified significantly more beads beyond the reach of the push enteroscope: mean 

number of 4.4 (±1.2) vs. 0 (p=0). In some capsule examinations, all the beads were seen. Foreign 

bodies such as hair and ingested plastic were clearly identified by the capsule. In some capsule 

examinations worms, ulceration and a submucosal lesion were observed. All the capsules passed 

through the animals without becoming impacted. Specificity of both methods was high. 

Histological tissue damage was absent except for perhaps some increase in inflammatory cells in 

the duodenum and proximal small bowel suggesting that capsule endoscope is less traumatic to 

the small bowel than push enteroscopy. 

{ Conclusion:}  Wireless capsule endoscopy can detect more abnormalities in the small bowel 

than push-type enteroscopy. }" "A RANDOMIZED COMPARISON OF WIRELESS CAPSULE 

ENDOSCOPY WITH PUSH ENTEROSCOPY:AN EXPERIMENTAL STUDY"  
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We present the case of a 65-year-old female patient with a history of chronic recurrent 

pancreatitis, distal stenosis of the bile duct and a pseudocyst of the pancreatic tail. Initially, the 

patient underwent endoscopic stenting of the bile duct and placement of a nasocystic catheter for 

drainage of the pseudocyst. However, ERP also showed evidence of a pancreato-colonic fistula 

and the patient developed peritonitis. Distal splenopancreatectomy, resection of the splenic 

flexure with formation of a terminal transversostoma and sequential lavage were performed. 

Three months later the stoma was replaced, re-establishing the continuity of the colon and the 

biliary stent was removed. Six months later the patient presented with left side upper abdominal 

pain and nausea. Endoscopic ultrasound revealed a 5 \'d7 3 cm pseudocyst of the pancreatic tail. 

There was no bulging of the stomach. ERP was performed and demonstrated a thin fistula 

between the pancreatic tail and the pseudocyst. Placement of a transpapillary nasocystic catheter 

into the pseudocyst failed because it was impossible to pass the fistula even with a 5 F catheter. 

Therefore, the patient underwent EUS-guided transgastric puncture and placement of a 

nasocystic catheter, which evacuated putrid liquid. For treatment of the fistula, the pancreatic 

duct was selectively cannulated and the catheter was advanced as closely as possible to the 

fistula. Then 0.5 ml of a Histoacryl-Lipiodol mixture were injected to occlude the fistula. During 

the following days the cyst was rinsed repeatedly with small quantities of saline and quickly 

diminished in size. The patients symptoms resolved. After 4 days, sonographic controls 

demonstrated a small remnant of 24 \'d7 14 mm and the nasocystic catheter was removed. 

During a follow-up of 10 months there was no recurrence of the pseudocyst, however, the patient 

has repeatedly complained about recurrent mild abdominal pain which is attributed to the chronic 

pancreatitis. }" "SUCCESSFUL ENDOSCOPIC MANAGEMENT OF A PANCREATIC TAIL 

FISTULA AND PSEUDOCYST"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 08/02E#" " Abstract: 08/02E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E5 SUCCESSFUL ENDOTHERAPY OF INFECTED PANCREATIC NECROSIS  

Rosa Eva Madrigal, Rosario Velicia, Jose Luis Marcos, Manuel Perez-Miranda, Asterio Barrera, 

Agustin Caro-Paton  

\i Hospital del Rio Hartega, Valladolid, Spain  

{ Background:} Organized pancreatic necrosis (PN) is a recently recognized variant of PN 

evolving through partial liquefaction from solid non-viable pancreatic tissue. Organized PN is 

easily mistaken for a pancreatic pseudocyst on CT, which can lead to serious infection if 

conventional endoscopic drainage is attempted. In contrast, long-term high-volume irrigation 

through a nasopancreatic drain (NPD) appears to be effective for patients with symptomatic 

organized PN. Experience with this approach is limited to a single institution (Baron, Gastro 

1996;111:755). Furthermore, when infected PN occurs, surgery is felt to be mandatory and 

endoscopic drainage contraindicated. We report on a high-surgical risk patient with infected 

organized PN in which endoscopic lavage and local instillation of antifungals were effective.  

{ Case report:} A 79 y.o. was admitted for severe biliary pancreatitis. Four weeks into the attack 

he had a relapse of abdominal pain and high grade fever. CT revealed a large fluid collection in 

the lesser sac, which was interpreted as a pseudocyst. Endoscopic cyst-gastrostomy was carried 

out leaving two 10F double pig-tail stents. Cultures grew C.albicans and P. aeruginosa. He was 

afebrile for a week, then spiking fever relapsed. CT showed the fluid component was drained, 

thus unmasking extensive PN. Because of the patients surgical risk, conservative management 

was chosen. At repeat endoscopy, the fistulous track between the necrotic cavity and the stomach 

was enlarged with a 10 mm balloon. A forward-viewing scope was inserted over a guide-wire 

and cannula assembly into the cavity, which allowed examination and direct irrigation of the 

necrotic debris. A NPD was left in place to continue lavage. Local instillation of anfotericin B 

through the NPD was started, together with systemic imipenem, until cultures from the drain 

were negative. The patient remained afebrile, resumed oral feeding, and was discharged 6 weeks 

later with gradual improvement in his serum C reactive protein and CT imaging.  

{ Comments:} This case adds to the short list of reported patients with documented infection of 

PN successfully managed without surgical debridement. Whereas there seems to be an 

expanding role for minimally invasive therapies, the type and timing of intervention together 

with the clinical characterization of the patients most likely to benefit from these, await further 

definition through clinical trials. }" "SUCCESSFUL ENDOTHERAPY OF INFECTED 

PANCREATIC NECROSIS"  
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A 48 year old male patient with chronic pancreatitis after alcohol abuse suffered repeated 

episodes of severe upper GI bleeding. At the local hospital the third gastroscopy demonstrated 

bleeding via the Ampulla of Vater. The arteriography could demonstrate bleeding into a 

pancreatic pseudocyst communicating with the pancreatic duct. The bleeding artery was 

identified as the gastroduodenal artery, which subsequently was successfully embolized by coils. 

However the bleeding did not stop, and bleeding was demonstrated also from the posterior 

inferior pancreatico-duodenal artery, which was then embolized. Then the bleeding stopped. 

However, the patient was in distress with abdominal pain and vomitings. Gastro-duodenoscopy 

demonstrated extensive mucosal infarction in the second part of the duodenum sparing the 

Ampulla of Vater. On conservative treatment the patient gradually recovered and at the follow-

up endoscopy on day 17 only extensive scarring in the duodenum was seen. }" "DUODENAL 

INFARCTION AFTER EMBOLIZATION IN A CASE OF RECURRENT ARTERIAL 

BLEEDING INTO A PANCREATIC PSEUDOCYST"  
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A 63-year-old female patient presented with acute pancreatitis. Abdominal CT demonstrated 

cholecystolithiasis and exsudative pancreatitis. ERC and papillotomy were performed but did not 

reveal bile duct stones. The patient was managed conservatively with parenteral nutrition. After 

3 weeks abdominal CT and ultrasound showed formation of two necrotic areas in the pancreatic 

head and body measuring 9 and 10 cm with compression of the bile duct. The patient underwent 

endoscopic stenting of the bile duct. In the same session, pus was observed to emerge from the 

orifice of the pancreatic duct. ERP revealed disruption of the pancreatic duct in the head and 

body. A transpapillary pancreatic pigtail stent and a nasocystic catheter were placed. The abscess 

was continuously rinsed with saline via the nasocystic catheter and the patient received antibiotic 

medication and was kept on parenteral nutrition. After 10 days, sonography showed a small 

remaining pseudocyst in the head of the pancreas measuring 2,7 cm. The patient had recovered 

well, was free of pain and able to eat. The stents and the nasocystic catheter were removed and 

the patient was discharged. After 6 days the patient was re-admitted with severe abdominal pain 

and jaundice. Duodenoscopy revealed a necrotic mass protruding from the papilla. The material 

was grasped with a Dormia basket and extracted from the papilla. Huge amorphous masses, 

probably the necrotic remnants of the pancreatic head, were extruded, followed by large volumes 

of putrid liquid and dark bile. The patient was pain-free at once. Through the large orifice of the 

papilla a new nasocystic catheter was placed. In addition to rinsing via the nasocystic catheter, 

the patient underwent repeated endoscopic cannulation of the cavity with further removal of 

necrotic material. After another 3 weeks endoscopy showed only clear fluid in the cavity and the 

second nasocystic catheter was removed. A final CT scan demonstrated resolution of the former 

large pseudocysts and the inflammatory changes. The patient was asymptomatic and discharged. 

Two months later, elective conventional cholecystectomy was performed. A sonographic control 

after another 4 months did not show recurrence of the pseudocyst. }" "ENDOSCOPIC 

MANAGEMENT OF ACUTE NECROTIZING PANCREATITIS WITH PSEUDOCYST 

FORMATION"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“OR 08/05E#" " Abstract: 08/05E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E5 DISTANT GASTROINTESTINAL BLOW-OUT IN A PATIENT UNDERGOING ARGON 

PLASMA COAGULATION  
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We present a case of rupture of the gastric wall in a patient who underwent Argon Plasma 

Coagulation (APC) of tumour ingrowth in the upper as well as the lower end of a self-expanding 

esophageal stent. The APC was carried out under general anaesthesia, which may have 

contributed to the complication. No extra venting tube was inserted during the procedure. The 

patient was operated with closure of a 4 cm long rupture of the gastric wall. The postoperative 

course was uncomplicated. Distention of the stomach under the APC was the cause of the per- 

foration. We warn against the risk of distant perforation of the gut in patients undergoing APC. 

}" "DISTANT GASTROINTESTINAL BLOW-OUT IN A PATIENT UNDERGOING ARGON 

PLASMA COAGULATION"  
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{ Introduction:} Perforation of the digestive tract wall is a complication of some therapeutic 

procedures. ln such an event, the endoscopic repair is less invasive and lts performance has been 

reported in several cases. On the other hand, the idea of using an omental patch for such repairs 

has been applied for a long time to the surgical treatment of gastroduodenal ulcer perforation. 

This study shows the resuts of combining both techniques and allows to establish a guideline for 

this kind of repair.  

{ Method:} Ten threecross Large White, Landrace and Pietan pigs were submitted to a 

standardized gastric perforation procedure by aspiration and cutting, for which a polypectomy 

snare and an end adapter for endoscopic esophageal varices ligation were used. The omentum 

(OM) was pulled to the gastric cavity in most cases by aspiration with the endoscope) and then 

caught with the metallic snare and fixed to the muscular layer of the stomach by endoscopic 

metallic clips. By changing the position of the snare it was possible to place the clips in any 

convenient position. This procedure was carried out under general anesthesia. The animals 

received food on the first day after the operation. They were sacrificed on the 15th postoperative 

day.  

{ Results:} Nine animais had a normal postoperative course. ln all of them, an ulcer could be 

seen at the repaired site. On the external side of the wall, the OM was adherent. No other 

alterations were observed in the peritoneal cavity. The gastric wall histology showed a moderate 

inflammatory process in these pigs. ln one animal whose muscular layer could not be seen during 

the procedure, the clips attached the OM to the mucosa. This animal died on the llth 

postoperative day. Examination of the peritoneal cavity at sacrifice revealed intense peritonitis. 

The pertoration was not repaired in this animal. 

{ Conclusion:}  This seems te be a simple and easy technique for EGPR, as safe as the 

conventional surgery. With the use of antibioties, the risk of infection could be considered 

acceptable, especially in view of the advantages offered by a less invasive procedure. lt seems to 

be important to attach the omentum to the muscular layer. The EGPR with a patch of OM seems 

to be an interesting option to be confirmed by further studies. }" "ENDOSCOPIC GASTRIC 

PERFORATION REPAIR WITH OMENTAL PATH, USING ENDOSCOPIC CLIPS"  
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E6 ACUTE ESOPHAGEAL NECROSIS  

Stanislav Rejchrt, Milan Sirok\'fd, Marcela Kop\'e1cov\'e1, Jan Nozicka, Jan Bure\'9a  

\i Charles University Teaching Hospital, Hradec Kr\'e1lov\'e9, Czech Republic  

Acute esophageal necrosis (AEN) is a rare disease diagnosed at endoscopy by the presence of a 

dark pigmentation of the esophagus associated with histologic mucosal necrosis. Etiology of 

most cases is unknown, although ischemia, viral infection, hypersensitivity to antibiotics, gastric 

outlet obstruction and nasogastric tube trauma have all been suggested as possible causes. 

Management should include treatment of underlying disease, adequate hydratation and parenteral 

nutrition, acid suppression by proton pump inhibitors or H2 blockers and antibiotics. Sucralfate 

has ability to bind pepsin, stimulates mucus secretion and has cytoprotective effect. Nasogastric 

tube will play a role in patients with gastric outlet obstruction or with persistent vomiting. In case 

of subsequent esophageal stricture is dilatation with balloon or bougie a method of choice. The 

prognosis of patients with AEN is uncertain. Some patients (35%) will die most likely due to the 

underlying disease and 25% of patients will develop esophageal strictures or mediastinal 

infection (abscess). Rest of cases (40%) remains asymptomatic and did not appear to have any 

residual complications. Case report: 55-year old obese woman (BMI 41) treated for crural ulcers 

and microbial eczema was admitted because of severe upper GI bleeding presenting with 

hematemesis and anemia (Hb 82 g/L). At endoscopy there was a circumferential black necrosis 

which extended along the entire esophagus to the gastroesophageal junction with sharp transition 

to the normal gastric mucosa. Esophagus was partialy covered with thick white exudate which 

could be peel away with biopsy forceps. The patient was given erythrocyte and plasma 

transfusions (11 units), total parenteral nutrition, antibiotics (oxacillin, ampicillin, gentamicin, 

metronidazol, followed by ciprofloxacin, fluconazol) and proton pump inhibitors. Mild 

dysphagia for solids occured within 3 weeks with no significant stenosis on endoscopy. 

Restoration of esophageal mucosa has not been gained till now (3-month follow up). Islands of 

necrotic tissue were found both at endoscopy and histology. }" "ACUTE ESOPHAGEAL 

NECROSIS"  
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Pemphigus vulgaris is a well-known dermatologic disease characterised by tense bullae on skin 

or on mucous membranes. Esophageal involvement is a rare, but serious occurrence that implies 

a different or more aggressive therapy. Three patients with pemphigus vulgaris involving the 

esophagus are presented. }" "ESOPHAGEAL INVOLVEMENT IN PHEMPHIGUS 

VULGARIS: REPORT OF THREE CASES"  
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An 86 year old female patient underwent therapeutic ERCP for gallstones. A sphincterotomy 

followed by extraction of a solitary stone from the CBD was easy and completely uneventfull. 

The same day the patient complained of dysphagia first assumed to be due to a post-endoscopic 

sore throat. The dysphagia persisted and on day five after the ERCP an upper endoscopy was 

performed. At the level of the upper oesophageal sphincter 3 bullous lesions were seen looking 

like pemphigoid bullae or perhaps fluid containing bullae in a case of oesophagitis dissecans. 

The patient had no known dermatological disease. With a needle-knife papillotome the bullae 

were incised without bleeding or other complications. The dysphagia was cured. }" "UNUSUAL 

COMPLICATION TO ERCP. SEVERE DYSPHAGIA"  
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E6 METASTATIC INVOLVEMENT OF UPPER GI TRACT  

Jan Bure\'9a, Milan Sirok\'fd, Marcela Kop\'e1cov\'e1, Karel Dedic, Jan Nozicka, Stanislav 

Rejchrt  

\i Charles University Teaching Hospital, Hradec Kr\'e1lov\'e9, Czech Republic  

{ Background:} Metastasis of malignant tumours to upper GI tract is a rare condition. 

Oesophageal and stomach involvement is easily found at routine gastroscopy, small bowel 

pathology is often difficult to be diagnosed. { Aim} of the study was to evaluate cases of 

metastatic involvement in our series of patients.  

{ Methods:} Within 5 years (1995-1999) 9020 gastroscopies and 458 enteroscopy investigations 

were done at our endoscopy unit.  

{ Results:} One case of haemingiosarcoma (of thyroid gland) metastasing to the stomach and 

duodenum was found in 67-year old woman admitted because of severe upper GI bleeding. 

Metastatic involvement of small bowel was found in 8 patients (1.7 %). Two cases of malignant 

melanoma were found (the first one presenting as melena, the second one as a rapid weight loss). 

Other cases were as follows: pulmonary cancer metastasis (presenting as melena), teratoma (with 

microcytic anaemia), gastrinoma (MEN-I syndrome, hypergastrinaemia), carcinoid (melena, no 

endocrine activity), abdominal carcinomatous lymphadenopathy (with weight loss) and 

metachronous colon cancer (examined because of ileus).  

{ Conclusions:} Metastatic involvement of upper GI tract is a rare condition, usually presenting 

as severe upper GI bleeding. Other clinical manifestation (microcytic anaemia, ileus, endocrine 

tumour activity or accidental finding) are less common. }" "METASTATIC INVOLVEMENT 

OF UPPER GI TRACT"  
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E7 ENDOSCOPIC REMOVAL OF DYSFUNCTIONAL METAL STENTS  

Manuel Perez-Miranda, Rosa Eva Madrigal, Jose Luis Perez-Castrillon, Jose Luis Marcos, 

Asterio Barrera, Agustin Caro-Paton  

\i Hospital del Rio Hartega, Valladolid, Spain  

{ Background:} Endoscopic management of stent dysfunction varies according to the type of 

stent. Whereas clogged plastic stents are replaced, the usual therapeutic options for metal stents 

include tumor ablative modalities and/or inserting a second overlapping stent. Endoscopic 

removal of metal stents is technically more demanding, but can also be needed in selected cases, 

such as these two.  

{ Case 1 (Oesophageal):} A 52 y.o. male developed sudden high-grade dysphagia three months 

after insertion of a covered oesophageal Ultraflex stent. The stent had been placed to treat 

proximal tumor overgrowth after initial palliation of an unresectable lower third neoplasm with 

another covered Ultraflex. At endoscopy, the oesophageal lumen was completely occluded by a 

black plastic, the external coating membrane of the stent. Unsuccesful attempts were made to 

remove it with through-the-scope scissors and rat-tooth forceps. A way to re-establish the 

patency of the oesophageal lumen endoscopically was found: en-bloc removal of the second 

stent and its coating, eventually accomplished with a polipectomy snare.  

{ Case 2 (Biliary):} A 49 y.o. male experienced deep jaundice and fever. He had a biliary metal 

coil stent inserted 4 years earlier, when he refused by-pass surgery for a distal bile-duct stricture 

secondary to his underlying painless chronic pancreatitis. ERCP was hampered by narrowing of 

the duodenal lumen, which required dilatation to reach the papilla. The coil stent had migrated 

partially into the duodenum, causing marked inflammatory hyperplasia of the mucosa. The ball-

tip end of the coil was ensnared and pulled back into a 10 F protecting sheath inserted through 

the scope to minimize the risk from trauma. Half way through the manoeuvre, the stent recoiled 

briskly out of the sheath. This was caused by fracture of its ball-tip and the subsequent 

disengagement of the coil from the snare. A second pull-back with a firmer grasp on the snare 

handle successfully retrieved the coil, and a plastic biliary stent was placed for temporary biliary 

decompression.  

{ Comments:} Spontaneous uncoating of an oesophageal metal stent is a hitherto unreported, but 

serious complication. Forceful endoscopic removal of the stent can be attempted if less 

aggressive means fail. Although biliary coil stents are marketed as removable, technical and 

anatomical factors can combine to make that difficult in real life. }" "ENDOSCOPIC 

REMOVAL OF DYSFUNCTIONAL METAL STENTS"  
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E7 LIGATING DEVICE IN COLONOSCOPIC POLYPECTOMY  

Neven Ljubicic  

\i ``Sestre Milosrdnice University, Zagreb, Croatia  

In a previously healthy 62-year old female patient colonoscopy has been performed because of 

moderate anemia and positive fecal occult blood test. Previous x-ray examinations demonstrated 

the presence of diverticular disease. The colonoscopy revealed a large pedunculated polyp of the 

sygmoid colon. Since the stalk was large, the risk of post-polypectomy bleeding seems to be 

relatively high. Therefore, the ligating device so-called endo-loop has been used. After insertion 

throught the colonoscope, the wire of endo-loop has been pushed out to form a loop. Various 

manouvers were necessary to lasso the polyp and place the wire of endo-loop on the stalk, closer 

to the head of the polyp then the bowel wall. Strongly tighteen the wire of endo-loop around the 

stalk the polyp had started to turn a dusky blue. Now, the polypectomy with the snare-cautery 

technique was easily and safely performed without any signs of bleeding. }" "LIGATING 

DEVICE IN COLONOSCOPIC POLYPECTOMY"  
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E7 ESOPHAGEAL CANCER: THE BEST NON-OPERATIVE METHODOLOGY FOR 

PALLIATION IN 2000  

A. Kruse  

\i Dept. of Gastroenterology, Endoscopic Unit, Aarhus University Hospital, Aarhus C, Denmark  

Palliative treatment of esophageal cancer aims at improving quality of life by abolishing or 

diminishing the most important symptom, viz. dysphagia. Pain control is another important aim 

for palliation. Non-operative palliation of dysphagia include endoscopic methods, radiotherapy 

and chemotherapy carried out by a {\i multidisciplinary team}. The first approach is {\i 

therapeutic endoscopy tailored to the individual patient,} perhaps with adjuvant chemo- and/or 

radiotherapy. Plastic tubes, self expanding stents or tumour reduction are the methods of choice. 

In selected cases with supplementary PEG. Immediate improvement of dysphagia is experienced 

by most patients. Recurrent dyspagia is common - migration, tumour overgrowth or food 

impaction must be assessed and treated accordingly. Intubation with {\i plastic tubes} is the most 

cost-effective treatment and the complication rate is not unacceptable. Implantation of {\i self 

expanding stents} has become the method of first choice in many centres. Can be performed 

under light sedation and on an out-patient basis. {\i Covered stents} have less tumour ingrowth 

compared to uncovered stents and perhaps also higher risk of migration. They are effective in {\i 

sealing esophago-airway fistulas.} Self expanding plastic stents have been introduced recently. 

Stents with an {\i anti-reflux mechanism} can be of value, when bridging the cardia. Tumour 

reduction can be achieved with Nd-yag laser, Argon Plasma Coagulation (APC), photo-dynamic 

therapy (PTD) or by heater probe, mono- or bipolar electrocoagulation or by injection of alcohol. 

In all these cases repeated treatment sessions are needed. Tumour reduction can also be obtained 

by radio- and/or chemotherapy, best in squamous carcinomas and perhaps best as brachytherapy. 

Non-operative palliation should be tailored to the individual patient and carried out by a 

multidisciplinary team. }" "ESOPHAGEAL CANCER: THE BEST NON-OPERATIVE 

METHODOLOGY FOR PALLIATION IN 2000"  
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E7 GASTRIC ENDOSCOPIC MUCOSAL RESECTION USING AN INSULATION-TIPPED 

ELECTROSURGICAL KNIFE  

B.J. Rembacken, T. Gotoda, H. Kondo, A.T.R. Axon, S. Yoshida  

\i Centre for Digestive Diseases, The General Infirmary at Leeds, United Kingdom; National 

Cancer Center Hospital, Tokyo, Japan  

{ Background:} An increasing number of early gastric cancers are now removed by Endoscopic 

Mucosal Resection. Several different techniques have been described. With the ``grasp and snare 

technique the lesions is grasped by grasping forceps and pulled into a snare and removed by 

electrocautery. The disadvantage of this technique is that a dual channel gastroscope and two 

assistants are required. The endoscopist manipulates the endoscope whilst one assistant holds 

onto the lesion with grasper forceps and the other closes the snare. The ``cup and suction 

aspiration mucosectomy technique has the advantage of only requiring a single channel 

endoscope and one assistant. The disadvantage of this method is that lesions above 1 cm in 

diameter often has to be removed piecemeal making histological confirmation of a complete 

resection difficult.  

{ Case presentation:} A new technique, using an insulation-tipped needle knife (IT knife), has 

been developed at the National Cancer Center Hospital in Tokyo to allow larger lesions to be 

resected as a single fragment using a single channel gastroscope. Our Video presentation 

demonstrates the steps involved in the method; 1) the outline of the lesion is marked using a 

standard needle knife, 2) the margin of the lesion is elevated by a submucosal injection of saline 

+ adrenaline, 3) the IT knife is used to dissect the mucosa around the lesion, 4) the centre of the 

lesion is elevated by a submucosal injection of saline adrenaline, 5) the lesion is removed en-bloc 

by a standard polypectomy snare. }" "GASTRIC ENDOSCOPIC MUCOSAL RESECTION 

USING AN INSULATION-TIPPED ELECTROSURGICAL KNIFE"  
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E7 ESOPHAGEAL PAPILLOMATOSIS IN A FOUR YEAR OLD CHILD ENDOSCOPIC 

TREATMENT (CASE REPORT)  

C. Schuller, B. Schumacher, H. Neuhaus  

\i Medizinische Klinik, Evangelisches Krankenhaus, D\'fcsseldorf, Germany  

Squamous cell papillomas of the esophagus are rare benign lesions. These lesions are usually 

asymptomatic but may grow and spread rapidly and cause upper abdominal or esophageal 

symptoms esp. dysphagia. The etiology and pathogenesis are controversially discussed. Chronic 

esophageal irritation and inflammation due to gastroesophageal reflux and viral infection with 

HPV are considered as possible etiologic factors. A general accepted treatment of these lesions 

has not yet been established. Therapy with {\f1 a}-interferon, cytotoxic agents and endoscopy is 

practiced. In April 1999 a four year old girl with dysphagia for the past six months, asthmatic 

attacks, recurrent bronchopneumonia and endoscopically documented multiple squamous cell 

papillomas of the esophagus was referred to our institution for endoscopic therapy. The 

histopathologic examination of a biopsy out of a papilloma at initial endoscopy two months 

before showed infection with at least one HPV of the low risk group. We performed 

Videoendoscopy with an Olympus GIFQ 140 - Endoscope under general anaesthesia and 

removed the major papillomas in one session as documented (first session), using diathermy 

snare resection and APC. No complications occurred. The girl was discharged the next day from 

our hospital. Six weeks later a weight gain of 4,5 kg was reported, dysphagia had decreased since 

the first treatment. We again performed endoscopy under general anaesthesia. Scarrs at the 

former therapy sites and only a few remaining minor papillomas were found and treated with 

APC without occurrence of complications (second session). At the last endoscopy in December 

1999 no recurrence of papillomas could be seen. The residual papillomas were removed with the 

same technique as reported. The esophagus was finally free of papillomas (third session). The 

video shows the three interventions in chronological order as described above. }" 

"ESOPHAGEAL PAPILLOMATOSIS IN A FOUR YEAR OLD CHILD ENDOSCOPIC 

TREATMENT (CASE REPORT)"  
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E8 GASTROINTESTINAL AND BILIARY PARASITES  

M. Mu\'f1oz-Navas, A. Tom\'e1s
1
, J. Jim\'e9nez{\up6 2}, M. Bet\'e9s, F. Vida

1
, M. Herraiz, J.C. 

S\'fabtil, S. De la Riva, J.J. Blanco  

\i Gastroenterology Departments, Cl\'ednica Universitaria de Navarra; 
1
 Centro Hospitalario de 

Manresa; {\up6 2} Hospital de Navarra; Pamplona and Manresa, Spain  

Endoscopic images of the following gastrointestinal and biliary parasites are presented: (1) 

Esophagus, stomach and duodenum: 1 patient with several worms of ascaris lumbricoides (2) 

Stomach: Rabditoid (1 case), Anisakis (4 cases). (3) Biliary tree: Fasciola Hepatica (3 cases). (4) 

Colon: Enterobius vermicularis (several cases), Trichuris trichiura (3 cases), Taenia saginata (1 

case). }" "GASTROINTESTINAL AND BILIARY PARASITES"  
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E8 ENDOSCOPIC MANAGEMENT OF ACUTE BILIARY PANCREATITIS (ABP)  

Luigi Familiari, Marisa Bonica, Pierluigi Consolo, Giuseppa Giacobbe, Pietro Familiari  

\i Endoscopy Unit, Policlinico Universitario, University of Messina, Italy 

 Migration of small stones trough the papilla causes spontaneous recovery from ABP in more 

than 85% of cases. The question is in which cases do we have to carry out an endoscopic 

treatment of ABP. Four case studies comparing ERCP/ emergency ES with conservative 

treatment were published between 1988 and 1997. In 1988 Neoptolemos reported on 68 patients 

having mild pancreatitis (MP) and 53 severe pancreatitis (SP) treated with conservative therapy 

or ERCP/ES. The results coincided in case of MP, but there was higher morbidity and mortality 

in the patients with conservative treatment in case of SP. Same results can be found in a paper by 

Fan from Hong Kong, in 1993. In the Nowaks paper (1995) the best results for morbidity and 

mortality were achieved for both types of ABP (MP and SP) when an emergency ES was 

performed. Among the patients that had endoscopic treatment, the best results were achieved 

when the interval between the start of ABP and the ES was less than 24 hours. Data from a study 

published by F\'f6lsch in 1997 have opposite results. The best results were achieved with 

conservative treatment. Nowaks paper differs from the other ones: in his experience all the 

patients who underwent ERCP also had ES, while in the other groups ES was only performed in 

patients with stones discovered by cholangiography. In about half the cases of ABP the stones 

are not evident, but there is an increase of cholestasys, often due to small stones or sludge 

discovered only after ES, or to a disorder of the Oddis sphincter. In these patients 

cholangiography without ES may cause cholangitis, whereas immediate drainage by ES 

improves the course of the ABP and prevents biliary complications. We are reporting on the last 

6 years of our experience and refer to 126 patients with ABP, of which 21 had SP. All had 

urgently ES. There were complications in 4.0% and mortality in 0.8%, therefore no more than 

with scheduled ES. 54 patients (42.9%) had an ES on the basis of the biochemical data of 

cholestasys, with normal biliary tract, but even if we performed some abusive ES, we did not 

disregard 9 choledocal stones, not seen by preliminary examinations and by cholangiography, 

but only discovered after ES (14.3% of normal cholangiograms).  

{ Conclusions:} We must make a preliminary diagnosis of ABP on the basis of clinical, 

biochemical and instrumental data, without injection of contrast medium in the biliary tract. If 

we decide to perform an ERCP, we must to perform an ES. In case of SP, ERCP and ES must to 

be urgently. In case of MP, with a persisting increase in cholestasis and amylases levels for more 

than 48 hours, we must perform ERCP/ES as in the case of SP. If the MP is resolved quickly, we 

must consider to be a normal one suffering from CBD stones and patient management will be as 

usual. }" "ENDOSCOPIC MANAGEMENT OF ACUTE BILIARY PANCREATITIS (ABP)"  
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E8 COMPARISON OF DISPOSABLE AND REUSABLE ERCP ACCESSORIES - 

PRELIMINARY RESULT OF A PROSPECTIVE STUDY  

M.A. Ortner, D. Grebe, H. R\'fcden{\up6 2}, E. Halle
1
, H. Meisel{\up6 3}, K. Okran, T. 

Eckmann{\up6 2}, J. Weber, U. Mansmann{\up6 4}, H. Lochs  

\i 4th. Med. Dep., 
1
 Inst. Microbiol.; {\up6 2} Inst. Hyg.; {\up6 3} Inst. Virol., {\up6 4} 

Charit\'e9 University, Inst. Med. Statist. & Epidemiol., Berlin, Germany  

{ Background:} In Germany single use instruments are reprocessed without legal approval. On 

the other hand the decision of the manufacturers for single use only material is not based on 

scientific information on safety data. The { aim} of this randomized, prospective study is to 

evaluate if cross-contamination or bacteremia can occur with reusable devices.  

{ Methods:} Two patients per day were randomized to either reusable (group A) or disposable 

(group B) ERCP instruments after written consent was obtained. Before and after ERCP 2 blood 

cultures from two different veins, leucocytes, C-reactive protein, HBV, HCV and HIV serology 

were examined. PCR was performed if blood culture was positive. Furthermore a swab of the 

pharynx, and at the beginning of the ERCP bile or pancreas secretion were sampled. Cultures for 

bacteria were collected by flushing the endoscopes and accessories with 20 ml NaCl 0.9%, as 

well as performing swabs from the instrument and elevator channel. Sterile gloves were worn by 

the nurses performing the procedures.  

{ Results:} Up until now 24 patients were randomized (15 group A, 9 group B). Seventy-eight 

percent of patients had antibiotics prior to ERCP and 52% had signs of ongoing infectious 

disorders other than cholangitis, 4% with positive blood cultures. The bile was colonized by 

multiple bacteria at the beginning of the ERCP in 87%. The endoscopes showed bacteria in 

58.4% (in 29% of them same microorganism in the devices). In 60% of reusable and 

interestingly also in 44% of disposable accessories microorganisms were detected. In 50% of the 

contaminated disposabel and in 25% of the reusable devices the same bacteria was found as in 

the endoscope. However, only 2 patient (13%) in the group A and 1 patient (11%) in the group B 

demonstrated bacteremia after ERCP. In one patient of the group A bacteremia was not caused 

by endoscopy (blood: {\i Citrob. Freundi;} devices, endoscopes: sterile; no clinical signs of 

infection). The other patient (blood, endoscope, device: {\i S. epidermidis}) had leucocytosis for 

two days with no other signs of infection. The patient in group B (blood, device: {\i Bacteroides} 

spp.; endoscope: sterile) had elevated C-reactive proteins and leucoytosis already before ERCP 

and no signs of clinical infection after ERCP. 

{ Conclusion:}  Our preliminary data reveal that bacteremia can occur despite using disposable 

devices (6% reusable, 11% disposable). This is presumably caused by the endoscopy personnel 

despite wearing steril gloves. Iatrogenic infection transmitted by endosocpy could not be 

demonstrated in any patient. }" "COMPARISON OF DISPOSABLE AND REUSABLE ERCP 

ACCESSORIES - PRELIMINARY RESULT OF A PROSPECTIVE STUDY"  



 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 10/05E#" " Abstract: 10/05E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E9 EUS-GUIDED FNA IN FOCAL PANCREATIC LESIONS - A COMPARISON OF 

CHARACTERISTICS OF DIFFERENT NEEDLE ASSEMBLIES  

A. Fritscher-Ravens
1
, T. Topalidis{\up6 3}, C. Bobrowski{\up6 2}, L. Schirrow

1
, F. Thonke

1
, S. 

J\'e4ckle
1
, N. Soehendra

1
  

\i 
1
 Depts. of Interdisciplinary Endoscopy; {\up6 2} Internal Medicine, University Hospital 

Eppendorf, Hamburg; {\up6 3} Institute of Cytopathology, Hannover, Germany  

{ Background:} Results of EUS-FNA in focal pancreatic lesions (FPL) are less impressive than 

those in the mediastinum. The aim of this prospectively performed study was to compare a 

randomized use of the two commercially available needle assemblies in respect of handling and 

cytopathological diagnosis.  

{ Method:} Thirty patients (19 male, 11 female, mean age: 61 years) with FPL underwent EUS-

FNA with each of the two needles (GIP 22 gauge, Wilson-Cook ``echotip, 22 gauge). The 

sequence was randomised to the examiner and blinded to the cytologist. EUS-FNA was 

performed in the standard technique using linear echoendoscopes.  

{ Results:} None of the criteria evaluated by the examiner differed significantly using either of 

the needles. Inadequate results were obtained in 11% with GIP-needle and in 4% with Wilson-

Cook-needle. Using GIP-needle cytology revealed malignancy in 11 patients (sensitivity, 

specificity, accuracy: 75%, 100% 79%, respectively). The aspirates of the Wilson-Cook-needle 

proved malignancy in 16 patients (sensitivity, specificity, accuracy: 83%, 100%, 87%, 

respectively). The best result compared to the final diagnosis was achieved, when the aspirates of 

both needles were combined (sensitivity, specificity, accuracy: 87%, 100%, 90%, respectively). { 

Discussion:} No statistically significant differences were detected in the handling of either of the 

two needle-assemblies. Cytopathological results were significantly better using Wilson-Cook-

needle. As the diameters of both the needles are equal, the different yield may be caused by the 

varying shapes of the bevels with the cut of the GIP-needle being sharper and steeper than the 

other. 

{ Conclusion:} A needle with a less steep cut may sample cells in firm lesions easier than a that 

with a steeper and sharper one; as with this the cells may drift apart, while blood and liquid may 

be sampled easily. }" "EUS-GUIDED FNA IN FOCAL PANCREATIC LESIONS - A 

COMPARISON OF CHARACTERISTICS OF DIFFERENT NEEDLE ASSEMBLIES"  
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E9 THREE DIMENSIONAL ENDORECTAL ULTRASOUND IN THE STAGING OF 

RECTAL CANCER  

M. Giovannini, V. Moutardier, B. Lelong, A.L. Rolland, Ch. Pesenti, G. Houvenaeghel, J.R. 

Delpero  

\i Endoscopic Unit, Paoli-Calmettes Institute, Marseilles, France  

Endorectal ultrasound (ERUS) became the best examination for the local staging of rectal 

carcinoma. It concerns the most effective examination to appreciate the wall infiltration and the 

lymph nodes involvement.  

{ The aim} Of this work was to evaluate ERUS in Three dimensional (ERUS3D) in rectal 

carcinoma so as to try to appreciate the infiltration of the mesorectum.  

{ Patients and methods:} December 1997 to April 2000, 25 patients (16 men and 9 women) have 

had a ERUS3D for an adenocarcinoma of the rectum before surgery. For 10 patients, it has 

equally been possible to realize an ERUS3D of the resected specimen We have for these 25 

patients compared results of the ERUS2D to these of the ERUS3D. The ERUS was realized 

using 2 types of 7.5 MHz rigid probe (EU33 and RW3, HITACHI). The acquisition of 3D 

images was realized using a sensor fixed on the probe and connected to a compute allowing the 

numerisation of images. The acquisition of images was very rapid approximately 10-15 seconds. 

All examinations have been realized without sedation and in ambulatory. Finally, results of the 

ERUS2D and 3D were compared to the histology examination of the resected specimen.  

{ Results:} The tolerance of examinations was excellent. The ERUS2D has correctly evaluated 

the wall infiltration 20/25 (80%) and the lymph nodes extent 18/25 (72%). The ERUS3D has 

correctly evaluated the rectal wall infiltration 24/25 (96%) and the lymph nodes involvement 

22/25 (88%). Furthermore, 10 patients in which a 3Dstudy of the resected specimen was 

possible, the mesorectum infiltration was correctly evaluated. 

{ Conclusion:}  On this preliminary study, it would seem that the acquisition of 3D images 

improves performances of the ERUS. Furthermore, it is possible to visualize correctly in 

ERUS3D the tumoral infiltration of the mesorectum. This finding must have in the future an 

important impact on the therapeutic decision making, notably in the choice between total 

mesorectum excision (TME) or preoperative radiation therapy + TME. }" "THREE 

DIMENSIONAL ENDORECTAL ULTRASOUND IN THE STAGING OF RECTAL 

CANCER"  
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E9 ABLATION OF BARRETTS ESOPHAGUS BY ARGON PLASMA COAGULATION  

J.L. Van Laethem, M. Cremer, M.O. Peny, J. Devi\'e8re  

\i Department of Gastroenterology, Erasme University Hospital, Brussels, Belgium  

Eradication of Barretts mucosa can be achieved using combination of thermo- or 

photocoagulation and high dose PPI. Argon Plasma Coagulation is a safe and cheap method and 

has been used in this setting disclosing promising mid-term results. Approximatively 70% of the 

treated patients (by 1-4 sessions) showed a complete endoscopical and histological ablation of 

non dysplastic Barretts mucosa. In our experience, one-year follow-up showed that one half of 

the patients with complete response have recurrence of the metaplastic epithelium, especially 

consisting in metaplastic glands beneath the new squamous epithelium. This finding was 

observed whatever the method of ablation used and the maintenance dose of PPI. In one patient, 

an in-situ adenocarcinoma was evidenced 18 months after apparently complete squammous 

reepithelialisation, located under the new squamous mucosa and treated by mucosectomy. It 

probably originates from residual metaplastic glands after endotherapy. This type of observation 

might question future application of this procedure which remains definitively experimental in 

non dysplastic Barretts. In this setting, a careful surveillance must be maintained until longer 

follow-up is obtained. In patients with high grade dysplasia or in situ carcinoma developed in 

Barretts, APC can be successfully used with complete clearance of neoplastic areas in highly 

selected patients, showing no recurrence within a median follow-up of 24 months. In conclusion, 

APC is a safe, effective but experimental procedure in the eradication of Barretts mucosa 

providing that a careful surveillance is maintained. }" "ABLATION OF BARRETTS 

ESOPHAGUS BY ARGON PLASMA COAGULATION"  
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E9 UNUSUAL CAUSE OF RIGHT UPPER ABDOMINAL PAIN  

H. Wurzer, G. Brandst\'e4tter, H. Worm  

\i 2nd Medical Department, General Hospital-University Clinic of Graz, Austria A 34 year-old 

Austrian female patient was referred to our ERCP-unit with suspected choledocholithiasis. She 

was suffering from recurring right upper abdominal pain and colics, acholic stool for one week 

and vomiting for 2 days. Thirteen years before admission the patient had had a cholecystectomy 

for cholecystolithiasis. Two months before admission acute bronchitis had been treated with 

antibiotic therapy. Blood results only showed elevated eosinophilic granulocytes (16%). 

Abdominal ultrasonography showed a slightly extended common bile duct (7.5 mm in diameter) 

containing intraluminal material without sound-absorption. ERCP revealed an unexpected visitor 

- an Ascaris lumbricoides - moving in the orifice of the papilla. The parasite was extracted using 

a polypectomy snare. }" "UNUSUAL CAUSE OF RIGHT UPPER ABDOMINAL PAIN"  
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E9 BILIARY ENDOPROTHESIS IN A PATIENT WITH SITUS INVERSUS AND 

BILLROTH II  

M. Mu\'f1oz-Navas, J.C. S\'fabtil, M. Bet\'e9s, M. Herraiz, S. De la Riva, M. Lorenzo  

\i Gastroenterology Department, University Hospital, Pamplona, Spain  

Situs inversus is a rare condition and very few cases of ERCP have been reported in these 

patients. Gastric diversion surgery may make the ERCP difficult or even impossible. We present 

the case of a patient with situs inversus and Billroth II gastrectomy, who was admitted to the 

hospital because of biliary obstruction related to pancreatic carcinoma. ERCP was performed and 

a 10 french plastic stent was placed. Two months later the stent became clogged ant it was 

removed and changed for a new one. }" "BILIARY ENDOPROTHESIS IN A PATIENT WITH 

SITUS INVERSUS AND BILLROTH II"  
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E10 SUCCESSFUL ENDOSCOPIC THERAPY OF A GASTRIC OUTLET OBSTRUCTION 

DUE TO A GALLSTONE WITH INTRACORPOREAL LASER LITHOTRIPSY: A CASE OF 

BOUVERETS SYNDROME  

Jost Langhorst, Brigitte Schumacher, Horst Neuhaus  

\i Department of Medicine, Evangelisches Krankenhaus D\'fcsseldorf, Academic Teaching 

Hospital of the University of D\'fcsseldorf, Germany  

{ Background:} Bouverets syndrome is a rare clinical condition characterized by a gastric outlet 

obstruction due to a gallstone. It appears predominantly in elderly females. Most commonly the 

gallstone migrates through a spontaneous cholecystoduodenal fistula into the intestine. About 

240 cases of Bouverets syndrome have been reported in world literatur. The syndrome is mainly 

treated by surgery and only few cases of successful endoscopic therapy with mechanical and 

electrohydraulic lithotripsy or extracorporeal shock-wave lithotripsy were published.  

{ Case report:} A 64-year-old woman presented with increasing symptoms of nausea, vomiting 

and episodic epigastric pain for a period of six days. Abdominal ultrasound and an abdominal CT 

showed a gallstone with a diameter of 3.7cm perforated into the duodenal lumen and a dilated 

stomach. A diagnostic esophagogastroduodenoscopy showed a severe refluxesophagitis, a 

dilated stomach with rests of food and a large gallstone with complete obstruction of the 

duodenal bulb. During the same procedure fluoroscopically guided intracorporeal laser 

lithotripsy with a rhodamine 6G-flashlamp-pumped dye with a stone-tissue recognition system 

was performed. The system indicated that 7018 of 8862 pulses were applied on the stone and 

caused a partial fragmentation with subsequently passage of contrast medium. Three days later a 

second session of laser lithotripsy achieved a complete fragmentation of the gallstone and 

allowed an endoscopic passage into the descending part of the duodenum showing a large 

cholecystoduodenal fistula. Twelve days after admission the patient was discharged in good 

condition. Six month after discharge from the hospital the patient remained well without any 

abdominal symptoms. The cholecystoduodenal fistula showed distinct signs of regression and a 

further conservative proceeding was decided in agreement with the patient. 

{ Conclusion:}  Fluoroscopically guided intracorporeal laser lithotripsy is a safe, rapid and 

effective procedure for the treatment of gastric outlet obstruction caused by gallstones. If 

available it should be considered as a nonsurgical treatment option in particular in high risk 

patients. }" "SUCCESSFUL ENDOSCOPIC THERAPY OF A GASTRIC OUTLET 

OBSTRUCTION DUE TO A GALLSTONE WITH INTRACORPOREAL LASER 

LITHOTRIPSY: A CASE OF BOUVERETS SYNDROME"  
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E10 SUCCESSFUL ENDOSCOPIC HISTOACRYL OCCLUSION OF A BILIO-CUTANEOUS 

FISTULA FOLLOWING SURGICAL THERAPY OF TRAUMATIC LIVER RUPTURE  
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Department of Hepatobiliary Surgery, Hamburg, Germany  

Bilio-cutaneous fistula is a rare complication of liver surgery and drainage placement, which 

may require repeated surgery. This is the report of a case in which a bilio-cutaneous fistula was 

successfully sealed endoscopically using the tissue adhesive Histoacryl. A 51-year-old female 

underwent emergency surgery after blunt abdominal trauma caused by a bicycle accident. 

Intraoperatively, a 12-cm rupture of the liver was found and managed initially by packing of the 

liver. On the next day she underwent depacking and suturing of the rupture. In addition to 

placement of an intraabdominal drainage cholecystectomy with T-tube drainage was performed. 

Following surgery, the intraabdominal drainage revealed bile, which persisted for 10 days in 

spite of the drainage via the T-tube. ERC was performed demonstrating a leak of the right 

intrahepatic duct. The ruptured intrahepatic side branch was then selectively cannulated using a 

Terumo guidewire and a 7 F Teflon dilator with a tapered tip. 0.5 ml Histoacryl-Lipiodol mixture 

were then injected to seal the fistula. The patients further recovery was uneventful. Injection of 

contrast medium through the T-tube did not demonstrate any persisting or recurrent leak and 

examination of the fluid obtained from the intraabdominal drainage did not reveal any bile. The 

patient was discharged 3 weeks later. Persisting biliary leaks after hepatic surgery may be 

successfully sealed endoscopically using Histoacryl. }" "SUCCESSFUL ENDOSCOPIC 

HISTOACRYL OCCLUSION OF A BILIO-CUTANEOUS FISTULA FOLLOWING 

SURGICAL THERAPY OF TRAUMATIC LIVER RUPTURE"  
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OBSTRUCTION: RESULTS IN 50 PATIENTS  

R\'e9my Dumas, Jean-Fran\'e7ois Demarquay, Emmanuel Paul Peten, Fran\'e7ois-Xavier Caroli-

Bosc, Patrick Hastier, Jean-Pierre Delmont, Patrick Rampal  

\i Department of Gastroenterology, Archet II University Hospital, Nice, France  

Malignant duodenal obstruction to gastric outflow is a severe condition associated with high 

morbidity in case of surgical palliation. Endoprosthetic palliation of this condition is an 

interesting alternative. We report our experience with 50 patients.  

{ Material and methods:} Between June 1997 and March 2000, 50 patients (24 males and 26 

females; mean age: 79,8 years, range: 42-98) with symptomatic malignant primary or secondary 

duodenal stenoses (pancreas cancer in 34 cases) were treated with through-the-scope metal stent 

inserted. The stents were passed through the operating channel (10F) of a gastroscope or 

duodenoscope and released under fluoroscopic and endoscopic control. When obstructive 

jaundice occured either before, during, or after the initial episode of gastrointestinal luminal 

obstruction, a biliary stent was also inserted.  

{ Results:} Duodenal metal stents were deployed in 49 patients (98% success rate). One failure 

occured in a patient with a distal stenosis of the genu inferius and the third duodenum, secondary 

to a corporeocaudal cancer of the pancreas. Endoprosthesis insertion lead to restoration of oral 

intake in 47 patients. The procedure was not associated with morbidity nor mortality. During a 

mean follow-up of 9,2 weeks, adequate oral intake was maintened in 46/47 cases. Nine patients 

were still alive and asymptomatic at the end of the study. Tumor in-growth led to stent occlusion 

in 5 cases, (with a mean delay of 12,6 weeks after insertion, range:8-24). Recannulation was 

successfully obtained by placement of another stent within the original stent. Obstructive 

jaundice occured during the course of the illness in 38 patients and was successfully treated with 

a biliary metal stent in all cases.  

{ Conclusions:} Endoscopically placed duodenal metal stents offer an effective, well-tolerated 

alternative to surgical palliation of incurable malignant obstruction to gastric outflow. }" 

"ENDOPROSTHETIC PALLIATION TREATMENT OF MALIGNANT DUODENAL 

OBSTRUCTION: RESULTS IN 50 PATIENTS"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 23/05E#" " Abstract: 23/05E 0 Citation: Endoscopy 2000; 32(Suppl1): 
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Klaus M\'f6nkem\'fcller, Brent Barranco, Audrey J. Lazenby, C. Mel Wilcox  

\i Division of Gastroenterology - University of Alabama, Birmingham, AL, USA  

{ Introduction:} Gastrointestinal (GI) ODs are common in HIV-infected patients. Endoscopy 

plays an important role in the diagnosis and management of GI ODs.  

{ Objective:} To evaluate the predictive accuracy of the endoscopic mucosal appearance of GI 

ODs.  

{ Methods:} From 11/95 through 5/00 all HIV-infected patients undergoing endoscopy were 

prospectively studied. At endoscopy, the mucosal appearance was characterized, a tentative 

diagnosis given, and correlation made with histological and microbiological data using a 

standard diagnostic protocol.  

{ Results:} 294 endoscopies in 183 patients (mean age 36+ 7.5 yrs, range 22-65; 90% gay, 56% 

Caucasian, median CD-4 count 84/\'b5L). The most common indications for endoscopy were 

esophageal complaints (dysphagia, odynophagia) and chronic diarrhea. Overall, ODs were 

detected in 52% of patients, and the most frequently identified pathogens were cytomegalovirus 

(CMV) and Candida. Since the introduction of highly active antiretroviral therapy (HAART) we 

noticed a constant decline in GI ODs and a rise in non-ODs such as GORD and peptic ulcer 

disease. The table shows the sensitivity (se) and specificity (sp) of endoscopy to predict ODs. 

The overall se of endoscopy for predicting OD was 92%, whereas the sp was 85%. The accuracy 

was highest with lower endoscopy (se, 95%, sp, 94%). 

\tx1155\tx2370\tx3405\tx4545\tx4950\tx8150\fs4 \ul \tab \ul Accuracy of endoscopy to predict 

GI ODs \ulnone Esophagus Stomach Sm Bowel Colon Sensitivity 100% 50% 61% 96% 

Specificity 95% 79% 77% 94% PPV 97% 50% 53% 93% NPV 100% 100% 83% 96% d\fs20  

{ Conclusions:} The endoscopic appearance of the mucosa is an excellent predictor of ODs in 

the esophagus and colon, but not for the stomach and duodenum. The endoscopic appearance is 

highly accurate for the diagnosis of CMV, Candida, Kaposiss sarcoma and erosive GORD. The 

incidence of ODs is decreasing in the era of HAART. }" "ACCURACY OF ENDOSCOPY FOR 

THE DIAGNOSIS OF GASTROINTESTINAL OPPORTUNISTIC DISORDERS (ODS) IN 

HIV-INFECTED PATIENTS"  
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E11 PROPHYLACTIC TREATMENT OF VARICEAL BLEEDING: MEDICAL AND 

ENDOSCOPICAL  

G. DAmico, I. Tarantino \i Department of Medicine, Ospedale V Cervello, Palermo, Italy  

The risk of bleeding from esophageal varices is about 10-15% per year in cirrhotic patients with 

medium or large varices and the mortality rate per episode of bleeding is 30-50%. For this reason 

the prophylaxis of first variceal bleeding is recommended in these high risk patients. Eleven 

RCTs including a total of 1189 patients showed that {\f1 b}-blockers reduced the bleeding risk 

from 25% in patients given placebo or inactive treatment to 15%, with an overall weighted 

absolute risk difference (ARD) of {\f1 -}10% (CI {\f1 -}16% to {\f1 -}5%). Also a small, non 

significant reduction in mortality, was found (ARD {\f1 -}4%; CI {\f1 -}9% to 0%). Two RCTs 

compared propranolol with isosorbide-5-mononitrate (IMN) and showed a non significant 

increase of bleeding and death risks with IMN, particularly in patients with ascites. Also, IMN 

has been recently reported to be not more effective than placebo in patients with 

contraindications or intolerant to {\f1 b}-blockers. The association of IMN and {\f1 b}-blockers 

has been compared to {\f1 b}-blockers alone in 3 RCTs showing no deifferences. The efficacy of 

prophylactic sclerotherapy was assessed in 21 RCTs showing significantly heterogeneous results 

not allowing for clinically meaningful conclusions. In patients with large esophageal varices 

band ligation was proven to be superior to no treatment in 4 RCTs, although the efficacy of {\f1 

b}-blockers was known for many years. Band ligation has been compared with {\f1 b}-blockers 

in 4 RCTs: 3 reported in abstract showed no difference and one, reported in full and criticized for 

important methodological flaws, showed that band ligation was superior to {\f1 b}-blockers. In 

conclusion, present day prophylaxis of variceal bleeding should be based on non selective {\f1 

b}-blockers. For patients with contraindications or intolerance to {\f1 b}-blockers, endoscopic 

band ligation could be considered. }" "PROPHYLACTIC TREATMENT OF VARICEAL 

BLEEDING: MEDICAL AND ENDOSCOPICAL"  
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Shinichi Nakamura  

\i Institute of Gastroenterology, Tokyo Womens Medical University, Tokyo, Japan  

{ Background and aims:} Esophageal varices are treated by endoscopic ligation with or without 

sclerotherapy. Here we used argon plasma coagulation (APC) to promote mucosal fibrosis and 

compared the efficacy of ligation plus APC with ligation alone in the treatment of esophageal 

varices.  

{ Patients and methods:} Our prospective study included 30 patients with esophageal varices 

randomly assigned to receive APC after ligation (combined group) and 30 patients assigned to 

receive ligation only (ligation group). Endoscopic ligation was performed until the varix shrunk 

to F1 without red color sign or smaller. This was followed by induction of fibrosis of the distal 

esophageal mucosa using APC in the combined group. APC was performed using an argon gas at 

a flow rate of 1.5-2 l/min and a high-frequency arc output of 50-60 W. Treatment outcome and 

complications were compared between the two groups.  

{ Results:} The mean follow-up time was 18.5±6.8 and 15.8±7.7 months (±SD) for the combined 

and ligation groups, respectively. The number of treatment sessions was slightly lower in the 

ligation group (2.9±0.6 vs. 2.5±0.6, p<0.05). The number of ligation bands used was not 

different between the two groups (13.4±3.1 vs. 14.9±2.4). The cumulative recurrence-free rate at 

24 months after treatment in the combined group was significantly higher than in the ligation 

group (74.2% vs. 49.6%, p<0.05). A significantly higher incidence of pyrexia was encountered 

in the combined group (p<0.05), but the incidence of other complications were similar in both 

groups. 

{ Conclusion:}  Our results indicate that endoscopic ligation of esophageal varices combined 

with APC is superior to ligation alone. Since APC is theoretically well-suited for mucosal 

fibrosis therapy, it can be used for the complete elimination of esophageal varices and fibrosis of 

the distal esophageal mucosa. }" "ENDOSCOPIC INDUCTION OF MUCOSAL FIBROSIS BY 

ARGON PLASMA COAGULATION FOR ESOPHAGEAL VARICES"  
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\i Kaohsiung Veterans General Hospital, Kaohsiung, Taiwan  

{ Background:}Gastric variceal bleeding is a serious complication of portal hypertension. Both 

sclerotherapy with Histoacryl injection and band ligation have been employed to manage gastric 

varices.A comparison of the efficacy and safety is needed.  

{ Methods:}Between Mar. 1996 and Dec. 1999, patients admitted with gastric variceal bleeding 

were considered in the trial. Exclusion criteria were: previous shunt operation, age >72 or < 15 

years old, and life expectancy < 1 week. A total of 60 patients were enrolled. Patients were 

randomized to 2 groups, group A (31 patients) received sclerotherapy and group B (29 patients) 

received ligation. Group A received a mixture of Histoacryl 0.5cc and lipiodol 1cc in each 

session. Pneumatic-drived ligators were applied in group B. Ligation with 1 to 4 rubber bands 

were empolyed in each session. Both groups received regular treatment at an interval of 4 weeks 

until variceal obliteration. After treatment, sucralfate granules were regularly used in both 

groups.  

{ Results:}Both groups were comparable in etiology of portal hypertension, Child-Pughs 

classification and severity of variceal bleeding. Initial hemostasis was 13/15(87%) in group A 

and 5/11(45%) in group B (p=0.03). Rebleeding rate was 32% in group A and 56% in group B 

(p<0.01). Treatment-induced big ulcer was encountered in 2 patients of group A. Treatment-

induced ulcer bleeding occurred in 2 patients (7%) of group A and 8 patients (28%) of group B 

(p=0.03). There were 9 deaths (30%) in group A and 14 deaths in group B (50%) (p=0.05).  

{ Conclusions:}Sclerotherapy using Histoacryl injection proved more effective than band 

ligation in the management of bleeding gastric varices. However, treatment-induced big ulcer 

may be encountered after Histoacryl injection. }" "A PROSPECTIVE, RANDOMIZED TRIAL 

OF SCLEROTHERAPY VS. BAND LIGATION IN THE MANAGEMENT OF BLEEDING 

GASTRIC VARICES"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 29/04E#" " Abstract: 29/04E 0 Citation: Endoscopy 2000; 32(Suppl1): 
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The aim of this study was to evaluate the endosonograhic findings in cirrhotic patients with 

portal hypertension, before and after endotherapy.  

{ Patients and methods:}We performed Endosonographic examination in 33 consecutive 

cirrhotic patients with esophageal varices. They were 20 male and 13 female, aged 52-81 years. 

Two months after variceal endotherapy a new endosonographic evaluation was performed. EUS 

findings of 10 normal subjects were used for the evaluation of the normal esophageal and gastric 

wall appearance.  

{ Results:} The normal oesophageal and gastric wall thickness was 3 mm and 4 mm 

respectively. In cirrhotics the wall thickness was between 5 and 6 mm in the foundous of 23 

patients and between 7 and 13 mm in 10 patients. The coresponding figures for corpus were 15 

and 18 patients respectively while the antral wall was thicker than 6 mm in only 6 patients. The 

causes of cirrhosis were: HBV: 9 patients, HCV: 14 patients, alcoholism: 8 patients, PBC: 1 

patient and in one patient the cause was unknown. Endoscopic examination of upper GI tract 

revealed: oesophageal varices grade I in 5 patients, grade II in 12 patients and grade III in 16. 

Portal hypertensive gastropathy was found in 22 patients. 6 patients with grade III varices were 

treated with band ligation and 10 with sclerotherapy. In all patients oesophageal varices were 

detected by EUS. All patients had also EUS findings of portal gastropathy. (Dilated submucosal 

vessels and oedema of the gastric wall). In 12 patients who were treated with sclerotheraphy or 

ligation, the EUS findings of portal gastropathy were aggravated.  

{ Conclusions:} 1. EUS is superior to upper GI endoscopy for the detection of portal 

gastropathy. 2. Antral wall thickness as detected by EUS is a very useful discriminator between 

portal gastropathy and gastritis. 3. EUS easily detects aggravation of portal gastropathy after 

variceal endotherapy. }" "ENDOSONOGRAPHY IN EVALUATION OF OESOPHAGEAL 

VARICES AND PORTAL HYPERTENSIVE GASTROPATHY IN CIRRHOTIC PATIENTS"  
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Michael Adler, Jacques Devi\'e8re  

\i Erasme Hospital, Brussels, Belgium  

{ Aims:} To compare endoscopic Histoacryl obturation versus propranolol in the secondary 

prophylaxis of eso-gastric variceal bleeding.  

{ Methods:} Between August 1995 and February 1999, 41 patients with a first bleeding from 

eso-gastric varices were included in the study. Forty one percent had gastric varices at the time 

of emergency endoscopy. The source of bleeding was esophageal in 75% and gastric in 25% of 

the patients. The initial bleeding was controlled by endoscopic Histoacryl obliteration in 40/41 

(98%) of the patients. Thereafter, the patients were randomized either to complete endoscopic 

variceal Histoacryl obturation (group A, n = 21) or to propranolol administration (group B, n = 

20) for the prevention of rebleeding.  

{ Results:} The 2 groups were well matched and median follow-up was 10.4 (2-45) and 18.1 (7-

43) months for group A and B, respectively. No significant difference was observed, concerning 

early rebleeding at 6 weeks (4/21 and 3/20 for group A and B, respectively), bleeding related 

deaths at 6 weeks (3/21 and 6/20 for group A and B, respectively), and long-term rebleeding rate 

(9/21 and 4/20 for group A and B, respectively) or deaths (6/21 and 7/20 for group A and B, 

respectively). Complications were significantly more frequent and severe in group A (9/21) than 

B(2/20) [p<0.03].  

{ Conclusions:} Endoscopic Histoacryl obliteration is highly effective to control acute eso-

gastric variceal bleeding. However, iterative injections aiming to eradicate the varices are 

associated with more complications and a similar efficacy than beta-blockers administration in 

terms of rebleeding rate and survival. }" "ENDOSCOPIC HISTOACRYL OBTURATION 

VERSUS PROPANOLOL IN THE PREVENTION OF ESOGASTRIC VARICEAL 

REBLEEDING: A RANDOMIZED TRIAL"  
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\i University Hospital, Dpt. of Gastroenterology and Hepatology, Freiburg, Germany  

The acute or fulminant Budd-Chiari Syndrome (BCS) leads to hypoxic necrosis of the liver and 

intestine resulting in high mortality. In its chronic manifestation the onset is subtile and patients 

may present with cirrhosis of unknown etiology. The rational for treatment with a transjugular 

intraheparic portosystemic shunt (TIPS) is to prevent hypoxic necrosis of the liver and gut by 

increasing hepatic and intestinal blood flow and to improve portal hypertension.  

{ Methods:} 8 patients with fulminant (occluded hepatic veins, transaminases > 1000 U/l, 

bilirubin > 5 mg/dl, renal failure, encephalopathy) and 22 patients with chronic BCS (cirrhosis, 

occluded hepatic veins with collaterals) were included.  

{ Results:} The TIPS implantation was performed successfully in all patients resulting in a 

reduction of the portosystemic pressure gradient from 28±4 to 11 ±2 mmHg. All patients with 

fulminant BCS survived (mean follow-up 12 ±4 months) with 1 patient receiving liver 

transplantation 3 weeks after TIPS implantation. The biochemical tests normalized within days 

to weeks. 20 (91%) of the patients with chronic BCS survived (follow-up 24±11 months). 2 

patients died from non-hepatic reasons (1 accident, 1 cancer). Shunt revision was needed in 55% 

of the patients resulting in a secondary patency of 97% (1 patient with permanent shunt 

occlusion).  

{ Conclusions:} The outcome after TIPS is excellent and the need of early transplantation is an 

exception. Therefore, TIPS may be the treatment of choice to bridge the time to transplantation. 

In particular, the 100% survival in the patients with fulminant BCS suggests that emergency 

TIPS may be the first-line treatment followed by elective transplantation when required. }" 

"BUDD-CIARI SYNDROME: RESULTS WITH THE TRANSJUGULAR INTRAHEPATIC 

PORTOSYSTEMIC SHUNT"  
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\i 
1
 Department of Medicine I, {\up6 2} Dpt. for Mededical Statistics, Biometry and 

Epidemiology, University of Erlangen-Nuremberg, Germany To determine risk factors (RF) for 

complications of endoscopic sphincterotomy (EST).  

{ Methods:} In all consecutive EST procedures between 09/94 and 12/98 indications, techniques, 

success, complications, and possible RF were evaluated prospectively. Pts. were followed up by 

physical examination and blood samples at 4, 24 and 48 hours after EST. Complications were 

classified according to commonly accepted criteria (Gastrointest Endosc 1991: 338). Analysis of 

RF was performed by uni- and multivariate methods.  

{ Results:} In 815 pts. (53.3% m, 46.7% f, 61 ± 17 y); complications occured in 9.9% (81/815; 

69 mild-moderate; 11 severe; 4 fatal): pancreatitis: 6.4% (52/815; 48 mild-moderate; 4 severe; 0 

fatal), hemorrhage: 1.6% (14/815; 7 mild-moderate; 5 severe; 2 fatal), infection 1.7% (15/815; 

11 mild-moderate; 2 severe; 2 fatal), perforation 0.2% (2/815; 2 mild-moderate), Others 0.1% 

(1/815; 1 mild). Multivariate analysis obtained the endoscopists EST-frequency ({\f1\'a3}40 

EST/y) as the only RF for complications in total (15.2% vs. 7.8%, p = 0.002), and diabetes 

mellitus as independent protective factor (5.1% vs. 11.3%, p = 0.02). No other variables reached 

significant levels in univariate analysis regarding complications in total. Coagulopathy 

(thrombocytes < 50.000, prothrombin-time {\f1\'a3} 50%) and intensive-care-pt. significantly 

increased the incidence of hemorrhage (p = 0.02). EST-frequency {\f1\'a3} 40/y (p < 0.002), 

female sex (p = 0.005), SOD (p = 0.011), pancreas divisum (p = 0.013), and prior laparoscopic 

CE (p = 0.044) increased the incidence of post-ERCP pancreatitis.  

{ Conclusions:} The EST-frequency of the endoscopist proved to be the major risk factor for 

post-EST complications in total. Patient-related risk factors were of minor relevance regarding 

complications in total, however, they significantly increased the risk of pancreatitis and 

hemorrhage. Intensified endoscopic training and a high EST-frequency of the endoscopist may 

therefore increase the safety of this commonly used procedure. }" "THE ENDOSCOPIST IS 

THE MAJOR RISK FACTOR FOR COMPLICATIONS OF ENDOSCOPC 

SPHINCTEROTOMY: FINAL RESULTS OF A PROSPECTIVE STUDY"  
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E12 DIAGNOSTIC APPROACH TO COMMON BILE DUCT STONES: EUS  

F. Prat  

\i Service Des Maladies Du Foie & De LAppareil Digestif, CHU Bic\'eatre, Le Kremlin-

Bic\'eatre, France  

Although some patients may live asymptomatically while harbouring stones in their bile ducts, it 

is generally considered that bile duct stones should be diagnosed and removed because of the 

high probability of developing potentially severe complications such as cholangitis or biliary 

pancreatitis. The association of clinical examination, biological tests and routine morphological 

explorations such as transcutaneous ultrasonography has proved useful to determine a likelihood 

of harbouring stones in an individual patient, but not to achieve diagnosis with sufficient positive 

and negative predictive values. More accurate methods are therefore necessary when decision 

has to be made with regard to surgery - and which type of surgery - and/or endoscopic 

sphincterotomy. Direct cholangiography, particularly by ERCP, has been considered for a long 

time as the gold standard for the diagnosis of common bile duct stones, but invasiveness, 

associated morbidity and limited accuracy for the diagnosis of minute stones have made it less 

popular since new methods have been developed. Since the advent of EUS in the late 1980s, the 

indications of this method of exploration have progressively shifted from staging of digestive 

tract cancers to more biliary and pancreatic indications. However, it seems that there is no 

country in the world as France where EUS has become the standard for the diagnosis of common 

bile duct stones, particularly before surgery or sphincterotomy. This is probably due to the early 

dissemination of EUS centers over the french territory along with training of endoscopists and 

publication of trials from France showing that EUS is at least as accurate as direct opacification 

for detecting bile duct stones, and superior to any other method for the diagnosis of 

microlithiasis. The pitfalls of EUS are well known: it does not explore the upper portion of the 

common bile duct and the intra-hepatic ducts; it depends more than other methods on the 

operators skills and experience; it is still a costly method because it needs efficient sedation or 

anesthesia. However, when endoscopic sphincterotomy is the preferred treatment option, EUS 

presents a unique and cost-effective advantage over any other method, which is the possibility of 

coupling diagnosis and therapy within the same session, with no need to move the patient from 

one room to another. Although this {\i modus operandi} is not widespread, because few 

endoscopists have been trained to perform both EUS and ERCP, this is probably one of the most 

efficient combinations of investigation and treatment technology has made possible in the field 

of gastroenterology. In conclusion, EUS should be the method of choice to diagnose bile duct 

stones when a sphincterotomy is planned. Young endoscopists learning biliary therapeutic 

procedures should also be trained in EUS. }" "DIAGNOSTIC APPROACH TO COMMON 

BILE DUCT STONES: EUS"  
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E13 ENDOSCOPIC MANAGEMENT OF POST-PANCREATITIC PERSISTENT NECROSIS  

Andreas Adler, Rainer Eckhard Hintze, Wilfried Velzke-Schlieker, Hassan Abou-Rebyeh, 

Bertram Wiedenmann  

\i Department of Hepatology and Gastroenterology, Charit\'e9, Hunboldt-University of Berlin, 

Berlin, Germany  

{ Introduction:} Development of Post-pancreatitic persistent necrosis (PPN) occurs as a severe 

complication of necrotising pancreatitis. PPN has to be differentiated from pancreatic 

pseudocysts and pancreatic abscesses. So far, treatment is performed by percutaneous or surgical 

drainage as well as surgical resection and necrosectomy. Endoscopic treatment offers an 

alternative approach to surgery.  

{ Objective:} We studied the short term outcome (=30 days after initiation of endoscopic 

treatment) of endoscopic PPN therapy.  

{ Methods:} PPN was identified by means of sonography and CT. Endoscopic treatment was 

adapted to the findings (MRCP, ERP) in the pancreatic duct system. Endoscopic treatment 

modalities comprised EST of pancreatic sphincter as well as stenting and dilation of pancreatic 

duct stenoses and stone extractions. Furthermore, PPN were treated by endoscopic fistulation, 

subsequent stenting (Amsterdam stents, 10 Fr., 2-3 cm length) and sequester extraction. 

Fistulation was carried out either through the gastric or the duodenal wall depending on the 

topographic situation. Solid sequesters and debris were extracted after enlargement of the fistula 

hole by multiple stenting. Liquid PPN content was washed out by irrigation through naso-cystic 

catheters.  

{ Results:} 14 patients affected with PPN (8 Women; 7 Men; mean age 47 years) were treated by 

endoscopic drainage. Underlying causes had been alcoholic pancreatitis (n=8), biliary 

pancreatitis (n=4) and idiopathic pancreatitis (n=2). All patients received endoscopic therapy as 

mentioned above. In 71% of patients (10 out of 14) PPN completely disappeared. In contrast, 2 

patients showed no improvement and 2 further patients only partial response to endoscopic 

drainage therapy. 2 patients refractory to endoscopic therapy received surgery in terms of partial 

pancreatectomy, necrosectomy and Whipples reconstruction. 1 patient recovered soon while the 

other one developed septic complications and finally died. Due to endoscopic therapy, 1 patient 

suffered from perforation of the post-pancreatitic necrosis into the peritoneum.  

{ Conclusions:} We treated 14 patients which were affected with PPN due to necrotizing 

pancreatitis. Most patients (71%) completely recovered due to endoscopic therapy. Patients 

suffering from PPN are usually in reduced physical condition and therefore at high risk for 

surgery. Endoscopic therapy of PPN offers a minimal invasive and successful alternative to 

surgery. It is also suggested, that surgical resection should be restricted to patients refractory to 

endoscopic drainage therapy. }" "ENDOSCOPIC MANAGEMENT OF POST-

PANCREATITIC PERSISTENT NECROSIS"  
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E13 ENDOSCOPIC ULTRASOUND ASSISTED AND DIRECTED THERAPY  

P. Vilmann  

\i Dept. of Surgical Gastroenterology D, Gentofte University Hospital, Copenhagen, Denmark  

Endoscopic ultrasound scanning (EUS) has become an integrated part of modern gastrointestinal 

endoscopy. With the aid of high frequency ultrasonic transducers it is possible in great detail to 

image a wide range of different disorders located adjacent to the GI tract. This has stimulated the 

interest in monitoring of endoscopic therapeutic procedures. EUS guided therapy can either be 

performed as an EUS directed procedure with simultaneous endosonographic monitoring or as an 

EUS assisted procedure in which the therapeutic procedure immediately succeeds the EUS 

examination. EUS assisted therapy can be performed either with radial scanning transducers, 

longitudinally scanning transducers or with micro-transducers. Examples described are: EUS 

assisted endoscopic cysto-gastrostomy, EUS assisted submucosal tumor resection, EUS assisted 

tumorectomy or mucosectomy, endosonographic localization of vascular malformations with 

subsequent endoscopic treatment, localization of optimal place for endoscopic placement of a 

PEG catheter, EUS assisted steroid injection into resistant esophageal strictures. After the 

introduction of longitudinally oriented transducers in combination with flexible endoscopes, the 

possibility of monitoring accessories introduced into the ultrasonic field has made a wide range 

of EUS directed therapeutic procedures possible. In addition, new generation endoscopes with 

large working channels have started a considerable interest in minimal invasive therapeutic EUS 

procedures, although the experience still is limited to a few centers. Examples of EUS directed 

therapy are: EUS directed pancreatic pseudo-cyst drainage and stenting, EUS directed abscess 

drainage, EUS directed celiac plexus nerve block in patients with pain due to pancreatic cancer, 

EUS directed injection of vessels such as oesophageal varices and local vascular malformations, 

EUS directed botox injection in patients with achalasia, EUS directed cyto-implantation and 

EUS directed microwave coagulation. Improvement of image quality including a choice of 

different transducer frequencies as well as development of new working channel endoscopes 

with an ultrasonic viewing direction dedicated for the particular therapeutic situation will beyond 

doubt challenge new therapeutic procedures in the near future. }" "ENDOSCOPIC 

ULTRASOUND ASSISTED AND DIRECTED THERAPY"  
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E13 ENDOSCOPIC ULTRASOUND GUIDED COELIAC PLEXUS NEUROLYSIS  

I.D. Penman  

\i Gastrointestinal Unit, Western General Hospital, Edinburgh, United Kingdom  

Coeliac plexus neurolysis (CPN) is often performed to treat chronic pancreatic pain after medical 

therapy has failed. This is usually done under fluoroscopic or CT guidance using a transposterior 

or an anterior percutaneous approach. Recently EUS has been used and offers several 

advantages. It is performed under real time and minimises the risks of intra-arterial injection or 

neurological damage. Neurolysis can be achieved in patients with malignancy using alcohol 

concentrations > 25%. Local anaesthetic (e.g. bupivicaine) is also injected. In patients with 

chronic pancreatitis, alcohol is usually avoided and bupivicaine is combined with triamcinolone. 

The procedure is performed using a curved linear array echoendoscope, allowing direct 

visualisation of the passage of a 22 gauge needle. The area anterior and cephalad to the coeliac 

artery is examined using colour Doppler to look for vascular structures which may lie in the path 

of the advancing needle. The needle tip is placed close to the coeliac artery origin and the drugs 

injected slowly under direct vision. Hypotension is common afterwards but usually resolves 

spontaneously or with intravenous fluids. Temporary worsening of pain is also common. 

Transient diarrhoea occurs in 10-20% of patients and usually responds to anti-diarrhoeal agents. 

Major complications occur in 1-2%. Paraplegia has not been reported following EUS guided 

block but pancreatic abscess has been reported in one patient as has retroperitoneal haemorrhage. 

Small studies have shown EUS-CPN to be effective and safe in pancreatic cancer patients. Less 

is known about chronic pancreatitis although results are often disappointing in these patients, 

irrespective of which technique is used. Larger prospective studies are awaited and concerns 

about the safety of alcohol in patients with chronic pancreatitis need to be addressed. Outcomes 

studies focusing on the quality of life of patients treated by EUS-CPN are also needed. In 

summary, EUS is a feasible, simple, safe and effective means of performing CPN in patients 

with intra-abdominal malignancy. }" "ENDOSCOPIC ULTRASOUND GUIDED COELIAC 

PLEXUS NEUROLYSIS"  
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E14 PROSPECTIVE EVALUATION OF ENDOSCOPIC ULTRASOUND (EUS) GUIDED 

FINE NEEDLE ASPIRATION (FNA) FOR PANCREATIC LESIONS  
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 Department of Gastroenterology, UZ Gasthuisberg, Leuven, Belgium; {\up6 2} Department 

of Pathology, UZ Gasthuisberg, Leuven, Belgium  

{ Introduction:} EUS guided FNA has been reported to be an accurate modality for obtaining 

tissue diagnosis of suspicious pancreatic lesions (PL).  

Aim: To prospectively assess the diagnostic accuracy (DA) of EUS-guided FNA for PL 

radiographically documented, but without histological diagnosis. Methods: Data were 

prospectively collected at our referral center: 1/ clinical history, radiological or other technical 

evaluation preceding the FNA, 2/ clinical follow-up after the FNA, for possible complications 

and for final diagnosis. DA was calculated based on the final diagnosis (from clinical or 

histological data). We used the Pentax linear array echoendoscope and the GIP or Wilson-Cook 

needle for FNA. A pathologist was not available during the procedure.  

Results: Between April 1997 and December 1999, 146 patients were included into the study. 

Mean follow-up was 22 months. Mean age was 61.1 years (22-82), and male to female ratio was 

1.08, with 49 % of patients referred from other hospitals. Adequate specimens were not obtained 

in 17/146 patients (11%). DA, calculated on 129/146 patients, was 82.9%. The specificity and 

positive predictive value were 100%. Sensitivity was 78.4%, and negative predictive value was 

55.1%. The average number of punctures was 2.04 (1-5). Most of PL was located in the head 

(59%) in comparison with the body (23%) and tail (17%). DA for PL in body and tail was 90.5 

compared to 77.6 for lesions in the head. The mean diameter of PL was 33,3 mm (6-60mm). 

Complications occurred in 11 patients (7.5 %): 3 infectious (after 3 & 4 weeks), 8 minor GI 

bleeding and 1 patient died due to intestinal ischemia, 4 days after the procedure.  

Conclusion: EUS guided FNA adds to the final diagnosis of PL with good DA. Our accuracy is 

comparable to that of other European centers. The absence of a pathologist bedside leads to a 

lower number of passages and is the explanation for the lower sensitivity compared to American 

studies. Puncture of lesions via the gastric route yields better results than via duodenal approach, 

most likely due to the technical difficulties. The complication rate seems high but in most of the 

cases complications were minor and a causal relationship was absent. }" "PROSPECTIVE 

EVALUATION OF ENDOSCOPIC ULTRASOUND (EUS) GUIDED FINE NEEDLE 

ASPIRATION (FNA) FOR PANCREATIC LESIONS"  
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E14 DO ENZYMES CONTROL PAIN IN CHRONIC PANCREATITIS  

J. M\'f6ssner  

\i Department of Internal Medicine II, University of Leipzig, Germany  

Pancreatic enzyme secretion is regulated by a negative feedback mechanisms: Active proteases 

in the duodenum are supposed to destroy peptides which release cholecystokinin. It has been 

proposed that exogenous application of pancreatic enzymes will lower pain in chronic 

pancreatitis by decreasing plasma CCK. Low CCK levels will decrease enzyme secretion and via 

this mechanism lower pancreatic duct pressure. However, it is not generally accepted that pain in 

chronic pancreatitis is mostly due to elevated pressure in the pancreatic ducts. Furthermore, we 

have demonstrated in healthy volunteers that intraduodenal application of porcine pancreatic 

extracts does not inhibit but rather stimulate pancreatic enzyme secretion. This is probably due to 

the high protein content of porcine pancreatic extracts which may overwhelm a potential 

inhibitory effect of proteases. In a prospective placebo controlled double blind multicenter study 

to investigate the effect of acid protected porcine pancreatic extracts on pain in 43 patients with 

chronic pancreatitis, pain improved in most patients irrespective whether they started with 

placebo or verum. There was no difference between both treatment arms. In a meta-analysis, 

which included our study, six randomized, double-blind, placebo-controlled studies were 

evaluated. Statistical analysis demonstrated no benefit of application of porcine pancreatic 

extracts to relieve pain in chronic pancreatitis. It may be possible that pure proteases may have a 

benefit in a selected group of patients. We conclude: pancreatic porcine extracts neither inhibit 

pancreatic enzyme secretion nor are they very efficient in lowering pain in chronic pancreatitis. 
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E14 SURGICAL DRAINAGE PROCEDURES FOR CHRONIC PANCREATITIS  

P. Pederzoli, M. Falconi, L. Casetti, G. Talamini, C. Bassi  

\i Department of Surgery, University of Verona, Italy  

Surgical drainage procedures are an option in the treatment of chronic pancreatitis patients. In 

respect to pancreatic resection, one advantage of drainage procedures is the preservation of as 

much pancreatic parenchyma as possible, perhaps reducing long-term exo/endocrine 

insufficiency. The aim of this study is to evaluate indications and results of surgical drainage 

procedures in chronic pancreatitis. Between 1971 to 1999, 462 chronic pancreatitis patients 

underwent a surgical drainage procedure on the pancreas. The patient population consisted of 

407 males (88%) and 55 females (12%) with an average age of 59 years (range 23-77). The 

etiology of Chronic Pancreatitis was alcohol in 327, obstruction in 81, idiopathic in 33 and 

miscellaneous in 21 pts. The main indication for surgery was severe and incapcitating pain in 

74%, pancreatic pseudocyst in 12% and jaundice in 6,9% of the cases. Before surgery 109 pts 

(24%) were diabetic, 46 were non-insulin dependent and 63 pts were insulin dependent. A 

pancreaticojejunostomy was performed according to Partington-Rochelle in 328 patients, 59 pts 

with a pseudocyst that communicated with Wirsungs duct underwent a cystojejunostomy, and 75 

pts with a non-communicating pseudocyst underwent a cystopancreeaticojejunostomy. In 

addition, biliary involvement or gastrointestinal obstruction resulted in 128 (28%) bypass 

procedures on the biliary tract and 18 (4%) gastroenterostomies. The overall morbidity was 

17.1% (11.6% abdominal and 5.5% extra abdominal complications), with a 1.5% overall 

mortality. After a median follow-up of 10.4 years (range 0.7-30 yrs), 77% of the patients were 

pain free. After surgery 40 patients developed new onset diabetes in an average of 4 years (range 

1-12). In conclusion, pancreatic drainage procedures are both safe and effective for patients with 

chronic pancreatitis. }" "SURGICAL DRAINAGE PROCEDURES FOR CHRONIC 

PANCREATITIS"  
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E14 DUODENUM-PRESERVING PANCREATIC HEAD RESECTION - THE TISSUE 

SPARING DUCT DRAINAGE PROCEDURE H. 

G. Beger, W. Schlosser  

\i Department of General and Visceral Surgery, University of Ulm, Germany  

Chronic pancreatitis is considered to be a metabolic disease with progressive loss of exo- and 

endocrine pancreatic functions and an increase of connective fibrous, inflammatory tissue. 40-

60% of the patients finally need surgical treatment, mostly because of severe complications of 

chronic pancreatitis. Surgical treatment is based on two different surgical principles: Drainage of 

the pancreatic main duct and resection of the pancreatic head, and in segmental chronic 

pancreatitis segmental pancreatic left resection. In the subgroup of patients with an inflammatory 

mass in the head of the pancreas a local resection using the duodenum-preserving pancreatic 

head resection technique offers major advantages in terms of low postoperative morbidity and 

long-term outcome. In 479 patients operated between 1972 and 1999 a duodenum-preserving 

head resection was performed. Indication: 41% daily pain, 40% frequent weekly pain, 47% 

common bile duct stenosis, 24% a stenosis of the prepapillary duodenum, 17% compression of 

the portal vein. Hospital mortality after duodenum-preserving head resection was 0.8%, the 

hospital stay 14.3 days in median. On the basis of a long-term follow-up protocoll 91% were 

painfree after 5.7 (median) years of follow-up, 9% suffered further acute attacks of pancreatitis, 

late mortality was 13%, the incidence of IDDM was 21%. Duodenum-preserving head resection 

for CP leads, after a follow-up of up to 24 years, in a major proportion of the patients to a 

significant change of the natural course of CP. In patients suffering an inflammatory mass in the 

head of the pancreas suspected to be malignant, a pylorus-preserving oncological resection of the 

pancreatic head is recommended. }" "DUODENUM-PRESERVING PANCREATIC HEAD 

RESECTION - THE TISSUE SPARING DUCT DRAINAGE PROCEDURE"  
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E14 CYSTIC PANCREATIC NEOPLASMS: SHOULD ALL CYSTS BE RESECTED?  

U.J. Hesse  

\i Dept. of Surgery, Ghent University Hospital, Ghent, Belgium  

Cystic neoplasms of the pancreas are rare primary neoplasms representing 10 to 15% of all cystic 

lesions of the pancreas. There are continuing problems in differentiating cystic neoplasms before 

surgery from other non-malignant cystic lesions of the pancreas and in understanding of the 

natural history and malignant potential of the different cystic neoplasms. The diagnosis of cysto-

adenocarcinoma is loosely based on a combination of epithelial proliferation and nuclear 

dysplasia, irrespective of the demonstration of actual tissue invasion. These tumors are less 

aggressive than ordinary ductal adenocarcinoma, however recurrence can occur and the 

incidence of metastases varies widely. Several non-invasive and invasive investigative tools such 

as radiographic investigations including MRCP, CT scan, ERCP and in particular 

endosonographic biopsy and tumormarkers are available to approach the dignity of these cystic 

lesions. However, the decision to treat these patients by surgical or conservative means cannot 

always be made with confidence. The low morbidity and nearly zero mortality of partial 

pancreatic resection due to improved surgical techniques in recent years, providing definitive 

cure and conclusive diagnosis, should be considered when cystic neoplasms have to be treated. 

}" "CYSTIC PANCREATIC NEOPLASMS: SHOULD ALL CYSTS BE RESECTED?"  
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E15 INTRADUCTAL PAPILLARY AND MUCINOUS TUMOURS OF THE PANCREAS  
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\i Department of Gastroenterology, European Hospital Georges Pompidou, Paris, France  

Intraductal papillary and mucinous turnouts of the pancreas (IPMT) have attracted much 

attention since several years. These turnouts are mostly reported in elderly men between 60 and 

70 years. The most common presenting symptom is recurrent acute pancreatitis described in 22% 

to 45% of cases. The malignant nature of IPMT initially discussed is now well recognized and 50 

to 70% of patients may have in situ or invasive carcinoma on surgical specimen. The diagnosis 

of IPMT may be suggested by endoscopic ultrasonography, spiral CT-scan magnetic resonance 

imaging and ERCP by demonstrating pancreatic duct dilatation without stenosis. However, these 

examinations are note accurate for assessing malignancy and extension along the main pancreatic 

duct. Pancreatic resection is warranted idealy, guided by frozen section examination of the 

resection margins and extended until disease-free margins are obtained. The prognosis appears 

good in patients with non invasive tumours but remains poor (3 year disease free survival: 21%) 

in those with invasive carcinoma especially when peripancreatic lymph nodes are involved. Post 

operative follow-up is warranted given the possible patchy nature of some neoplasm, even for 

benign IPMT. d\plain \s14 \f0\fs16 \i \fi-1134\li1134\tx1134 Reference:\tab 1. Cellier C, 

Cuillerier E, Palazzo L et al. Intraductal papillary and mucinous tumors of the pancreas: accuracy 

of preoperative computed tomography, endoscopic retrograde pancreatography and endoscopic 

ultrasonography, and long-term outcome in a large surgical series. Gastrointestinal Endoscopy 

1998; 47 (1): 42-9 d\plain \s16 \f0\fs16 \i \li1134 2. Cuillerier E, Cellier C, Palazzo Let al. 

Outcome after surgical resection of intraductal papillary and mucinous tumors of the pancreas. 

The American Journal of Gastroenterology 2000; 95 (2): 441-5 }" "INTRADUCTAL 
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E15 ELECTORONIC PANCREATOSCOPY FOR THE DIAGNOSIS OF PANCREATIC 

DISEASES  
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Abe, Hiroshi Uehira, Yoshiyuki Horii, Yukuo Yamane, Kei Kashima  

\i Third Department of Internal Medicine, Kyoto Prefectural University of Medicine, Kyoto, 

Japan  

{ Background/Aims:} Diagnostic pancreatoscopy was performed in 52 patients with suspected 

lesions using the newly developed peroral electronic pancreatoscope (PEPS). The diagnostic 

value of the PEPS for pancreatic diseases was evaluated.  

{ Methods:} The PEPS (2.1 mm, external diameter) was developed with a minute 50k-pixel 

interline charge coupled device. Pancreatoscopy was performed by means of an endoscopic 

retrograde approach without sphincterotomy. The pancreatic ducts in 52 cases (2 normal cases, 

31 with chronic pancreatitis, 12 with mucin-producing tumor of the pancreas, and 7 with 

pancreatic cancer) was investigated with the PEPS.  

{ Results:} The PEPS was successfully inserted into the predetermined target point and the 

pancreatic duct lesion was observed in 37 (71 %) of 52 cases examined. In normal cases, fine 

capillary vessels were clearly observed on the surface of the smooth whitish-pinky mucosa. In 

patients with chronic pancreatitis, calcified stones or protein plugs were frequently recognized. 

Findings of the duct characteristically included whitish, rough, scar-like, or erythematous 

mucosa. In patients with mucin-producing tumor of the pancreas, papillary tumors were 

visualized with extreme clarity. In the case of adenocartinoma, the PEPS revealed taller villous 

projections with dilatation of capillary vesseles. In patients with pancreatic cancer, the ducts 

showed irregular and friable mucosa with erythema and erosive changes. A narrow or obstructed 

lumen was visualized in most cases. The PEPS was very effective in differentiating whether the 

stricture was benign or malignant. Moderate acute pancreatitis was recognized after 

pancreatoscopy in one (1.9 %) of 52 cases exsamined.  

{ Conclusions:} The PEPS provides images of the fine detail of the pancreatic duct and should 

help diagnose pancreatic diseases. }" "ELECTORONIC PANCREATOSCOPY FOR THE 

DIAGNOSIS OF PANCREATIC DISEASES"  
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E15 ESWL AND/OR ENDOTHERAPY IN CHRONIC PANCREATITIS  

M. Delhaye  

\i Medico-Surgical Department of Gastroenterology, H\'f4pital Erasme, ULB, Brussels, Belgium  

Pancreatic duct stones are found in 22-60% of patients with chronic pancreatitis (CP). These 

stones can lead to increased intraductal pressure which may be a major factor causing pain. 

Extracorporeal shock wave lithotripsy (ESWL) creating millimetric fragmentation of pancreatic 

stones has improved the results of endoscopic therapy of patients with CP. ESWL for pancreatic 

stones is indicated for patients with recurrent attacks of pancreatic pain who have stones in the 

main pancreatic duct (MPD) associated with objective evidence of ductal obstruction (i.e. 

dilation of the MPD). Therapeutic endoscopic retrograde cholangiopancreatography (ERCP) is 

usually required within a few hours of ESWL, including pancreatic sphincterotomy which 

provides access to the MPD, stone fragments extraction, and pancreatic stenting for patients with 

a significant ductal stricture. However, successful spontaneous passage of the residual 

fragmented stones has been reported, achieving stone clearance following ESWL alone. This 

option should probably be limited to patients without an associated tight stricture. The clinical 

results include immediate relief or improvement of pain which is associated with successful 

decompression of the MPD, long-term complete or partial pain relief (62-86%), increase in body 

weight, and improved exocrine function. Considering the available data and our experience, the 

MPD stone clearance currently remains the cornerstone of elective pain management in patients 

with CP. Future investigation is required concerning ESWL as a possible first-line treatment, 

reserving endoscopic treatment for patients in whom it is not successful. }" "ESWL AND/OR 

ENDOTHERAPY IN CHRONIC PANCREATITIS"  
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COLLECTIONS  
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Devi\'e8re  

\i Department of Gastroenterology, H\'f4pital Erasme, Universit\'e9 Libre de Bruxelles, Belgium  

{ Background:} Pancreatic fluid collections not bulging into the digestive tract are usually not 

considered for endotherapy. Therapeutic endoscopic ultrasound (EUS) may extend the indication 

of cystenterostomy to non bulging pancreatic fluid collection (NBPC).  

{ Patients and methods:} Over a 2 year period, 31 patients (median age 45, range 14 to 73 years) 

underwent 33 endoscopic drainage procedures for NBPC. Indications for the drainage were acute 

pancreatitis (n = 13), chronic pancreatitis (n = 17) and secondary obstructive pancreatitis (n = 1). 

All the patients were symptomatic. The puncture of the collections was always done with a 

diathermic needle which was maneuvered through a Pentax FG 36UX echoendoscope or an 

Olympus TJF 100 duodenoscope.  

{ Results:} The size of the collections ranged from 20 to 100 mm (median 51 mm). The 

procedure was successful in 32/33 attempts (96%). Fourteen cystostomies were entirely 

performed by EUS using transgastric (n = 10), transduodenal (n = 3) and transjejunal (n = 1) 

approaches. In 5 patients of this group the distance between the NBPC and the gastrointestinal 

wall was more than 1 cm (range 1.5 to 4 cm). In 18 cases (6 cystgastrostomies and 12 

cystduodenostomies) the NBPC were filled with contrast through the main pancreatic duct, if a 

communication existed (n = 12), or by EUS (n = 8). The procedure was then performed under 

fluoroscopic control. During the first 2 weeks after the drainage 9 patients (29%) required either 

the replacement of the stent and/or enlargement of the cystostomy in order to achieve an 

adequate drainage. In 7 of these cases the drainage was performed entirely by EUS. Therefore, 

an enlargement of the fistula and the placement of a large stent were thought to be necessary. 

Procedure related complications occurred in 9% of attempts (3/33), bleeding from the puncture 

site (n = 1), delayed bleeding due to the rupture of a pseudoaneurysm (n = 1) and 

pneumoperitoneum (n = 1). No surgery was needed. There were no deaths attributable to the 

procedure. Radiological follow up was obtained in 21 patients after a mean of 20.6 weeks (range 

1 to 84 weeks). 

{ Conclusion:}  Drainage of NBPC is feasible and the results of the procedure are similar to 

those of cystenterostomy for bulging collections. Endoscopic ultrasound may be useful for 

treatment or pretherapeutic localization. }" "ENDOSCOPIC CYSTENTEROSTOMY OF NON 

BULGING PANCREATIC FLUID COLLECTIONS"  
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E16 EUS GUIDED PANCREATIC PSEUDOCYST USING A THERAPEUTIC 
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M. Giovannini, Ch. Pesenti, A.L. Rolland  

\i Endoscopic Unit, Paoli-Calmettes Institute, Marseilles, France  

{ The purpose} of this study is to evaluate a new technique of drainage for pancreatic pseudo-

cyst (PPC) or pancreatic abscess (PA) entirely guided by endoscopic ultrasound (EUS) and using 

interventional echoendoscopes. From July 1996 to March 2000, a EUS guided drainage of a PPC 

was performed in 30 patients (23 men, 7 women, mean age 56.7 years) for a. For 27/30 patients, 

the gastroscopy did not reveal extrinsic compression allowing selection of the puncture site. The 

origin of the PPC was an alcoholic chronic pancreatitis in 7 cases and an acute pancreatitis due to 

biliary stones in 3 cases and a hyperlipidemia in 2 cases. The origin of the 18 PA was post-

operative acute pancreatitis in 17 cases and post ERCP in 1 case. The mean size of the 30 

pancreatic cysts was 7.8 cm. PPC were located in the head of the pancreas in 2 cases, in the body 

in 7 cases and in the tail in 3 cases. In other hand all PA were located in the tail of pancreas in 15 

cases and in the gastric wall in 3 cases. The EUS endoscope used was the FG 38X manufactured 

by Pentax-Hitachi.  

{ Results:} No major complication occurs. Only one has presented a pneumoperitoneum which 

was managed medically and Surgery wasnt required. Successful puncture of the PPC or PA 

needed one pass in 23 patients, 2 passes in 5 and 3 passes in 2. Generally, the size of the gastric 

wall cut was 5 mm but the tract was dilated using a 8-mm balloon. Placement of the 7 F 

nasocystic drain was successful in 16/18 PA allowing permanent drainage and cleaning using 

physiologic serum. The drain was removed after 7-10 days after a Ct-san showing a complete 

regression of the cyst. In the 2 others cases, Surgery was performed. Concerning the PPC, 

placement of 7 or 8 French stent was successful in 7 and a naso-pancreatic drain in 4 patients. In 

one case, only a puncture-aspiration was performed. One recurrence of the 12 PPC and 2 

relapses of the 16 PA have been observed with a mean follow-up of 27 months (6-48 months). 

One relapse has occurred at the patient whose PPC had been treated by a cysto-gastric stent. The 

relapse was due to the obstruction of the stent. A EUS guided puncture of the pseudocyst with a 

complete aspiration was performed and actually there is no relapse of the cyst. In the other hand, 

2 PA recurrences were treated surgically. 

{ Conclusion:}  EUS guided drainage was successful in 26/30 patients (86.6%), only 4 patients 

with PA underwent to Surgery. No bleeding occurred during the time of this study. }" "EUS 

GUIDED PANCREATIC PSEUDOCYST USING A THERAPEUTIC ECHOENDOSCOPE"  
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For the last few months, the use of cisapride in children has been the subject of renewed 

controversial discussions. The onset of the recent controversy was sparked off by the decision of 

the Food and Drug Administration (FDA) to restrict cisapride availability through a protocol-

driven limited access programme in the USA. GORD must be treated effectively and medical 

treatment is its comer stone. The side effects of cisapride should be scrutinized in a proper 

perspective. Reflux disease (in adults) quite seriously affects quality of life, and medical 

treatment to achieve symptomatic relief is not discussed in adults. Despite the presence of some 

negative studies, a critical evaluation of published reports on the efficacy of different prokinetics 

(cisapride, domperidone and metoclopramide) concluded that cisapride is the preferred agent that 

is available commercially today. Cisapride effectively resolves symptoms and heals mild-to-

moderate oesophagitis, with an efficacy similar to that of H{\dn6 2}-receptor antagonists. During 

the last couple of years, no new risk factors have been identified. There is no doubt that cisapride 

has a QT-prolonging effect. But also domperidone has reported to have caused QT-prolongation 

and ventricular fibrillation. Cisapride possesses Class III antiarrhythmic properties and prolongs 

the action potential duration delaying cardiac repolarisation. However, the vast majority of 

reported symptomatic cardiac side-effects were found in combination with one of the known 

risk-factors, that have been published before. A critical analysis of safety data provided by the 

company shows that there are 2 cases of serious ventricular arrhythmia, QT-prolongation or 

sudden death reported for every million patients treated for a month, of whom more than 85% 

can be related to a known risk factor. Recent pharmacological studies could not identify yet 

unknown drugs that increase cisapride plasma levels. Among 36,743 cisapride users in Canada 

and the United Kingdom, cisapride did not appear to be associated with serious rhythm disorders. 

This large epidemiologic study concluded that ``within the limits of precision resulting from a 

low frequency of outcome in these populations, cisapride was not associated with an increased 

risk of serious cardiac rhythm disorders when compared with no drug or comparator drugs. A 

retrospective analysis in prematures came to the same conclusions. According to recent data, 

gene mutation may be the fundamental culprit. Molecular screening may allow identification 

among family members of gene carriers potentially at risk if treated with I(Kr) blockers. 

According to yet unpublished data in prematures, the 1999-recommendation of the ESPGHAN 

Working Group to begin cisapride dosing in prematures at 0.4 mg/kg/day seems justified. The 

recommended dose in term infants and older children is 0.8 mg/kg/day, not exceeding 40 

mg/day. }" "SAFETY OF PROKINETICS"  
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E16 GORD REFRACTORY TO PPI  
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\i Free University Hospital, Amsterdam, Netherlands  

GORD, refractory to PPI treatment, can be defined as reflux oesophagitis which fails to heal 

when PPIs are given in a dose of 40 mg daily for a period of 3 months. In some pats with severe 

and/or complicated reflux oesophagitis, prolonged and/or higher doses may be required (the so-

called ""{\i slow-healers}). {\i Real resistance to healing} is rare, but when it occurs is associated 

with persistently abnormal oesophageal acid exposure on treatment.. This may relate to {\i 

reduced responsiviness} to acid inhibition, which may be associated with, or independent of, 

Zollinger-Ellison syndrome.. Also, {\i nocturnal acid breakthrough} can be responsible for 

resistance to PPIs. Then, addition of H2 blockers a.n. is indicated. Refractory GORD may also be 

defined as refractory {\i symptomatic} disease with or without healing of oesophagitis. 

Explanations for persisting symptoms are: \'95 ``Slow-healing \'95 Insufficient acid suppression 

\'95 Symptoms originating from non-acidic reflux \'95 Persisting symptoms from volume reflux 

(regurgitation) \'95 Atypic symptoms, unrelated to GORD, like retrosternal pain \'95 Non-

compliance of patient In case of refractory GORD it is mandatory to document this by 

performing combined 24 hr pH monitoring in the oesophagus and stomach during PPI therapy. 

Only then it is possible to diagnose insufficient acid suppression, leading to adjustment of the 

dose. If the dose appears to be sufficient other therapeutic possibilities, like antireflux surgery, 

have to be considered. }" "GORD REFRACTORY TO PPI"  
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In the last decade, surgery for oesophageal cancer proved to give significantly better results. The 

main reasons include a clear improvement in the selection of patients. Indications for palliative 

procedures have been strongly reduced, and curative resections have been reserved to patients 

with better general conditions and less advanced cancers. The increasing use of neoadjuvant 

therapy for oesophageal cancer also tended to induce a reduction of surgical indications. Surgery 

is now more and more included in a multimodality therapy, whose indications required an 

improved stadification, notably by the systematic use of endoscopic ultrasonography. In this 

context, there is an increasing need for high-quality surgical procedures. Macroscopic and 

microscopic complete resection (R0) clearly constitutes the main goal in order to further improve 

both overall and disease-free survivals, as in other fields of oncological surgery such as rectum 

cancer resection. In this respect, surgical procedures should include careful but safe 

lymphadenectomy, provided that enough lymph nodes are resected to give reliable prediction of 

the long-term prognosis. Taken together, these recommendations imply experienced surgeons, 

and surgical results proved to be positively correlated with extensive experience. Whether 

surgical procedures also have to adapt to both tumour pathology and localisation remains 

controversial. The overall management may be different for squamous cell carcinomas and 

adenocarcinomas, in term of combined therapies but also of surgical procedures. Surgery can 

now be performed for cervical oesophagus cancers since its results are quite similar to those of 

intrathoracic cancers. In the near future, surgery is unlikely to constitute the sole treatment for 

oesophagus cancer. Its indications will probably depend on the ability to predict both tumour 

response to chemoradiotherapy and curative complete resection. }" "ADVANCES IN THE 

SURGICAL TREATMENT OF OESOPHAGEAL CANCER"  
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Kate{\up6 2}  

\i 
1
 Department of Surgery, Academic Medical Center/University of Amsterdam, Amsterdam, 

Netherlands; {\up6 2} Department of Pathology, Academic Medical Center/University of 

Amsterdam, Amsterdam, Netherlands  

The presence of micrometastases in lymph nodes has shown to be an independent prognostic 

factor for tumors of the esophagus. The presence of micrometastatic disease in bone marrow 

might also have prognostic potential. Aim of this prospective study was to evaluate the 

prognostic value of CAM 5.2 positive (tumor) cells in the bone marrow of patients with 

adenocarcinoma of the esophagus. Bone marrow was obtained from the iliac crest in 68 

consecutive patients undergoing subtotal esophagectomy for adenocarcinoma of the esophagus 

and stained with CAM 5.2, a monoclonal antibody specific for cytokeratin-8 and -18, which does 

not react with hematopoietic cells. Slides were reviewed by two independent pathologists 

blinded to the results of conventional pathological staging. There were 92 men and 6 women 

with a median age of 64 (23-81) years. Three patients showed metastases per-operatively and 

were therefore excluded from survival analysis. CAM 5.2 positive cells were present in 7/68 

patients (10.2%). After a median follow-up of 1.3 years (2 weeks - 3 years) 27/65 patients 

(41.5%) had developed recurrent disease: 25/59 (42.4%) of the patients without micrometastases 

and 2/6 (33.3%) of the patients with micrometastasis (p=1.0). The median disease-free period 

was comparable in both groups: 1.2 years (0.76-1.91) vs 1.0 years (0.02-2.5) resp. (p=0.68) 

{ Conclusion:}  CAM 5.2 positive staining cells are found in 10.2% of patients with an 

adenocarcinoma of the esophagus, suggesting disseminated disease. However, the presence of 

these cells does not have prognostic significance. }" "MICROMETASTASES IN BONE 

MARROW OF PATIENTS WITH ADENOCARCINOMA OF THE ESOPHAGUS"  
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Achalasia is an incurable denervation disorder of the esophagus and treatment is strictly 

palliative. All therapeutic options are aimed at decreasing lower esophageal sphincter resting 

tone. Theoretically, this goal can be achieved by either medical therapy or by more invasive 

methods such as pneumatic dilatation or surgical myotomy. However, all of these methods differ 

with regard to their effectiveness and potential complications. Medical therapy, such as the 

application of Nitrates and Calciumantagonists are of limited effectiveness and should only be 

used as interim therapy until more definite treatment modalities can be applied. Botulinum toxin 

injection into the lower esophageal sphincter has the advantage of being highly effective and 

causing almost no serious complications. However, long-term results are disappointing and its 

cost-effectiveness appears to be inferior when compared to more invasive therapeutic methods. 

Currently, the oldest treatment modalities, namely pneumatic dilatation and surgical myotomy, 

are still the most promising therapeutic options for patients with achalasia. Both methods are 

highly effective in relieving dysphagia and regurgitation but differ in their long term results and 

in the frequency and type of complications. The only randomized controlled investigation 

concluded that the results of surgical myotomy are superior to those obtained with pneumatic 

dilatation. However, this frequently cited investigation has also been criticised for its less than 

optimal method of pneumatic dilatation. Therefore, insecurity exists whether pneumatic 

dilatation or surgical therapy should be offered as primary therapy for patients with achalasia. 

This presentation will analyse and discuss published data which may allow more logical 

treatment decisions. }" "ACHALASIA: WHICH THERAPY FOR THE FUTURE?"  
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\i Department of Gastroenterology and Hepatology and INSERM U539, University of Nantes, 

France  

In patients with achalasia, perendoscopic injections of botulinum toxin (BT) can decrease lower 

esophageal sphincter tone and improve symptom score. Overall, about 80% of patients respond 

to BT injections, but symptoms recur within a few months in most cases. Intrasphincteric 

injections of BT appear to be safe, and some technical conditions and procedures can improve 

their efficiency, such as endoscopic ultrasonographic guidance, additional injection sites (upper 

part of the stomach), more adapted doses administered at regular intervals, and various forms of 

toxin. Some factors appear to be associated with prolonged response, such as patient age above 

50 yrs and/or vigorous forms of achalasia. However, the role of this new therapy in the treatment 

of achalasia is not clearly established. Three randomized studies comparing BT injection and 

pneumatic dilation in achalasia patients after prolonged follow-up ({\f1\'b3}1 year) showed the 

clear superiority of the latter, which gave good or excellent results in 60%, 70% and 56% of 

patients respectively compared to 0%, 32% and 27% with BT injections [Endoscopy 1999; 31: 

517-21, Gut 1999; 44: 231-9, Gastroenterology 1999; 116: A129]. The results of these recent 

studies raise some doubts about the benefit of BT injections in clinical practice. Moreover, the 

need to perform repeated injections during a life-long disease constitutes an additional limitation. 

In our opinion, this treatment should be reserved for specific patients with high surgical risk, or 

those unwilling to undergo surgery, or in strictly conducted clinical trials to identify patients for 

whom long-term BT could be effective. }" "BOTULINUM TOXIN: REASSESSMENT IN THE 

TREATMENT OF ACHALASIA"  
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Mario Costantini  
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From 1992 to December 1999 we treated by means of videoendoscopic techniques 130 patients 

affected by esophageal motor disorders: 118 had primary esophageal achalasia and were treated 

by means of laparoscopic Heller-Dor procedure; 2 had persistent esophageal pain and dysphagia 

after an unsuccessful treatment for achalasia, were diagnosed as having DES instead, and were 

treated by means of thoracoscopic ``long esophageal myotomy; the same was performed in 3 

additional patients, primarily diagnosed as having DES, and in one patient with multiple 

esophageal diverticula. Six patients had an epiphrenic diverticulum and motor disorder: a 

laparoscopic diverticulectomy and myotomy plus a Dors antireflux procedure were performed in 

5, whereas the last patient underwent simple thoracoscopic diverticulectomy following 

endoscopic pneumatic dilation of the cardia.  

{ Results:} In the group of achalasia patients, we recorded good or excellent results in more than 

90% of the cases, and residual or recurrent dysphagia was successfully addressed by means of 

pneumatic dilations. We had 5 mucosal perforations, 4 of them repaired intraoperatively (2 

required laparotomy) and one discovered at the post-operative Gastrografin\'ae swallow and 

treated conservatively. In the heterogeneous group of patients treated by thoracoscopic long 

esophageal myotomy, we recorded good results in 4/6 patients. The patient with multiple 

diverticula required complimentary pneumatic dilations, transabdominal cardiomyotomy and 

anti-reflux procedure, without achieving satisfactory outcome, suggesting a more complex 

abnormality. Another patient, with DES, recurred after a 2-year period free of symptoms, and is 

scheduled for a redo myotomy. Finally, all the 5 patients with epiphrenic diverticula treated 

laparoscopically were cured, whereas the patient with simple diverticulectomy showed a 

recurrent diverticulum one year later.  

{ Comment:} Surgical treatment of esophageal motor disorders is, at present, achievable by 

means of a minimally invasive access. The laparoscopic treatment of achalasia is already well 

established and gives uniformly good results. Other motor disorders are less common, and 

surgical indication far less frequent. The little number of patients we treated does not allow 

definite conclusions. However, symptomatic results seems to be less favorable than in achalasia 

patients. Finally, our initial experience with the laparoscopic treatment of motor disorders 

causing epiphrenic diverticula suggests that these conditions can successfully be addressed 

through the laparoscopic approach. }" "VIDEOENDOSCOPIC SURGICAL TREATMENT OF 

ESOPHAGEAL MOTOR DISORDERS: OUR EXPERIENCE WITH 130 PATIENTS"  
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E18 RISK FACTORS FOR STENOSIS AFTER CAUSTIC INGESTION  
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\i Coimbra University Hospital, Coimbra, Portugal  

{ Background:} Stenosis of the upper digestive tract represents the most feared sequelae of 

caustic ingestion. Knowing the risk factors seems essential for its prevention.  

{ Aims:} To define the risk factors for the development of fibrotic stenosis induced by caustic 

ingestion.  

{ Material and Methods:} Clinical, laboratory, radiological and endoscopic data were collected 

in 45 patients (24 men and 21 women; mean age: 45±18 years), consecutively admitted to our 

Service, between June 1993 and June 1999, due to caustic ingestion. All the cases were 

submitted to urgent endoscopy (performed within 24h of admission to hospital) and the caustic 

lesions graded according to Zargar et al. classification. 20 patients with severe endoscopic 

injuries (IIb/III grade) and/or acute complications (digestive hemorrage and/or respiratory 

failure) were admitted to an Intensive Care Unit. After hospital discharge all the patients were 

followed-up in an ambulatory regime (mean follow-up time: 3.2±1.8 years). Statistical methods: 

Students t test, {\f1 c}{\up6 2} test, Odds Ratio (OR) estimation (95% confidence interval) and 

logistic regression.  

{ Results:} No patient died, 11 patients (25%) developed caustic stenosis, 4 patients (9%) were 

submitted to surgery for correction of upper digestive tract stenosis. 

\tx2685\tx3270\tx4305\tx5025\tx5745\tx6150\tx8150\fs4 \ul \tab \tab n Stenosis OR \ul CI 

\ulnone \tab Haematemesis 06 83%° 27.5 2.7 278.9 LDH (serum) > 600U/l 15 53%
1
 8.7 1.85 

40.7 Endoscopic lesions grade III 09 78%{\up6 2} 28.0 4.3 184.3 Entire oesophageal 

involvement 19 53%{\up6 3} 27.8 3.1 246.8 \tab °p=0.002; 
1
 p=0.008; {\up6 2} p=0.0002; {\up6 

3} p=0.0003. All the others analysed parameters (gender, accidental or intentional ingestion, acid 

or basic caustic nature, alcoholic habits, fever, odinophagia, hoarseness and leucocyte count) did 

not constitute risk factors for the development of caustic stenosis.  

{ Conclusions:} Severe endoscopic lesions, involvement of the entire length of the oesophagus, 

haematemesis and increased LDH in the serum represent risk factors for the development of 

upper digestive tract fibrotic stenosis induced by caustic ingestion. }" "RISK FACTORS FOR 

STENOSIS AFTER CAUSTIC INGESTION"  
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The incidence of oesophageal and gastro-oesophageal junction adenocarcinomas is increasing in 

the West and especially so in the UK. These cancers have a poor prognosis principally because 

individuals present at a late stage. Attempts to intervene at an earlier stage of tumour progression 

have not been shown to be cost-effective, although lesions identified during surveillance 

programs undoubtedly have a better prognosis. Until recently medical management has been 

aimed at altering the natural history of oesophageal metaplasia by using potent acid suppressing 

drugs, without obvious success. As a consequence, there has been renewed interest in strategies 

that may prevent precursor lesions such as Barretts oesophagus and intestinal metaplasia at the 

gastro-oesophageal junction. Furthermore, there is an improved understanding of gene-

environmental interactions necessary for the clonal expansion and hence propagation of 

premalignant lesions. It is now evident that locally produced cytokines and bile acids in the 

refluxate create a microenvironment that sets the scene for metaplastic transformation of the 

oesophageal epithelium. }" "PROPAGATION OF BARRETTS METAPLASIA IN THE 

BUBBLING CAULDRON"  
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{ Introduction:} Barretts esophagus (BE) remains a premalignant metaplasia of the esophageal 

mucosa with a spectrum of cellular behavior ranging from {\i no dysplasia (ND)} to {\i low 

grade dysplasia (LGD)} to {\i high grade dysplasia (HGD)} to {\i cancer (AdCa)}. Current 

recommendations: (1) {\i for LGD} - yearly endoscopy (endo) and biopsy (bx) until either (a) 

hell freezes over or (b) the endoscopist dies. (2) {\i for HGD} - endo every 3 months with savage 

bx until either (a) the esophageal mucosa disappears or (b) the patient disappears.  

{ Objectives:} To offer safe, feasible and evidence-based BE surveillance strategies comprising 

long-term follow up (f/u) guidelines with which physicians as well as patients (pts) can feel 

comfortable.  

{ Methods:} VA outpatient scope room was opened in 1979. Endos performed by one of two 

endoscopists using pre-established and agreed-upon clinical criteria for 1) endo indications, 2) 

definitions, and 3) biopsy f/u. Locations, configurations and extent of BE and hiatal hernia (HH) 

were recorded and mapped by hand on to 1 of 22 different figures that adjusted for HH size and 

shape. Attempts were made to bx the squamo-columnar junction (SCJ) regardless of its 

appearance. Bx specimens: either (a) 2 for every 1 cm BE or (b) 4 (one from each quadrant) for 

every 2 cm of BE. Targeted bx were taken of irregular or suspicious areas. Bx specimens (for all 

20 yrs) were read in detail by one pathologist (GC).  

{ Definitions:} {\i BE:} intestinal metaplasia (IM) from the tubular esophagus or from the GE 

junction area {\i IF} the bx contained as one specimen the squamo-IM junction. {\i Prevalent} 

(HGD or AdCa): diagnosis at the first (or within 12 months of the first) endo. {\i Incident} 

(HGD or AdCa): diagnosis at least 1 yr after the first endo. {\i Surveillance:} time period 

beginning 1 yr after the first endo in pts with no current or past HGD or AdCa. { Protocol:} Pts 

were categorized according to the most advanced lesion (e.g., HGD and AdCa occurring together 

were considered AdCa), and remained in the category until a more advanced lesion was found. 

For ``LGD: bx repeated once at 1-2 yrs and then every 2-4 yrs. For ``HGD: bx repeated at 3-

month intervals; f/u increased to 6-month intervals if no HGD was found on 2 consecutive bx; 

f/u increased to 12-month intervals until HGD was again noted.  

{ Results:} During the 20 yrs of screening and surveillance, 1099 pts were found with BE 

ranging from ND to AdCa:(1) ND (n = 227): Not a single patient with ND progressed to AdCa. 

(2) LGD (n = 796): \'95 741 LGD remained with LGD (93.1%) \'95 35 LGD progressed to HGD, 

but no further (incident HGD; 4.4%) \'95 10 LGD progressed to HGD and then to AdCa 

(incident AdCa; 1.2%) \'95 10 LGD progressed directly to AdCa (incident AdCa; 1.2%) (3) 



HGD: (n = 30) (prevalent HGD) \'95 28 HGD remained with HGD (93.3%) \'95 2 HGD 

progressed to AdCa (incident AdCa; 6.7%) (4) AdCa: (n = 46) (prevalent AdCa) After the first 

year, only 2% of all BE pts (1.2% if started with LGD, 6.7% if started with HGD, and 16% if 

HGD at any time) developed AdCa over a mean of 7 yrs, and 20 of the 22 AdCas were curable, 

including those whose last endo was 3 years earlier. Yearly endo (for LGD) and quarterly endo 

(for HGD) is not justified after the first intensive year if the endoscopist has clearly visualized a 

flat (no bumps) mucosa and has obtained appropriate bx specimens.  

{ Conclusions:} (1) Pts with well-biopsied, flat LGD (without HGD/AdCa) can safely be 

followed with EGD at 2-3 yr intervals. (2) For pts with HGD, surveillance endo with bx is a 

valid and safe f/u strategy. (3) Recommendations for surgical resection for all Barretts HGD 

should be re-examined. }" "WHAT SHOULD BE DONE WITH LOW-GRADE AND HIGH-

GRADE DYSPLASIA IN BARRETTS ESOPHAGUS?"  
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{ Hypothesis:} A recently introduced angled biopsy forceps may facilitate tangential sampling of 

the oesophageal mucosa at endoscopy.  

{ Aims:} To determine the influence of endoscopic biopsy forceps design on the adequacy of 

tissue obtained for histology during surveillance for Barretts oesophagus (BO).  

{ Methods:} Three different types of forceps- Angled Swing jaw (Olympus FB55K), 

conventional disposable large cup (Wilson Cook DF2.5 160) & conventional ellipsoid cup 

(Olympus FB 25K)- were compared in each patient. Starting distally 3 biopsies were taken at 

each level every 1 cm with randomised order of use of the forceps. Nine further biopsies were 

taken above this. The pathologist, who was blinded to the type of forceps used, measured 

mucosal length and gave a quality score to each set of biopsies (1=poor, 2=adequate, 

3=excellent).  

{ Results:} \tx2190\tx3915\tx5400\tx6885\tx7620\tx8150\fs4 \ul \tab Forceps Angled swing jaw 

Conv dispos Conv ellip cup Large cup Successful biopsies (%) 138/144 (96%) 137/144 (95%) 

134/144 (93%) Mean size ±SD mm 3.0±1.47 p<0.01 2.52±1.05 2.07±1.07 Mean qual score±SD 

2.12±0.53 p<0.01 1.79±0.50 1.81±0.49 d\fs20  

{ Conclusions:} Type of forceps used affects the size and quality of tissue obtained during 

surveillance for Barretts oesophagus. Angled forceps are recommended as the most suitable for 

this purpose. }" "COMPARISON OF THREE BIOPSY FORCEPS FOR ENDOSCOPIC 

SURVEILLANCE OF BARRETTS OESOPHAGUS: SIZE MATTERS"  
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{ Background:} Cancer in Barretts esophagus is preceded by dysplastic transformation of 

specialized intestinal metaplasia. The { aim} of this study was to investigate if laser-induced 

protoporphyrin IX fluorescence guided biopsies could help in visualizing dysplasia and 

specialized intestinal metaplasia.  

{ Methods:} In 37 patients with suspected Barretts esophagus, 5-aminolaevulinic acid was 

sprayed on the mucosa. Approximately 60 to 120 min later, biopsies were taken based on the 

relative delayed protoporphyrin IX fluorescence intensity in vivo. Subsequently, biopsies were 

investigated ex vivo by recording undelayed and delayed fluorescence spectra. Routine 

pathological evaluation was performed independently by two examiners.  

{ Results:} A total of 359 biopsies were taken. The median of normalized fluorescence intensity 

in nondysplastic specialized intestinal metaplasia (0.72, 68% CI: 0.07-2.74) and dysplasia (1.75, 

68% CI: 0.55-4.52) differed significantly (p < 0.005). Moreover, the method allowed 

differentiation of specialized intestinal metaplasia from junctional or gastric-fundic type 

epithelium (p < 0.02).  

{ Conclusions:} Time-gated detection of protoporphyrin IX fluorescence enables for the first 

time low-grade dysplasia and nondysplastic Barretts mucosa to be differentiated. Furthermore, it 

is helpful to detect specialized intestinal metaplasia in short Barretts. }" "DETECTION OF 

LOW-AND HIGH-GRADE DYSPLASIA AND SHORT BARRETTS BY TIME-GATED 

DETECTION OF PROTOPORPHYRIN IXFLUORESCENCE SPECTROSCOPY"  
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{ Background and aim:} Photodynamic therapy(PDT) has been attempted to decrease the 

malignant potential of Barretts esophagus. The goal PDT has been down staging of dysplasic 

changes. In a subset of cases recurrence of high grade dyspalsia after an initial good response to 

PDT was noted. There is no data as to the effect of PDT on genetic level. Our goal was to 

determine the status of genetic changes in patients who had PDT and later developed high grade 

dysplasia.  

Material & methods: Three patients who developed high grade dysplasia after an initial good 

response on PDT were identified. Surveillance biopsies were taken in 4 quadrants at 1 cm 

intervals throughout the former Barretts segment and were performed every 3-6 months. 

Extensive genetic analysis was performed on 12 archival biopsy specimens taken before and 

after PDT. Cell proliferation was assessed by Ki-67 antigen immunostaining. P53 abnormalities 

were detected by p53 immunostaining, and mutational analysis using Denaturing High Liquid 

Performance Chromatography (DHPLC). Abnormal DHPLC profiles, indicating mutations or 

polymorphism, were directly sequenced. Methylation specific PCR for the p16 promotor was 

conducted after bisulfate treatment of the DNA. For assessing the ploidy status image analysis of 

feulgen stained tissue sections was performed.  

Results: Two cases showed high grade and one low grade dysplasia before PDT. All cases had 

down staging of dysplasia after PDT, but developed high grade dysplasia at 16, 24 and 38 

months. After PDT at least one genetic marker was found positive, whereas histology was 

consistently downstaged. At the end of follow up genetic abnomalities accumulated.  

Conclusion: Genetic abnormalities may persist after PDT despite histopathological improvent of 

the epithelium. }" "DOES MUCOSAL ABLATIVE THERAPY ELIMINATE GENETIC 

ALTERATIONS WITHIN BARRETTS ESOPHAGUS"  
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{ Aims:} In patients with long-segment Barretts oesophagus (LSBE), relief from reflux 

symptoms is used as the clinical end-point for proton pump inhibitor (PPI) therapy. This study 

aimed to determine (1) whether this end-point is appropriate for normalisation of intra-

oesophageal pH and (2) the prevalence of bile reflux in these patients.  

{ Methods:} Station pull-through manometry and 24 hour ambulatory oesophageal pH 

monitoring were performed on 17 asymptomatic patients with Barretts oesophagus on PPI 

therapy. Oesophageal bile reflux was measured spectrophotometrically using the Bilitec 2000.  

{ Results:} The patients comprised 14 men and 3 women of median age 64(interquartile 

range:52-68) years, with 6(4-9)cm LSBE and a lower oesophageal sphincter pressure (LESP) of 

6.5 (5-10)mmHg, receiving either omeprazole [n=10; 40(20-40)mg daily] or lansoprazole [n=7; 

30 (30-60) mg daily]. Six (35%; Group A) patients showed persistent pathological acid reflux 

(DeMeester score>14.8) while 11 (65%; Group B) patients exhibited normalisation of acid 

reflux. Sixteen of 17 patients showed evidence of bile reflux with median percentage total time 

absorbance >0.14 of 14.1(1.4-37.5). Reflux parameters for the two groups are shown in the table: 

\tx1020\tx2205\tx3480\tx4965\tx6240\tx7080\tx8150\fs4 \ul \tab \tab % time % supine # supine 

reflux % time bile # bile reflux pH<4 pH<4 episodes absorbance episodes >5 min > 0.14 \tab 

Group A 14.4 16.9 4 26.6 54 (5.6-24.5)* (11.5-49.9)* (2-4)* (6.3-41.4) (22-110)* Group B 0.7 0 

0 9.4 9 (0.2-2.5) (0-0.2) (0.2-40.9) (3-20) \tab All values are median (interquartile range). 

*P<0.05 There were no significant differences with regards to upright reflux, age, gender, PPI 

therapy, presence of hiatus hernia, length of LSBE or LESP.  

{ Conclusions:} One-third patients with LSBE, who are asymptomatic on PPI therapy, exhibit 

persistent pathological acid reflux in the supine position. Patients with persisting acid reflux on 

therapy also commonly have increased bile reflux. This is of concern since persistence of acid 

and bile reflux could potentially contribute to the neoplastic progression of Barretts oesophagus. 

}" "PATHOLOGICAL ACID REFLUX PERSISTS IN THE SUPINE POSITION IN 

PATIENTS WITH BARRETTS OESOPHAGUS ON MEDICAL THERAPY"  
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Barretts oesophagus is the eponym applied to the columnar epithelium-lined lower oesophagus. 

In 1976, Paull et al described three types of columnar epithelia: a junctional or cardiac-type, a 

distinctive type of intestinal metaplasia referred to as specialized columnar epithelium and a 

gastric fundic-type epithelium. To avoid the problem of false positive diagnoses, arbitrary 

criteria for the extent of oesophageal columnar lining were established in the early 1980s. These 

require a circumferential segment of columnar lined epithelium of 2 or 3 cm in length. The 

rationale for this was the general belief that the gastroesophageal junction normally contains 2 

cm of cardiac mucosa and that the distal 2 cm of the normal oesophagus can be lined by 

columnar epithelium. There are however a number of technical and conceptual problems related 

to this approach. This traditional definition excludes shorter segments and tongues of columnar 

epithelium. Only the specialized epithelium carries a cancer risk. Is there a normal cardia? 

Cardiac mucosa may represent an early manifestation of reflux. Recently ""microscopic Barretts 

defined by the presence of goblet cells in biopsies of the distal oesophagus has attracted 

considerable attention. Therefore, a number of investigators currently define Barretts oesophagus 

as any amount of columnar metaplasia that has evidence of goblet cells. However, this might 

include cases of genuine intestinal metaplasia of the gastric cardia. Whether this is a separate 

clinical entity is however not clear. In conclusion, it seems that the term Barretts oesophagus is 

artificial and its definition is changing. The real problem remains its etiology and clinical 

significance in terms of relationship to adenocarcinoma. }" "DEFINITION OF BARRETTS 

OESOPHAGUS"  
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The pathological assessment of Barretts oesophagus (columnar-lined oesophagus, CLO) is an 

increasing part of the European pathologists workload and yet the disease is fraught with 

conundra for the practising pathologist. Often the pathology is not specific and the analysis 

requires close clinical and endoscopic correlation. This paper will present evidence for and 

against the specificity of intestinalisation in CLO, suggesting that it is unlikely that there is any 

specific phenotype that is unique to CLO: it will thus call into question the validity of the term 

`specialised intestinal metaplasia. Dysplasia is an important part of the pathologists assessment 

of CLO: high grade dysplasia, on biopsy, is associated with coexistent invasive adenocarcinoma 

in about 50% of cases and is widely regarded as an indication for oesophagectomy. Therefore the 

accurate identification of neoplastic change is of critical importance in the management of CLO 

patients. Although pre-malignant lesions in CLO may show endoscopic abnormality, the mucosa 

often appears normal macroscopically and the diagnosis of dysplasia relies on comprehensive 

endoscopic biopsy protocols. Histopathological assessment remains the gold standard for the 

diagnosis of dysplasia and there is no evidence that other potential diagnostic modalities, notably 

cytopathology and molecular biological methods, have any advantage over histological analysis 

at this time. Whilst there are only modest levels of inter-observer agreement for the lesser grades 

of dysplasia and fully established morphological criteria for dysplasia grading are not 

established, the histological diagnosis of dysplasia appears to work well in practice. In the future, 

molecular and spectroscopic methodology may add to our diagnostic armoury in the 

management of a disease that is becoming an ever-increasing health dilemma. }" 

"`SPECIALISED INTESTINAL METAPLASIA AND DYSPLASIA"  
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Barretts oesophagus predisposes to the development of adenocarcinoma of the oesophagus and 

the oesophagogastric junction (OGJ). A major risk factor for adenocarcinoma of the oesophagus 

is intestinal metaplasia, which occurs as a consequence of gastro-oesophageal reflux disease 

(GORD). Barretts metaplasia develops in 6% to 13% of individuals with GORD. The prevalence 

of Barretts oesophagus increases with age and men acquire it more commonly. However, most 

patients with Barretts oesophagus remain unrecognised in the general population and may not be 

diagnosed until they present with adenocarcinoma related symptoms. There has been a large 

increase of the incidence of adenocarcinomas of the oesophagus and the OGJ in western 

countries over the past 20 years. The causes of this increase in incidence remain obscure. A 

recent consensus conference recognised three types of OGJ adenocarcinomas: distal 

oesophageal, cardia, and subcardia gastric. Adenocarcinomas of the esophagus and a part of 

adenocarcinomas of the cardia arise from long and short segments of Barretts oesophagus. 

Adenocarcinomas of the oesophagus are significantly associated with the severity and duration 

of reflux symptoms. Male gender and white race are also major risk factors for developing 

cancer, while smoking and obesity are weak risk factors. Helicobacter pylori infection may play 

a role in some adenocarcinomas of the subcardia. H. pylori colonisation of the oesophagus is 

uncommon in patients with Barretts oesophagus, dysplasia, or adenocarcinoma. Gastric H. pylori 

infection may protect from the development of Barretts oesophagus and oesophageal 

adenocarcinoma. Adenocarcinoma develops in Barretts oesophagus by a multistep process from 

intestinal metaplasia through increasing grades of dysplasia. Close endoscopic surveillance with 

four-quadrant biopsy specimens taken every 2 cm throughout the columnar esophagus currently 

remains the only means to identify patients at risk for malignant degeneration. The risk for 

oesophageal adenocarcinoma in patients with short-segment of Barretts oesophagus appears to 

be comparable to that in patients with longer segments. Thus, the frequency of endoscopic 

surveillance should be determined without regard to Barretts length. }" "BARRETTS 

OESOPHAGUS: CHANGING EPIDEMIOLOGY AND SURVEILLANCE"  
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Endoscopic therapy of Barretts esophagus is a hot subject.  

{ Prerequisites:} From our current knowledge of the disease progression, endoscopic treatment 

must be targeted to patients with high grade dysplasia or microinvasive carcinoma i.e. carcinoma 

without invasion of the muscularis mucosae. A thorough evaluation of the Barretts esophagus 

must be done following the Seattle protocol of biopsing and chromoscopy using indigocarmine 

or methylene blue is also recommended to direct the samplings. EUS with 20 or 30 MHz 

minoprobe is mandatory at the sites of high grade dysplasia or microinvasive carcinoma. High 

grade dysplasia on biopsy must be confirmed by a second pathologist and endoscopy must be 

repeated after two months of PPI therapy in order to confirm the persistance of the previous 

lesions before beginning endoscopic treatment.  

{ Methods:} Two principles of therapy are available: destruction, or resection. More specifically 

the methods of destruction aim to abblate the Barretts esophagus as well as the dysplastic tissue, 

whereas the method of resection removes only the dysplastic areas. Destruction can be 

accomplished by thermal (Nd:YAG laser, bipolar electrocoagulation, or less cumbersome argon 

plasma coagulation) or photobiological (photodynamic therapy) means. PPIs are then a necessary 

adjunct to ensure re-epithelialization with squamous epithelium. Several papers have been 

published with the results of the thermal and photobiological methods: high rates of complete 

abblation of the dysplastic and cancerous areas have been reported (80-100%) and complete 

regression of the Barretts has been observed (60-100%). A major drawback of these methods is 

the persistance of intestinal metaplasia under the new squamous epithelium in 30% of cases. Due 

to this problem, the technique must be limited to a very few prospective studies with a several 

year followup. In contrast, photodynamic therapy has the potential of deeper penetration and a 

more specific effect on cancerous cells. Nevertheless persistance of intestinal metaplasia has also 

been described with this method. A rigorous evaluation and prolonged followup is also necessary 

with this technique. It is possible that endoscopic mucosal resection, EMR, is a better choice for 

these lesions. With this technique only the dysplastic tissue is targeted and removed and the 

surrounding Barretts is left untouched and is easy to follow endoscopically. 

{ Conclusion:}  EMR is indicated for well defined and small dysplastic and superficial 

neoplastic areas. When the lesions are more extensive, surgery is a better option except in a few 

high risk patients for whom thermal or photobiological techniques could be indicated. }" 

"BARRETTS ESOPHAGUS: THERMAL ABLATION, PHOTODYNAMIC THERAPY OR 

MUCOSECTOMY FOR EARLY CANCER"  
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{ Aim:} Endoscopic mucosal resection (EMR) has been widely employed because of its less 

invasiveness and cost benefit. Early gastric cancer (EGC) for EMR has to be limited to the 

mucosal (m-) invasion. And three-dimensional endoscopic ultrasonography (3D-EUS) was 

developed by Olympus Co. in 1994 and renewed in 1998. The aim of this study is to study the 

usefulness of 3D-EUS for diagnosing the depth of EGC invasion.  

{ Methods:} We performed 3D-EUS in 105 patients with EGC for diagnosing the depth of 

invasion from 1994 up to now. These lesions were subsequently resected by surgery or EMR and 

diagnosed histologically. We compared 3D-EUS Dx with histological Dx. And the submucosal 

(sm-) vertical invasion was measured by micrometer in the sm-cancer group. 3D-EUS employed 

was EU-IP2 system made by Olympus Co. Tokyo. The principle of 3D-EUS is as follows; While 

the transducer is longitudinally sliding in the sheath, the transducer carries out 40-120 radial 

scanning with 0.25, 0.35, 0.5, 0.75, 1.0mm pitch. These data were put in the processor, and that 

computer reconstructs a radial and a linear image. After scanning we can review each radial and 

linear image.  

{ Results:} The diagnostic accuracy of 3D-EUS is 94.1%(64/68) in the m- cancer, 78.4% (29/37) 

in the sm-cancer, and totally 88.6% (93/105). And the diagnostic accuracy is 86.2% (25/29) in 

ulcerated type, 83.7% (36/43) in slightly depressed, 100% (17/17) in mixed, 93.4% (15/16) in 

flat elevated, 100% (1/1) in protruded, respectively. Concerning about the detection of sm-

invasion, 3D-EUS detected 33.3% (3/9) in <0.5mm sm-cancer, group, 83.3% (5/6) in 0.5-1mm, 

91.7%(11/12) in 1-2mm, 100% in 2  

{Conclusions:} We concluded that 3D-EUS is useful for diagnosing the depth of EGC, however 

even using 3D-EUS, the sm-invasion less than 0.5mm, which may be included as a candidate for 

EMR, cant be detected. }" "THREE-DIMENSIONAL ENDOSCOPIC ULTRASONOGRAPHY 

FOR DIAGNOSING THE DEPTH OF EARLY GASTRIC CANCER"  
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{ Aim:} To assess the feasibility and safety EMR with cap (EMRC, cap method) and strip-off 

biopsy method in the management of gastric pathology.  

{ Patients and methods:} We have performed EMR in 29 patients(11 F,18 M, age 61-89 

years)with early gastric cancer(EGC)(18 cases),high-grade epithelial dysplasia(HGED)(11 

cases)between 1998-2000. All patients were divided into two groups:17 patients were performed 

EMRC(group A) and in 12 patients & EMR strip biopsy(group B). Indications for EMR in 

patients with EGC were: type I and IIa EGC of less than 2cm, and II a+c type less then 1cm 

without ulcer formation or ulcer scar and differentiated adenocarcinoma. We used endoscopic 

dye methods to evaluate area of gastric pathology, punctual cauterization to mark limits of the 

resection and performed submucosal saline injections before EMR to prevent bleeding or 

perforation. All patients were H.pylori positive, in 26(89,6%)of them H.pylori was eradicated.  

{ Results:}All gastric lesions were successfully resected using EMR. En-bloc resection was 

complete in all patients with EGC and HGED using EMRC. We used piecemeal resection in 5 

cases in strip biopsy group. In 15 patients with EGC adenocarcinoma was limited by mucosa and 

in 3 patients tumor invaded submucosa. Two patients with submucosal invasion of tumor after 

EMR were treated by surgical resection. Pathologic examination after surgery did not indicated 

tumor and lymph node metastases in resected specimens. Surgery was not recommended for 16 

EGC elderly patients on account of serious cardiac disease and poor health; these patients were 

followed up. No complications were observed except for minor bleeding from the resection site. 

No tumor recurrence was seen in patients with EGC during follow up period. 

{ Conclusion:}  These results show the good tolerance and feasibility of EMR. Dye staining with 

a vital stain was useful for accurate definition of the tumor margins and increased the rate of 

complete resection. EMR with cap is more effective method for en-bloc resection of EGC and 

HGED. All patients with EGC who underwent EMR subsequently experienced a good quality of 

life. Histopathological analysis of the specimen confirmed EMR as a definitive treatment for 

EGC in cases of high risk of surgical operation. }" "PRELIMINARY RESULTS OF 

ENDOSCOPIC MUCOSAL RESECTION IN DIAGNOSTIC AND TREATMENT OF EARLY 

GASTRIC CANCER AND HIGH GRADE EPITHELIAL DYSPLASIA"  
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\i Department of Medicine, University of Leuven, Leuven, Belgium  

Endoscopic hemostasis is the mainstay of treatment for gastroduodenal ulcer bleeding. This 

therapy results in control of bleeding in upto 95% of patients with active bleeding. Endoscopic 

hemostasis is also advocated in patients with an ulcer with a visible vessel in its base. After 

initial hemostasis 15-20% of the patients will have recurrent bleeding. In the majority another 

therapy session will be effective. Failures will result in surgery. Mortality still is substantial 

mostly because of increasing age of the patients and the severity of concomitant diseases. 

Endoscopic modalities include injection techniques, thermal and mechanical methods. Injection 

with diluted adrenaline 1:10,000 is very efficacious and addition of a sclerosant does not 

improve hemostasis rates. Injection of fibrin glue is also very effective and does not induce tissue 

necrosis. Bipolar electrocoagulation and heater probe therapy are very effective due to coaptation 

of the bleeding vessel but are more difficult to apply. Recent studies showed that combined 

adrenaline injection followed by bipolar or gold probe coagulation is probably the most effective 

modality. Mechanical hemostasis with clips, although useful in selected cases, is less effective 

because of technical reasons. Methods to minimize bleeding recurrence rates include early repeat 

endoscopy (morning after) with retreatment of flesh stigmata and profound IV acid suppression 

therapy with PPI. Early surgery must also be advocated in patients with high risk for failure of 

endoscopic therapy (e.g. large ulcers of the posterior duodenal wall).  

{ Conclusions:} Endoscopic hemostasis by experienced endoscopists improves the outcome of 

ulcer bleeding. The optimal modality is adrenaline injection followed by thermal therapy. IV 

proton pump inhibitors improve long-term hemostasis rates. If necessary Cox-2 inhibitors should 

substitute for standard NSAIDs. Helicobacter Pylori should be eradicated for long-term 

prevention of rebleeding. }" "ENDOSCOPIC TREATMENT OF BLEEDING ULCER: WHICH 

TECHNIQUE?"  
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\i The Third Department of Internal Medicine, Kyorin University School of Medicine, Tokyo, 
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{ Background:} Peptic ulcer bleeding is a more serious disorder in elderly patients than in young 

patients. Emergency surgery in elderly patients carries high risk. Thus, less invasive treatment by 

endoscopy may be advantageous. This study aimed to evaluate the efficacy of endoscopic 

treatment for peptic ulcer bleeding in patients aged 80 or more.  

{ Methods:} This study was conducted over a 6-year period beginning in January 1994. For 

patients diagnosed with peptic ulcer bleeding during endoscopic examination, endoscopic 

hemostasis was employed by hemoclipping and pure ethanol injection, either alone or in 

combination. Patients in the study were divided into two groups: elderly (=80 or >80 y.o.) and 

younger (< 80 y.o). The prospective data, endoscopic findings and outcomes of endoscopic 

treatment were compared between these two groups.  

{ Results:} A total of 411 patients underwent endoscopic hemostasis for peptic ulcer bleeding 

during the study, including 34 patients (average age 82.5 ± 2.1) in the elderly group and 377 

patients (average age 54.5 ± 3.5) in the younger group. Patients in the elderly group had a 

significantly higher incidence of concomitant disease (73% vs 23% p<0.05), anemia 

(Hemoglobin 7.9 ± 2.1g/dl vs 9.3 ± 2.8g/dl, p<0.05), transfusional requirement over 800ml (42% 

vs 24%, p<0.05) and serum albumin (2.8 ± 0.5g/dl vs 3.2 ± 2.3g/dl, p<0.05) than those in the 

younger group. Significantly more patients in the elderly group had large gastric ulcers than in 

the younger group (23% vs 6%, p<0.05). More patients in the elderly group had ulcers located at 

the proximal third of the stomach, which is technically difficult to treat endoscopically (77% vs 

50%, p<0.05). All patients in the elderly and younger groups underwent initial hemostasis 

successfully. The rebleeding rate was not significantly different between the elderly (8%) and 

younger (4%) groups. None of the elderly patients underwent surgical treatment for rebleeding. 

One younger patients required surgical treatment after three rebleeding episodes, despite 

repeated endoscopic treatment. Neither group had complications related to endoscopic 

procedures or hospital deaths.  

{ Conclusions:} Elderly patients have a high incidence of severe ulcer disease and concomitant 

medical problems. Endoscopic hemostasis for ulcer bleeding is effective and safe, even for very 

elderly patients. }" "ENDOSCOPIC TREATMENT OF PEPTIC ULCER BLEEDING IN 

PATIENTS AGED 80 YEARS OR MORE"  
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Several endoscopic injection agents are used to treat peptic ulcer bleeding. Fibrin glue induces 

no tissue damage. Recent studies with fibrin glue have shown promising but controversial 

results. The purpose of this study was to evaluate whether the adjunction of fibrin glue to 

epinephrine entails better clinical results than injection of epinephrine alone.  

Methods: Prospective, randomized, multicenter study from August 1997 to February 2000. 

Patients received either injection of epinephrine 1/10.000 alone (E) (SUPRARENIN, Hoechst, 

Germany) or epinephrine plus 2-4 ml fibrin glue (F) (TISSUCOL, Baxter, Switzerland). 

Separated randomizations were performed according to the Forrest classification of bleeding 

activity. All patients were treated by intravenous omeprazole (ANTRA, Astra, Switzerland) and 

additionally by antibiotics in case of H. pylori infection. Endoscopic controls with repeated 

injections were performed daily until the ulcer base was clean.  

RESULTS: One hundred and thirty five patients (87 men, 48 women; age 70.1 years) with 

spurting bleeding (# = 15), oozing bleeding (# = 47), non-bleeding visible vessel (# = 51) or 

adherent clot (# = 22) were included. Overall both groups were comparable with respect to age, 

shock, initial hemoglobin, transfusional needs, endoscopic findings, comorbidity and NSAID 

consumption. The outcomes at 30 days are summarized in the table below. 

\tx855\tx1665\tx2790\tx3690\tx4680\tx5100\tx8150\fs4 \ul \tab \tab Group # pat. # endosc. 

Reblee Surgery Death d(%) (%) (%) \tab E 70 2.5 23 10 3 E + F 65 2.6 21 6 2 \tab d\fs20 There 

were no statistical differences in outcomes between E and E+F. There were no statistical 

differences in rebleeding rates between E and E+F in all Forrest stages.  

CONCLUSIONS: In this study, endoscopic injection using epinephrine plus fibrin did not 

prevent rebleeding, surgery or death more efficiently than injection of epinephrine alone. }" 

"RANDOMIZED CONTROLLED STUDY OF EPINEPHRINE VERSUS EPINEPHRINE + 

FIBRIN INJECTION IN PEPTIC ULCER BLEEDING"  

 

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 54/05E#" " Abstract: 54/05E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E22 SUBGROUPS OF NSAIDS AND UPPER DIGESTIVE BLEEDING  

Luis Azevedo-Lobo, Artur Vasconcelos-Teixeira, Pedro Moutinho-Ribeiro, Ant\'f3nio Tom\'e9-

Ribeiro  

\i Hospital S. Jo\'e3o/Medical Faculty - Depart. Gastroenterology, Oporto, Portugal  

{ Background:} Different clinico-pathologic characteristics have been associated to the different 

subgroups of NSAIDs implicated in upper digestive bleeding.  

{ Aim of the study:} Verify, in a series of UDB associated with NSAIDs therapy, the type of 

NSAID implicated (``Cox1 inhibitors, ``Cox2 preferential inhibitors and salicilates); Compare, 

within the three subgroups of NSAIDs, several clinico-pathological features related to the use of 

the drug, the type of lesion and its severity.  

{ Methods:} Retrospective analysis of 100 cases of UDB associated with NSAIDs submitted to 

upper digestive endoscopy (UDE) in a Gastroenterologic Department between January/98 and 

June/99. Statistic analysis: SPSS program.  

{ Results:} Of the 100 cases, it was possible to identify correctly the type of NSAIDs in 79 

patients: salicilates-51%, ``Cox1 inhibitors-36% and ``Cox2 preferential inhibitors-13%. 

Duodenal ulcer was the lesion more frequent among patients using ``Cox1 inhibitors (55%) and 

``Cox2 inhibitors (62%), whereas gastric ulcer was the most observed lesion (50%) among those 

using salicilates (p=NS). When compared these threes subgroups of drugs we verified 

differences: a) with statistical significance: pattern of consumption (p=0,001), indication for use 

(p<0,001) and previous report of peptic ulcer (p=0,023); b) without statistical significance: blood 

transfusion requests, need of surgery, associated endoscopic lesions, size of lesion, Forrest 

classification and mortality rate. 

{ Conclusion:}  Salicilates were involved in more than an half of cases. Their use was 

statistically associated with chronic intake, in the context of anti-platelet aggregation therapy. 

We did not find differences with statistical significance when compared the three subgroups of 

NSAIDs and the type of lesion and its severity. }" "SUBGROUPS OF NSAIDS AND UPPER 

DIGESTIVE BLEEDING"  
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Intragastric balloons physiologically impede the intake of nutrients by reducing the stomachs 

capacity for food and, through outlet obstruction, delaying the gastric emptying of food. The 

distension of the gastric wall activates certain nuclei in the brain, resulting in a centrally 

mediated feeling of satiety apart from the peripheral effects. Thus, balloons may be compared to 

gastric restrictive surgery. Eligible patient are between 18 and 65 years with a history of failed 

standard treatments and with severe overweight (BMI >= 40 kg/m{\up6 2} or between 30 and 40 

in the presence of severe obesity-related diseases). Contra-indications are related to the balloon 

placement and retrieval (endoscopy, large hiatal hernia, oesophagitis, gastric lesions). Although 

series differ considerably in aspects of treatment such as dietary restrictions, behavioural therapy 

and physical exercise, weight losses reported in {\i open trials} over a period of 4 months, the 

average lifetime of balloons, are quite comparable: between 0.52 and 0.91 kg/week with air-

filled and between 0.53 and 0.71 kg/week with fluid-filled balloons. Own studies showed a 

decrease of 1 kg/week for up to 7 months. {\i Double-blind placebo-controlled,} partly crossover 

{\i studies} investigating the role of intragastric balloons in usual weight loss programmes were 

less successful: balloon-treated subjects lost 0.44 kg/w (range, 0.07-0.67) and sham-treated 

patients 0.35 kg/w (range, 0.04-0.60) over 3-4 months. Own studies showed a 26 kg weight loss 

in 12 months in obese and 50 kg in 8 months in super-obese subjects. Complications consisted of 

gastric ulcers mainly in air-filled and oesophagitis mainly in fluid-filled balloons. Balloon 

intolerance and deflations were less of a problem. So, weight losses compare favourably to 

surgical results with an acceptable complication rate of 14%. However, weight maintenance after 

balloon removal is difficult. Intragastric balloons are not a life-long treatment and therefore 

never a substitute for bariatric surgery. It should be a last resort in subjects with many failed 

medical treatments who are not yet suitable candidates for more aggressive surgical measures. 

Surgons might use it as a predictive instrument, singling out subjects who highly comply to the 

prescribed diet and would benefit most from gastric restrictive surgery, herewith implying that 

non-responders might fare better with malabsorptive procedures. }" "ARE GASTRIC 

BALLOONS A VALUABLE SUBSTITUTE FOR BARIATRIC SURGERY?"  
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{ Introduction:} The { E}rlangen { A}ctive { S}imulator for { I}nterventional { E}ndoscopy 

(EASIE\'ae) is established for the training of endoscopic hemostasis. In 1999, we introduced a 

new structured training for doctors and nurses on endoscopic mucosal resection (EMR) 

techniques, polypectomy and vital staining techniques. This new training concept was evaluated 

prospectively by trainees using a questionnaire.  

{ Methods:} Two structured training courses (7/99, 3/00) were evaluated. The courses were 

designed as a team-training for groups of 3 doctors and 3 nurses per simulator. 36 of 62 (58%) 

participants filled in the questionnaire (19 doctors, 17 nurses). {\i Simulator:} The 

compactEASIE\'ae-simulator was used for the training. The simulator was equipped with an pig 

esophago-gastroduodenal organ package prepared with multiple polyps at different anatomic 

sites of the stomach. {\i Workshop structure:} theoretical introduction with review of the 

literature regarding polypectomy, staining techniques and EMR. Video examples of each 

technique were shown. Practical contents: Preparation and performance of staining techniques 

(lugol, methylene blue, indigocarmine), polypectomy, strip biopsy and suction mucosectomy 

(`band and snare, Loop). Each technique was demostrated and performed subsequently under 

supervision of a skilled endoscopist and nurse.  

{ Results:} Most trainees 26/36 (72%) rated themselves as advanced or experienced 

endoscopists. 6/36 (17%) were endoscopic novices, 4/36 (11%) made no statement. Nearly all 

trainees (97%) assessed the training as excellent or good: 81% excellent (+++), 16% good (++), 

0% unsatisfactory ({\f1 -}), 3% no statement (/). {\i Closeness to reality} was assessed as good, 

specifically: 90% excellent or good (50% +++, 40% ++), 1% unsatisfactory, 9% no statement. 

Single techniques were evaluated as follows: {\i Staining techniques:} 100% excellent or good 

(67% +++, 33% ++), 0% ({\f1 -}); {\i Polypectomy:} 100% excellent or good (69% ++, 31% +), 

0% ({\f1 -}); {\i Strip-biopsy:} 89% excellent or good (61% +++, 28% ++), 0% ({\f1 -}), 11% 

no statement; {\i Suction mucosectomy:} 89% excellent or good (56% +++, 33% ++), 0% 

unsatisfactory, 11% no statement /. 

{ Conclusion:}  The concept of team-training polypectomy/mucosecotmy was established for the 

compactEASIE\'ae and was accepted exceedingly by the participants. }" 

"POLYPEKTOMY/VITAL ENDOSCOPIC STAINING/MUCOSECTOMY - A NEW 

STRUCTURED TEAM-TRAINING IN A CLOSE TO REALITY ENDOSCOPY SIMULATOR 

(EASIE)"  



Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“OR 79/05E#" " Abstract: 79/05E 0 Citation: Endoscopy 2000; 32(Suppl1): 
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ENDOSCOPIC HEMOSTASIS  

J. Maiss, E.G. Hahn, J. Hochberger  

\i Department of Medicine I, University of Erlangen-N\'fcrnberg, Germany  

{ Introduction:} The { E}rlangen { A}ctive { S}imulator for { I}nterventional { E}ndoscopy 

(EASIE\'ae) is a new close to life training model permitting for the first time the creation of 

artierial spurting ulcer bleedings, varices and polyps in a specially prepared pig stomach. Overall 

about 35 different interventional techniques in the upper GI-tract and hepatobiliary system can 

be trained.  

{ Methods:} 14 systematically structured EASIE team-training courses (21.3.98-12.2.00) on 

endoscopic hemostasis were evaluated prospectively by the participants according to a 

questionnaire at the end of one day training. The courses were designed as a team-training for 

groups of 3 doctors and 3 nurses per simulator. 264 of 366 participants (72.1%) filled in the 

questionnaire (166 doctors, 89 nurses, 9 no statement). As training models 4\'d7 EASIE\'ae, 3\'d7 

miniEASIE\'ae, 7\'d7 compactEASIE\'ae were used all equipped with the same, specially 

prepared pig esophago-gastroduodenal organ package. For the training of ulcer hemostasis, 

vessels, polyps and submucosal varices were created. Perfusion was achieved by a roller-pump 

with the addition of an on demand bypass regulating the pressure of the blood surrogate. 

Workshop structure: 45 min. theoretical introduction on treatment of ulcer bleeding, 2 hours 

practical training of injection techniques (epinephrine, fibrin glue) and hemoclip application, 45 

min. theoretical introduction of variceal therapy, 2 hours practical training of sclerotherapy 

(including cyanoacrylat) and banding techniques.  

{ Results:} Most trainees rated themselves as advanced (43%) or experienced (31%) 

endoscopists. 20% were endoscopic novices, 6% no statement. Previous experience in 

endoscopic hemostasis was distributed as follows: No experience 20%, <1 year 8%, 1-3 years 

22%, 3-6 years 20%, >6 years 22%, 8% no statement. Nearly all trainees 96% assessed the 

training as excellent or good: 84% excellent (++), 12.6% good (+), 0.4% unsatisfactory ({\f1 -}), 

3% no statement (/). Single techniques were evaluated as follows: {\i Injection therapy:} 77% 

(++), 16% (+), 0.4% ({\f1 -}), 7% (/); {\i Clip application:} 84% (++), 9% (+), 1% ({\f1 -}), 6% 

(/); {\i Sclerotherapy:} 63% (++), 17% (+), 1% ({\f1 -}), 19% (/); {\i Multiband ligation:} 77% 

(++), 16% (+), 0.4% ({\f1 -}), 7% (/); {\i Closeness to reality} was assessed as good, 

specifically: 66% (++), 25% (+), 1% ({\f1 -}), 8% (/). 

{ Conclusion:}  EASIE team-training endoscopic hemostasis has a high acceptance by the 

trainees. A prospective comparison between conventional endoscopic education and practical 

education in interventional endoscopy using EASIE will be done soon. }" "A PROSPECTIVE 

EVALUATION OF 14 EASIE TEAM-TRAINING-WORKSHOPS ON ENDOSCOPIC 

HEMOSTASIS"  
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E23 EUROPEAN BOARD OF GASTROENTEROLOGY (EBG) - CERTIFICATE OF 
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Most physicians wish to be professionally competent and updated. The current demand for 

documented quality control, publication of medical mistakes, as well as more informed and 

demanding patients, are all elements creating a claim for more formal CME systems. The process 

in Europe has been slow with many national and international players in the field including 

professional organisations, scientific societies and governmental institutions. There has been 

little or no communication between the actors, and the lack of a common strategy has led to the 

present situation with disparate CME systems. The ultimate goal of a lifelong learning process is 

to improve professional performance. However, it is important to realise that CME is only a part 

of this process together with other quality improving activities. Creating CME systems is a 

national responsibility. EBG has as part of the EU system no national power. The CME system 

of the EBG is intended to act as a guideline towards harmonisation of the national CME systems 

throughout Europe. It may also be used individually by physicians from countries without a 

organized CME system. The unit of credits is simply hours per year with a minimum of 6 from 

cat.A, and 40 from cat.B through a five year period to obtain the certificate. Cat.A: Evaluated, 

documented, and in advance approved courses or lectures. Cat.B: Non-evaluated learning which 

may comprise of (maximum 10 hours for each): 1) Teaching. 2) Locally organised meetings. 3) 

Audit meetings. 4) Journal Review meetings. 5) Meetings not fulfilling the criteria for cat. A. 6) 

Interactive computer education. 7) Publications in peer-reviewed journals. 8) First author of 

abstract presented at a national or international meeting. }" "EUROPEAN BOARD OF 
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E25 DETECTION OF OESOPHAGEAL DYSPLASIA IN PRIMARY ACHALASIA BY 

CHROMOENDOSCOPY WITH LUGOL  

Bart Van Overberghe, Danny De Looze, Claude Cuvelier, Luc Herregods, Martine De Vos  

\i University Hospital, Gent, Belgium  

{ Background:} Achalasia is considered to be a premalignant condition in the development of 

oesophageal cancer. Adequate screening techniques and strategies to detect dysplasia or early 

stage oesophageal cancer are lacking.  

{ Methods:} Oesophagoscopy under propofol sedation was performed in 33 patients with 

achalasia, followed by vital staining of the oesophageal mucosa with a lugol 1.5% solution. 

Endoscopic lesions of the mucosa were identified before staining; biopsies were taken from the 

unstained lesions. Pathological examination was performed on a H&E coloration.  

{ Results:} Thirty-one patients (13 F/18M), mean age 50 y (17-85), were included. Mean 

duration of disease was 46 months (5-228) since time of diagnosis. Both endoscopy and lugol 

staining were normal in 8 patients. In 11 patients endoscopy was normal, but several unstained 

lesions were detected, all showing peptic oesophagitis at pathologic evaluation. In 10 patients 

routine endoscopy showed erosions and/or ulcerations at the Z-line, typical for 

refluxoesophagitis, and additional unstained lesions not in contact with the Z-line. Histological 

examination was compatible with peptic oesophagitis. In 2 patients a flat zone of mucosal 

erythema was found at respectively 5 and 3 cm above the Z-line; both were lugol negative. 

Biopsy in the 1st patient showed oesophagitis; in the 2nd patient carcinoma in situ was found. 

Transient burning chest pain was reported by 17 patients. One patient developed a third degree 

atrioventricular block during anesthesia. 

{ Conclusion:}  Vital staining of the oesophagus in achalasia shows a high proportion of acid-

related lesions (55 %), of which only half are detected by endoscopy alone. It is helpful in better 

defining and delineating mucosal abnormalities such as an intramucosal carcinoma. It is, 

however, not at all specific for dysplasia or carcinoma. These results suggest that thorough 

examination of the oesophageal mucosa in achalasia patients is warranted, and biopsies (guided 

by lugol staining) should be taken from every mucosal break above the level of the Z-line. }" 

"DETECTION OF OESOPHAGEAL DYSPLASIA IN PRIMARY ACHALASIA BY 

CHROMOENDOSCOPY WITH LUGOL"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.73E#" " Abstract: P.73E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E25 CONTROLLED RADIAL EXPANSION BALLOON VERSUS RIGID DILATORS FOR 

THE TREATMENT OF BENIGN ESOPHAGEAL STRICTURES: A MULTICENTER, 

PROSPECTIVE STUDY  
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Defago{\up6 3}  

\i 
1
 Hospital de Gastroenterologia Udaondo, Buenos Aires; Hospital San Martin, La Plata; 

Hospital San Roque, Cordoba; Hospital Durand, Buenos Aires, Argentina and Hadassah 

Hospital, Jerusalem, Israel Current treatments of benign esophageal strictures include the use of 

rigid Savary dilators or disposable balloons. Recently, a new balloon catheter that can reach three 

successively larger sizes, depending upon the inflation pressure was designed. (CRE\'99 balloon, 

Microvasive).  

{ Aim:} to assess the effectiveness and safety of the CRE\'99 balloon when compared with 

Savary dilators in patients with benign esophageal strictures, in a prospective, randomized study.  

{ Methods:} a total of 55 patients were studied, 32 males and 23 females (mean age 59.8±2 -

range 30-90). Inclusion criteria: stricture =10-mm diameter and =5 cm length; dysphagia score 

=2. At recruitment both groups were comparable in regards to age, gender, history of previous 

dilatations, severity of dysphagia and stricture severity. Etiologies of the strictures were 68% 

peptic reflux, 12% post-radiation and 12% post-surgery ones. Mean stricture diameter prior to 

dilatation was 4.9 vs 5.1 mm in CRE\'99 balloon and Savary groups respectively.  

{ Results:} Similar effectiveness was achieved in both groups: dysphagia score was reduced after 

1 week by 2.0 and 2.3 (in CRE\'99 balloon and Savary groups respectively). Dilatation time was 

significantly shorter in the CRE dilator group (5.6 minutes vs 9.8 minutes in the Savary group, 

p<0.01) There was also a trend in favor of the CRE balloon in regards to patient procedural pain 

assessment score: 1.4 vs 2.0 in the Savary dilators group (p=0.07).  

{ Conclusions:} the CRE\'99 balloon works as well as the Savary rigid dilator in dilatation of 

benign esophageal strictures. Shortening of dilatation time and a lower patient perception of pain 

during the procedure are advantages for the use of CRE\'99 balloon in these patients. }" 
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E25 CLINICAL APPLICATION OF METAL IN THE MANAGEMENT OF ESOPHAGEAL 

OBSTRUCTION  

Aiwu Mao, Zhongdu Gao, Renjie Yang, Tinghui Jiang  

\i Department of Intervention, Shanghai St Lukes Hospital, Shanghai, China  

{ Objective:} To explore practical use of metal stents in the treatment of obstruction of cervical 

part of esophagus, Chance of palliative therapy with microinjury was provided for patients with 

high level esophageal obstruction who couldnt restore normal diet by traditional methods.  

{ Methods:} 15 patients suffered obstruction of cervical part of esophagus, all patients were male 

age ranged from 28 to 76. Obstructive segment located from esophageal cricopharyngeal 

segment to 12 mm below it. Causes of obstruction: 4 cases with direct infiltrative growth of 

cervical part of esophageal cancer, 5 cases with compression of cervical malignant tumours, 4 

cases with postoperative anastomotic recurrence of high level esophageal cancers and 2 cases 

with cicatrical contracture of anastomotic stoma. All cases were inoperable and needed to 

maintain their life with intravenous feeding, 7 cases occurred electrolyte disorder, 5 cases 

occurred short breath or respiratory obstruction caused by airway stenosis. Nitinol metal stents 

were put in perorally with fluoroscopic guidance after repeated tolerant expanding performance 

through PVL expandable catheter. All stents were 11~15 mm in diameter and 35~45 mm in 

length.  

{ Results:} 17 cervical segment esophageal stents and 6 tracheal stents were put in 15 patients. 

All patients restored liquid diet or half-liquid diet without showing side effect except slight pain 

and tolerantable uncomfortable feeling. 

{ Conclusion:}  Cervical segment of esophagus shouldnt be a restricted zone in the management 

of inner stents. The method is applied as palliative therapy for patients with high level 

esophageal obstruction who are inoperable and might have a negative effect on diet after 

operation. }" "CLINICAL APPLICATION OF METAL IN THE MANAGEMENT OF 

ESOPHAGEAL OBSTRUCTION"  
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Cheinquer, C\'e9sar Vivian Lopes, \'c1lvaro Cassal, Cristiane Both, C\'edntia P. Silva, Gabriela 

Coral, Sirlei Dittrich, Angelo Mattos  

\i Dept. of Gastroenterology, Santa Casa Hospital of P.Alegre School of Medical Sciences 

(FFFCMPA), Porto Alegre, Brazil  

{ Background/Aims:} The use of fluoroscopy during endoscopic bougienage is controversial, as 

well as which kind of stricture is the most amenable to endoscopic therapy. We report our 

experience on a prospectively collected series of 1358 dilation sittings without the aid of 

fluoroscopy and compare the results of this method among patients with strictures of different 

causes and different grades of dysphagia.  

{ Methods:} Between 5/1992 and 5/2000, we performed dilation sessions on 241 patients. 

Dysphagia was graded from 1 (to liquids) to 4 (no dysphagia).Treatment was optimal if the 

lumen could be dilated up to 45 Fr. with no dysphagia after therapy.  

{ Results:} 207 patients (131M,76F, mean age=55.8yr.), who underwent 1358 dilations sessions 

(median=4, range 1-75), were followed-up for a mean of 18.1 (1-82) months. Strictures etiology 

was postoperative in 125, peptic in 46, caustic in 16 and from other causes in 20. Mean 

dysphagia grade before therapy was 1.69 and 3.17 after therapy (p=0.001). Optimal response was 

achieved in 82%, 85% and 61% of the patients with postoperative, peptic and caustic strictures, 

respectively (p=0.04). Patients with caustic strictures also needed significantly (median 5.5) 

more sessions than the cases with postoperative (median=4) or peptic stenoses 

(median=3)(p=0.023). Patients with grade 1 dysphagia needed significantly more sessions 

(median=5) than the patients with dysphagia grades 2 or 3 (median=3) (p=0.0004). There were 5 

esophageal perforations, with 1 death (0.36% and 0.07% per session and 2.4% and 0.48% per 

patient, respectively). 

{ Conclusion:}  Endoscopic dilation without the aid of fluoroscopy is safe and effective in 

relieving dysphagia caused by benign strictures of different etiologies. Caustic stricture respond 

worse to this therapy and need more sessions than postoperative or peptic stenoses. The 

dysphagia level at clinical presentation is associated with the number of sessions needed. }" 
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Abeezar Sarela, Louise Jobling, Pierre Guillou, Geoffrey Clark  

\i Professorial Surgical Unit, St Jamess University Hospital, Leeds, United Kingdom  

{ Introduction:} This study aimed to characterise benign strictures of the distal oesophagus and 

to identify endoscopic features that might predict the need for repeated dilatation, in the current 

era of proton pump inhibitor therapy.  

{ Methods:} We reviewed prospectively maintained records for 116 consecutive patients with 

peptic strictures of the oesophagus, who underwent endoscopy during the period 1997 to 1999.  

{ Results:} The patients comprised 64 (55%) men and 52 (45%) women at a median age of 69 

(interquartile range:59-75) years. All strictures were located in the lower third of the oesophagus 

and had a median length of 1 (1-2) cm. The stricture diameter was 
3
 10 mm in 92 (79%) and \'a3 

9 mm in 24 (21%) patients. Associated hiatus herniae were detected in 49 (43%), reflux 

oesophagitis in 44 (38%) and Barretts oesophagus in 9 (8%) patients. Oesophageal dilatation was 

performed in 49 (43%) patients, including all 24 patients with strictures < 9 mm. A wire-guided 

polyvinyl bougie was used in 32/49 (65%) and a through-the-scope polyurethrane balloon in 

17/49 (35%) patients. Dilatation was performed to a median maximum diameter of 16 (14-17) 

mm, at the first attempt. Repeated dilatations were required in 16/ 49 (33%) patients, with a 

median of 3 (2-4) attempts. On logistic regression analysis, none of the characteristics studied, 

comprising age, gender, stricture diameter, stricture length, severity of reflux oesophagitis, 

presence of hiatus hernia and mechanism or maximum diameter of the initial dilatation, predicted 

the requirement for repeated dilatations.  

{ Conclusions:} One-third of patients with peptic oesophageal strictures required dilatation at the 

initial endoscopy. Furthermore, one-third of the patients undergoing initial dilatation required 

repeated dilatations; however, it was not possible to predict this requirement on the basis of 

findings or intervention at the index endoscopy. }" "BENIGN DISTAL OESOPHAGEAL 

STRICTURES: CHARACTERISTICS AND NEED FOR REPEATED DILATATION"  
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1
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1
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1
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\i 
1
 Department of Gastroenterology; {\up6 2} Pathology, Clinique St-Pierre 1340 Ottignies, 

Belgium  

{ Objective:} To assess the reproducibility of the assessment of Barretts oesophagus in 

successive endoscopic examinations.  

{ Methods:} During a 24 month period beginning on Jan 1, 1998, all patients with a suspected 

Barretts oesophagus seen in an endoscopy unit if before or during that period at least two 

endoscopic examinations were performed with at least four biopsies of the suspected metaplastic 

mucosa looking for p53 on biopsies and for aneuploidy on smears (flux cytometry).  

{ Results:} 100 patients were included: 62% of males, with a mean age of 62, a mean follow-up 

of 54 months, a mean number of 3.7 endoscopic examinations. Using the initial endoscopic 

examination as basis, comparison with subsequent endoscopies revealed that: (1) HISTOLOGY - 

Of the 26 patients without intestinal metaplasia, subsequent biopsies revealed intestinal 

metaplasia in 14. (2) LENGTH - Of the 67 patients with short Barrett (<4 cm), in 12 subsequent 

examinations revealed a longer metaplastic segment. (3) DYSPLASIA - Present in 6 cases, 

disappeared in 3. During follow-up, present in 28 cases. (4) p53 - Present in 5 at initial 

endoscopy, during FU in 13. (5) ANEUPLOIDY - Present in 8, during FU in 19. During a total 

FU of 441 years, not a single case of adenocarcinoma was diagnosed.  

{ Conclusions:} A single endoscopic examination leads to misclassification of patients: 14% are 

falsely considered as without intestinal metaplasia, 17% as short term Barrett. Stricter criteria 

should be used to better define the length of metaplasia, the presence and possibly the surface of 

intestinal metaplasia. }" "HOW RELIABLE IS A SINGLE ENDOSCOPY IN THE 

ASSESSMENT OF BARRETTS OESOPHAGUS"  
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Pernilla Ackermark, Ernst Kuipers, Claudia Wolf, Ronald Breumelhof  

\i Departments of Gastroenterology and Pathology, St. Antonius Hospital, Nieuwegein; 

Gastrointestinal Research Unit, University Medical Center, Utrecht; Department of 

Gastroenterology, Free University Hospital, Amsterdam; Department of Gastroenterology, 

Diakonessenhuis, Utrecht, the Netherlands  

{ Objective:} The role of Helicobacter pylori (Hp) in GERD (Gastro-Esophageal Reflux 

Disease)and its complications is controversial. Recent studies indicate a protective effect of 

colonization with cagA-positive Hp-strains against GERD. It has been shown that intestinal 

metaplasia (IM) in a short columnar-lined esophagus segment (SCLS) is a complication of 

GERD. The role of cagA in the etiology of SCLS has not been investigated. The aim of our study 

was to assess the prevalence of CagA serum antibodies in patients with IM at an endoscopically 

normal esophagogastric junction (EGJ) and in patients with a SCLS (1-3cm) compared to 

patients without IM.  

{ Methods:} Serum samples were obtained from 60 patients previously diagnosed as having IM 

at a normal EGJ (43 patients) or in a SCLS (17 patients) and 60 controls (53 normal EGJ, 7 

SCLS) without IM but matched for gender, age and Hp-prevalence. The diagnosis of Hp was 

made in biopsies from corpus and antrum with modified Giemsa stain and 

immunohistochemistry (if no Hp were found in Giemsa stain). CagA-status was investigated by 

assessment of IgG antibodies by ELISA.  

{ Results:} The prevalence of Hp was significantly higher in all subjects with a normal EGJ 

(43/96=44.8%) than in subjects with SCLS (4/24 =16.7%) (p=0.012). The overall cagA 

prevalence was 17.5%(21 pat). Patients with IM in a SCLS showed lower CagA titers than 

patients with IM at a normal EGJ (p=0.039). The CagA titers in endoscopically normal patients 

with IM at the junction were higher than in patients without IM (p=0.031).  

{ Conclusions:} CagA antibody titers are higher in IM-positive patients with an endoscopically 

normal EGJ than in IM-negative, which is in line with the theory that the development of IM at 

the junction is favoured by more intense inflammation caused by cagA-positive strains. Patients 

with IM in a SCLS have lower anti-CagA titers compared to patients with IM at the junction, 

supporting the theory that cagA-positive Hp strains protect against complications of GERD. }" 
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Kumar Basu, Rob Bale, Barbara Pick, Kevin West, John De Caestecker  

\i Leicester, UK  

{ Background:} BE is a pre-malignant disorder due to acid and bile reflux. APC ablation can 

cause BE regression, for which, PPI therapy alone is ineffective. Aims: To assess efficacy of 

APC for BE ablation and investigate factors promoting squamous re-epithelialisation.  

Methods: Patients with BE containing specialised intestinal metaplasia underwent APC at 4 

week intervals to achieve macroscopic clearance. BE area was documented with photography, 

grid drawings, ink tattooing and 2cm quandrantic biopsies. All patients were on high dose PPI 

therapy, and had oesophageal 24hr pH and Bilitec monitoring.  

Results: 45 patients completed APC therapy; mean age 61yrs (range 28-79), mean BE length 

5.1cm (3-19). 32 achieved macroscopic clearance,13 had persisting BE (defined: >10% original 

BE area present), after a median of 4 APC sessions. Squamous re-epithelialisation occurred in all 

patients but 15 (33%) had ``buried glandular mucosa representing 8% of the total number of 

biopsies. After 52% of APC sessions,transient and self-limiting odynophagia, dysphagia or chest 

pain was reported. 12/40 patients had persisting acid reflux which tended to be commoner in 

those with persisting BE (median total time pH <4 =3%) compared to those with buried glands 

only (0.45%) or successful ablation (0.5%) [p=0.4]. Abnormal bile reflux (total time absorption 

>0.14 units >2.9%) occurred in 22/25; it tended to be commoner in patients with persisting BE 

and buried glands compared to those fully ablated (medians of 8% vs. 3%); [p = 0.39]. Only 

longer initial BE length was associated with persistent BE (p= 0.002).  

Conclusions: BE ablation using APC is feasible and safe. Shorter segment Barretts responds 

best. The significance of ``buried glands and continuing acid and bile reflux, despite high dose 

PPI, for maintaining squamous re-epithelialisation is unknown. }" "EFFICACY OF ARGON 

PLASMA COAGULATION (APC) FOR BARRETTS EPITHELIUM ABLATION AND THE 

EFFECTS OF PERSISTING ACID AND BILE REFLUX ON SQUAMOUS RE-

EPITHELIALISATION"  
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{ Background:} APC therapy is used to eliminate Barretts mucosal dysplasia but its clinical 

importance is not enough clear.  

{ Aims:} To assess the therapeutic effect of APC ablation of Barretts intestinal dysplasia.  

{ Methods:} APC was performed on 35 patients with Barretts esophagus: low-grade dysplasia 

(n=19); high-grade dysplasia (n=15); superficial carcinoma (n=1). The diagnosis was confirmed 

by endoscopy, histology, cytology, and EUS examination. APC was reapplied in cases with 

uncompleted repair on the control endoscopy on day 40 and 80. All cases were followed up for a 

period of 1,5-2 years. Acid reflux was controlled with PPI (30 pts) and H2RA (5 pts).  

{ Results:} Early endoscopic and histological control showed mucosal reparation in 80% and 

normal squamous epithelial in 77%, respectively. In the end of the followed-up period we 

observed: appearance of new metaplasia of nonintestinal type in 14.8% - 4/27 patients with 

complete mucosal repair (3 of them received H2RA), and early esophageal adenocarcinoma in 

11.4% - only in cases with uncompleted therapy in cases with high-grade dysplasia. No serious 

side effects were found.  

{ Conclusions:} APC is one effective and safe endoscopic procedure, capable to ablate Barretts 

mucosal lesions. Recurrence risk exists. }" "ENDOSCOPIC APC THERAPY OF BARRETT 

ESOPHAGUS"  
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{ Background and Study Aims:} The aim of this study is to evaluate the efficacy of the 

endoscopic mucosectomy (EM) and to present our experience with the endoscopic removal of 

superficial tumors of the esophagus.  

{ Patients and methods:} 22 patients were included in the study (16 men and 6 women) between 

September 1995 and May 1998. The lesion was a squamous cell carcinoma in 8 cases and severe 

dysplasia or adenocarcinoma developed on a Barett esophagus in 14 cases. Surgery wasnt 

recommended for 18/22 patients (cardiac disease, cirrhosis or bad health condition). An 

endoscopic ultrasound examination (EUS) was performed in all patients, using high frequency 

miniprobe (20 Mhz, Fujinon probe). The pretherapeutic EUS classified the lesion us T1N0 in 20 

cases and T0N0 in 2 cases. We used the technique of polypectomy after submucosal injection of 

10-15 ml of saline serum.  

{ Results:} Complications occurred in 2/22 patients (9.0%). Bleeding occurred in 1 case but 

hemostasis was endoscopically achieved. In the other case, the patient presented a thoracic pain 

treated by morphine injection. The endoscopic resection was considered as complete in 19/22 of 

cases (86.4%). In 3 cases, the histology examination showed a submucosal tumoral infiltration. 

One was operated and the resected specimen showed a residual pT2N0 tumor and the 2 others 

patients were treated by a complementary radiotherapy and they were alive with negative EUS 

and endoscopic biopsy respectively 22 and 26 months later. The mean follow-up of the patients 

was 38 months. 19/22 patients were alive without recurrence. No patients considered as a 

complete resection presented a local recurrence, but 3 patients developed another superficial 

esophageal cancer treated also by EMR. Three patients developed metastasis without local 

recurrence and died 16, 18 and 22 months later.  

{ Conclusions:} EMR is a non invasive treatment of early GI tumors. Based on the results of 

high frequency EUS probe, EMR must be consider as a curative treatment of intraepithelial 

esophagus carcinoma. }" "TREATMENT OF EARLY ESOPHAGEAL CANCER BY 

ENDOSCOPIC MUCOSAL RESECTION. RESULTS IN 22 PATIENTS"  
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The insertion of expandable metal stents (EMS) is a fundamental palliative treatment for 

esophageal malignant neoplasia. Endoscopic placement of stents is usually performed under 

fluoroscopic guidance.  

{ Aims:} Evaluation of feasability, efficacy and safety of the endoscopic insertion of EMS in 

esophageal malignant neoplasia without fluoroscopic guidance.  

{ Patients and methods:} Retrospective study of 60 patients (pts) with non-resectable esophageal 

cancer in whom 72 EMS were placed. The EMS used were distal release Ultraflex\'ae 

(Microvasive\'ae, Boston Scientific Corporation), 7-15 cm long and 18 mm in diameter (22 

covered stents). 91% of the patients were previously submitted to dilation and/or Nd:YAG laser. 

The procedures were done under sedation with midazolam and EMS were placed under 

endoscopic control with no fluoroscopic guidance. Severity of dysphagia was graded in a 0 to 4 

score according to the consistency of food causing symptoms: 0 - no dysphagia; 1 - solid food; 2 

- semi-solid food; 3 - liquid food; 4 - total dysphagia.  

{ Results:} 49 men and 11 women. Mean age 65±11 years. The indications for EMS insertion 

were dysphagia (78%) and esophagorespiratory fistulas (22%). Mean stricture length: 7.0±1.9 

cm. The neoplasia were located in the upper esophagus in 23%, in the middle in 47% and in the 

lower in 30%. A significant improvement in dysphagia after stent placement was observed (mean 

pre-treatment score: 3.1±0.7; mean score after stenting: 1.5±0.5 - p<0.0001). Successful fistula 

closure was achieved in all cases. The indications for the insertion of more than one stent were: 

esophagorespiratory fistulas - 7; tumor ingrowth or overgrowth - 4; partial migration - 1. Early 

complications: incomplete stent expansion - 6; acute tracheal obstruction - 2; pneumonia - 1; 

mediastinal abcess - 1. Late complications: tumor ingrowth or overgrowth - 14; fistulas - 5; 

partial migration - 1. Procedure related mortality: none. Mean survival after stenting: 5.5+4.9 

months.  

{ Conclusions:} Endoscopic EMS placement in esophageal malignant neoplasia performed 

without flouroscopic control presented high efficacy with low complication rates. This approach 

has the advantage of lowering cost and duration of the procedure and avoids exposing pts and 

staff to radiation. }" "ENDOSCOPIC PLACEMENT OF ESOPHAGEAL EXPANDABLE 

METAL STENTS WITHOUT FLUOROSCOPIC GUIDANCE"  
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Inmaculada Salces, Jos\'e9 D\'edaz-Tasende, Santiago Soto, Sarbelio Rodr\'edguez, Fernando 
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\i Hospital Universitario Doce de Octubre, Madrid, Spain  

{ Objetives:} to analize the immediate results of the placement of an esophageal self-expanding 

prosthesis with an endoscopic technique, without radiological support, in patients with malignant 

dysphagia and/or esophageal fistulas.  

{ Methods:} a total of 112 stents were inserted in 88 patients. The features of the stenosis were 

analyzed in a previous endoscopic examination. In case of severe stenosis a pneumatic balloon 

dilation was done. A stent that was at least 4 cm longer than the stimated lenght of the stenosis 

was selected. The stent and its delivery system were pushed over a guidewire into the stricture. 

Once the stent was in the right place, we confirmed endoscopically that the proximal border of 

the prosthesis was at least 2 cm above the visible edge of the tumor, maintaining the endoscopic 

surveillance during the fase of expansion and correcting the deviations in prosthesis positioning.  

{ Results:} The stricture was in the upper esophagus in 18.2%; in the middle esophagus in 29.5% 

and distal esophagus or esophagogastric junction in 40.9%. In 10 patients the stenosis was 

located on a surgical anstomosis. The origin of the stenosis was: epidermoid carcinoma in 

68.2%, gastric adenocarcinoma in 15.9%, lung cancer in 14.8% and laringeal cancer in 1.1%. 

Fistulas were demostrated in 7 cases (7.9%). Pneumatic dilation was necessary in 21 patients 

(23.9%). 112 prosthesis were inserted: 97 Ultraflex\'99, 8 Wallstent\'99 and 7 EsophaCoil\'99. 

The positioning of the prosthesis was considered correct in all cases. Inmediate complications 

were present in 4 cases: 1 patient had an early esophageal perforation, managed conservatively 

and 3 patients experienced long lasting chest pain (EsophaCoil\'99 stent in all cases). Nineteen 

prosthesis showed failure to expand (17.0%), solved with pneumatic dilation in 15 cases or 

placing a new stent in 7 (36.8%) (old Ultraflex\'99 delivery system).  

{ Conclusions:} 1.- Insertion of esophageal self-expanding stents under endoscopic control, is a 

safe and effective technique to treat malignant esophageal stenosis. The rate of success is close to 

100%, being the only requeriment that the proximal edge of the stricture and the comprised stent 

are both visible endoscopically. 2.- Inmediate complications are rare and similar to those 

described for radiologically-controled techniques. }" "RESULTS AND INMEDIATE 

COMPLICATIONS AFTER THE INSERTION OF SELF-EXPANDING METALLIC STENTS 

WITH AN ENDOSCOPY-BASED TECHNIQUE IN ESOPHAGEAL MALIGNANT 

STENOSIS"  
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E28 LONG-TERM FOLLOW-UP OF SELF-EXPANDING ESOPHAGEAL PROSTHESIS 
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Inmaculada Salces, Jos\'e9 D\'edaz-Tasende, Santiago Soto, Sarbelio Rodr\'edguez, Fernando 

S\'e1nchez, Pilar S\'e1nchez-Pobre, Alberto Ib\'e1\'f1ez, Victoria \'c1lvarez, Ramiro Carre\'f1o, 

Esther Bernardos, Jos\'e9 Carlos Mar\'edn, Jos\'e9 Antonio Sol\'eds-Herruzo  

\i Hospital Universitario Doce De Octubre, Madrid, Spain  

{ Objetives:} the aim of this study was to analize the long term results of esophageal metallic 

self-expanding stents placed under endoscopic control, without radiological support in patients 

with malignant disphagia and/or esophageal fistulas.  

{ Material and methods:} A total of 112 stents were placed in 88 patients between december 

1992 and december 1999. The histology was epidermoid carcinoma in 68.2%, gastric 

adenocarcinoma in 15.9%, lung carcinoma in 14.8%, laringeal carcinoma in 1.1%. Fistulas were 

found in 7 patients (7.9%). The mean age was 68 years (28-93 years). In 16 cases (18.2%) the 

lesion was localized in the proximal esophagus, in 26 cases (29.5%) in the medium esophagus 

and 36 cases (40.9%) in distal esophagus or esophagogastric junction. In 10 patients, the stenosis 

was localized on a surgical anastomosis.  

{ Results:} 112 stents were placed: 97 Ultraflex\'99, 8 Wallstent\'99 and 7 EsophaCoil\'99. 33 

Prosthesis (29.5%) were covered. 99% of the patients felt a marked relief of their dysphagia 

score (two grades or more) and 100% of the symptons associated to the f\'edstulas were solved. 

At long term follow up (at least 30 days) 44% can sallow a normal diet, 45% a semisolid diet and 

11% tolerate only an enteral feeding. The mean survival of these patients was 114.9 days (from 3 

days to 3 years). During the follow-up, 47 patients (53%) presented tumoral growing inside the 

prosthesis (54.5% in the edges and 45.5% in the lumen). This complication was managed 

endoscopically in all cases: Argon beam was applied in 37 patients (42.0%), pneumatic dilatation 

in 22 (25%) and placement of a new prosthesis in 19 (21.6%). Other complications were: food 

impactation: 54.5%, severe gastroesophageal reflux symptoms 12%, prosthesis dislogement 

9.1% and late fistula in 0.8%. These complications were solved endoscopically or with medical 

treatment.There were no other complications.  

{ Conclusions:} 1. At the long term, endoscopic placement of an esophageal prothesis is an 

effective procedure, allowing the relief of dysphagia and sympthoms associated to the fistulas. 2. 

Complications are frequent in the follow-up of these patients, but usually they can be solved 

endoscopically, without hospitalization. 3.-Complications are related with the type of prothesis 

and the area of implantation. }" "LONG-TERM FOLLOW-UP OF SELF-EXPANDING 

ESOPHAGEAL PROSTHESIS WITH EXCLUSIVE ENDOSCOPIC INSERTION"  
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The shape of the bleeding ulcer is variable and it may have a prognostic value in the outcome of 

hemorrhage.  

{ Aim:} To evaluate the association of morphometric characteristics of bleeding peptic ulcers, 

measured using image analysis software, with various history characteristics.  

{ Methods:} 73 consecutive patients (41 M/ 20 F) with a bleeding peptic ulcer were examined 

prospectively, during a 6 month period. Stigmata of recent hemorrhage (SRH), NSAIDs usage, 

HP status, transfusion requirements, need for surgery and death were recorded. Using a frame 

grabber, high resolution images were obtained during endoscopy from the bleeding ulcers. 

Twelve patients were excluded because the visualization of the ulcer was not feasible due to 

excess blood or other reason. Images were analyzed using a standard image processing software 

(UTHSCSA Image Tool v 2.0) for ulcers area and compactness (measure of ulcer circleness 

computed as sqrt (4 x area / PI) /major axis length).  

{ Results:} NSAIDs users (Group 1) had larger ulcer area compared to non-users (Group 2) 

(32,7 vs 19,1 mm2, p<0.05), and they also had more transfusion requirements (2,14 vs 1,71 

blood units) even if no statistical significance was noted. In addition, no difference was found in 

ulcer compactness in both groups (0,7103 vs 0,7136, p=NS). Taking into account the HP status 

of the bleeders we also found significant difference in ulcer area in both groups ((CLO +ve 37,2 

vs19,6 p<0,05) - (CLO-ve 29,2 vs 19,6 p<0,05)). No difference found in blood units ((CLO +ve 

1,67 vs1,50, p=NS) - (CLO-ve 2,47 vs 3,00,p= NS)) and ulcer compactness ((CLO +ve 0,7177 

vs 0,6958, p=NS) - (CLO-ve 0,7047 vs 0,8200, p=NS)). No urgent operation or death was noted. 

{ Conclusion:}  There is a significant difference in bleeding ulcer area in NSAIDS users vs non-

users, irrespectively of HP status and a difference in transfusion requirements even if this didnt 

reach statistical significance. No difference in ulcer shape (circleness) was noted. More cases are 

needed to examine objectively if bleeding ulcer area and shape has any correlation to disease 

outcome. }" "OBJECTIVE MEASURES USING IMAGE ANALYSIS IN BLEEDING PEPTIC 

ULCERS"  
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Oesophageal and gastric varices represent one of the most serious complications of portal 

hypertension. Gastric varices may be isolated fundal varices or they are extensions of 

oesophageal varices whic may be linear or polypoid. Linear fundal extensions are common sites 

of bleeding and rebleeding after sclerotherapy, and their managment is still controversial. We 

selected 80 patients [74 men and 6 women, mean age 38 years, range 27-61] with active variceal 

bleeding. In all cases there was fundal linear extension of one or more of the oesophageal 

varices, the extenion ranges from 1 to 5 cm. The bleeding site in form of spurter, active ooze or a 

clot is from the fundal extensions in 42 cases, from oesophageal varices in 22 cases, and no 

obvious bleeding point in 16 cases in whom we did not find other gastric or duodenal causes of 

bleeding. In all cases we inject the tissue adhessive material histoacryl-lipidol mixture for fundal 

extension and ethanolamine oleate for the oesophageal varices, and we started with the bleeding 

point. Follow up endoscopy was performed for all patients after one week, and after one month 

with follow up sclerotherapy as needed. After further 6 months follow up endoscopy was 

performed for all patients. Control of acute bleeding was achieved in all patients. Rebleeding 

from the fundal extensions during the first week occurred in two patients and was controlled by 

histocacryl injection. Eradication of varices was achieved after 2 sessions in 28 patients, while 3 

sessions were needed for 51 patients, and only one patient needed fourth session after 6 monts. 

We concluded that fundal extensions are common sites of bleeding and must be looked for 

thoroughly in cases with acute variceal bleeding and that injection of htese extensions 

irrespective of the site of bleeding with tissue adhessive agent improves the rate of successful 

control of acute bleeding and minimizes the number of sessions needed for complete eradication 

of varices. }" "ENDOSCOPIC THERAPY FOR BLEEDING OESOPHAGEAL VARICES 

WITH FUNDAL EXTENSION"  
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{ Aim:} To compare the efficacy of endoscopic sclerosis vs medical treatment in patients with 

peptic ulcer hemorrhage (PUH) and adherent clot (Forrest-IIB) in terms of bleeding relapse, need 

of surgery, transfusion requirements and mortality.  

{ Patients and method:} 67 patients (18m/49f; mean age 63.6±18.3) with PUH Forrest-IIB were 

randomized: 34 underwent endoscopic sclerosis (adrenalin 1/10000 2-10 ml, + etoxiesclerol 2% 

2-4 ml) followed by medical treatment (Group I) while 33 received medical treatment only 

(Group II). The sclerotherapy approach was impossible in 2 Group-I patients. Patients were 

monitored during to assess hemorrhage relapses, need of surgery, transfusion requirements and 

mortality. Analysis was done according to intention to treat.  

{ Results:} At the time of randomization, demographic, clinical and endoscopic variables of both 

groups were similar. Patients of group II had significantly more bleeding relapses (39.4 vs 9%; 

p=0.0033), need of surgery (30.3 vs 6%; p=0.009) and transfusion requirements (4.6±3.5 vs 

2.8±2.5 packed RBC; p=0.039. Mortality was lower in the endoscopic treated group (15.2% vs 

3%; p=0.08). Differences were even stronger when the analysis was performed according to the 

treatment finally received.  

{ Conclusions:} In patients with PUH Forrest IIB, sclerotherapy is better than medical treatment 

to prevent bleeding relapses, need of surgery and transfusion requirements. }" "RANDOMIZED 

CONTROLLED TRIAL OF ENDOSCOPIC SCLEROTHERAPY COMPARED WITH 

MEDICAL TREATMENT FOR THE PREVENTION OF RECURRENT ULCER 

HEMORRHAGE IN PATIENTS WITH NON-BLEEDING ADHERENT CLOT"  
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{ Background:} MWS is diagnosed in 3% to 15% of patients presenting with upper 

gastrointestinal bleeding. Although MWS related bleeding is usually mild and self-limited, 

between 5 and 35% of patients can require surgical treatment, or other therapeutic approaches. 

Endoscopic findings and grades have not been well known, and its clinical significance has not 

been described well until now. We want to know clinical significance of detailed endoscopic 

findings in MWS.  

{ Method:} During the period from July 1994 to May 2000, we performed endoscopy in 127 

patient who were diagnosed MWS with bleeding. We examined detailed endoscopic findings in 

aspect of four site of main lesion, three grades of multiplicity, five grades of bleeding stigmata, 

and three degrees of laceration. We examined clinical significance of these variable endoscopic 

findings which can be correlated to severity of initial bleedings at admission and presence of 

rebleeding during admission.  

{ Result:} the site of main lesion are classified to anterior(16.5%), posterior(52.8%), lesser 

curvature aspect(32.3%), greater curvature aspect(31.5%). Number of lesion, 1(55.9%), 2-

3(37.8%), > 3(6.3%). Bleeding stigmata are classified to spurting (3.9%), oozing (16.5%), 

multiple non-bleeding blood clot (11.8%), single non-bleeding blood clot (27.6%), clean base of 

lesion (40.2%). Degree of laceration are classified, < 2 Cm (44.9%), > 2 Cm (55.1%). Initial 

shock was noted on 30 patients (23.6%) at admission, degree of initial bleeding was severe in 

patient with multiple lesion and large laceration (p <0.05), but bleeding stigmata and site were 

not determinant factor. Rebleeding occurs in 6 patients (4.7%) during admission, rebleeding 

occurred more statistically high in high grade of stigmata, large laceration, and post wall lesion 

(p<0.05). 

{ Conclusion:}  An analysis of detailed endoscopic findings is very useful to determine the 

degree of initial bleeding and the outcome of endoscopic treatment. Although rebleeding is low, 

active bleeding stigmata, large laceration and post wall lesion can be important prognostic factor 

in gastrointestinal bleeding related to MWS. }" "CLINICAL SIGNIFICANCE OF DETAILED 

ENDOSCOPIC FINDINGS IN GASTROINTESTINAL BLEEDING RELATED TO 

MALLORY-WEISS SYNDROME(MWS)"  
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{ Background:} The endoscopic hemostatic method has been introduced as a safe and effective 

mechanical hemostatic method for treating gastrointestinal bleeding related to MWS syndrome. 

But indication of endoscopic treatment is debatable, and necessity of endoscopic treatment is 

also debatable because of self-limited characteristic of bleeding related to MWS in some reports. 

We want to real indication of endoscopic hemostasis and outcome of medical treatment in MWS.  

{ Methods:} During the period from July 1994 to May 2000, we conducted clinical trial for 

endoscopic hemostasis (30) or simple medical treatment (46) in 76 patients who were found to 

have active bleeding (I;spurting, II; oozing) or protruding visible vessels and/or adherent clots 

(III) on endoscopic inspection. We reviewed and compared the outcomes of hemostatic efficacy 

between endoscopic hemostasis and simple medical treatment.  

{ Results:} endoscopic hemostasis was done in 30 patients (I;5, II;15, III;10), and method was 

hypertonic saline-epinephrine(HSE) injection(17), hemoclip(9), band ligation(4). Simple 

medication without therapeutic endoscopy was done in 46 patients (I;0, II;6, III;40). Rebleeding 

was noticed in 6 patients who had received endoscopic hemostasis. All patient had active 

stigmata(I;1, II;5), and all rebleeding patients were treated by HSE injection. Also, there was no 

rebleeding in protruding visible vessels and/or adherent clots (III) group regardless of treatment 

methods. There was no operation or death related to MWS.  

{ Conclusions:} The mechanical hemostatic method is an effective and more safe hemostatic 

procedure than HSE injection in patients with active bleeding stigmata. Endoscopic hemostasis is 

not necessary in patient without active bleeding stigmata. More prospective studies are needed 

with detailed design of endoscopic grading and endoscopic hemostatic method. }" "THE 

NECESSITY OF ENDOSCOPIC HEMOSTASIS IN UPPER GASTROINTESTINAL 

BLEEDING DUE TO THE MALLORY-WEISS SYNDROME(MWS)"  
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Dieulafoys lesion (DL) is a distinctive vascular abnormality, most commonly found in the 

proximal stomach, and may present as an acute or recurrent massive upper gastrointestinal 

hemorrha-ge. Emergency endoscopy is essencial to identify the precise bleeding site and 

provides safe and effective treatment of this lesion. In a series of consecutive 9000 endoscopies 

performed in the emergency GI unit, we found 37 patients (23 men, 14 women) with DL, with 

mean age of 66 years old. In 35 patients, hematemesis was the presenting feature, associated with 

recurrent melenae in 9 cases. Sudden anemia was the form of presentation in 4 cases. The 

location of DL was the fundus (near the cardia) in 14 (37%) cases, the proximal third of the 

stomach body in 20 (54%) cases, 1 (3%) in the antrum and 2 (6%) in the bulb. Active bleeding 

lesions (spurting or oozing) were found in 16 patients. Fibrin clots were observed in 15, and no 

signs of recent bleeding in 6 patients (17%). Associated findings included erosive esophagitis in 

2, esophagel varices in 2, erosive gastritis/duodenitis in 6, gastric ulcer in 2 and duodenal ulcer in 

3. Endoscopic treatment in active or recent bleeding lesions included adrenaline injection with 

polidocanol in 15, adrenaline in 8, and 1 patient went on to surgical treatment. In 7 patients, with 

recent bleeding site, no treatment was performed. All patients were admitted to the ward, without 

further complications. 

{ Conclusion:}  Endoscopic therapy proved to be highly effective in Dieulafoys lesion. The 

proximal third of the stomach is the main site of this lesion but not exclusively. There was no 

peculiar association with any kind of endoscopic lesions. }" "DIEULAFOYS LESION: ROLE 

OF ENDOSCOPY IN ITS MANAGEMENT"  
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{ Background:} Recently, Haemoclipping is the most popular haemostatic method in Japan. The 

aim of this study is to compare the efficacy of various haemostatic methods for gastric ulcers.  

{ Methods:} Complete haemostatic rate of 4 methods, Haemoclipping, Heater Probe (HPU), pure 

ethanol local injection and the combination therapy (combinations of 2 or more techniques) were 

compared. Objects are 463 cases of haemorrhagic gastric ulcers. Total cases of each haemostatic 

methods for gastric ulcers were 216 cases of Haemoclipping, 159 cases of HPU, 54 cases of 

ethanol injection and 33 cases of the combination therapy. We also analysed successful rate 

associated with existence of exposed blood vessels as well as activity of bleeding.  

{ Results:} While exposed blood vessels could not be found on ulcer base, successful rate of 

complete haemostasis were 100% for Haemoclipping, 91% for HPU, and 100% for combination 

therapy, respectively. When exposed blood vessels were found at the base of the ulcer, the 

efficacy rate of Haemoclipping was 98% and of HPU was 95%, respectively. We didnt use the 

percentages of other methods for analysis because of few samples. We also compare the efficacy 

rate of each methods belong to existence of active bleeding, using Forests classification. The 

efficacy rate was 94% for the Haemoclipping, 90% for HPU, 94% for ethanol, and 100% for the 

combination therapy, in cases of active bleeding (Forrest Ia or Ib). The efficacy rate was 98%, 

96%, 94%, and 100%, respectively, in cases with Forrest IIa. Overall, the successful rate was 

97% for the Haemoclipping, 91% for HPU, 94% for ethanol, and 100% for the combination 

therapy. There were no significant differences between these four techniques. Recurrent bleeding 

occurred in 41 cases (8.9%).  

{ Conclusions:} There are no significant differences between 4 haemostatic techniques. 

However, combination therapy could contribute to decrease the dose of ethanol and/or heat 

energy and would increase the success rate of complete haemostasis. In order to improve their 

therapeutic performance, it seems essential to repeat the treatment within a short period of time 

after the initial treatment. The presence of exposed blood vessels at the base of ulcer with active 

bleeding (Forrest I) was considered to be the risk factor for recurrent bleeding. }" 

"COMPARISON OF ENDOSCOPIC HAEMOSTASIS OF HAEMORRHAGIC GASTRIC 

ULCERS"  
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{ Aim:} The aim of this multicenter, prospective, randomized and controlled study was to 

evaluate the efficacy of different doses of i.v. pantoprazole with regard to endoscopic 

sclerotherapy by polidocanol in preventing rebleeding from gastroduodenal ulcers F IIa,b.  

{ Methods:} Patients with signs of recent ulcer bleeding F IIa,b on endoscopic examination were 

included. According to the random numbers table, endoscopic sclerotherapy using polidocanol 

and i.v. pantoprazole after endoscopic examination were performed during 72 h in one group 

(A1) while another group (A2) was administered pantoprazole only during 72 h. Endoscopic 

hemostasis with application of the same pantoprazole dose was performed in case of rebleeding 

within 72 h. Control endoscopic check-up was conducted after 72 h and F III was considered a 

final successful outcome. Pantoprazole was administered i.v. in the following doses: a) 80 mg 

bolus, and 8 mg/h during 72 h, b) 40 mg bolus, and then 3 \'d7 40 mg during 72 h, c) 2 \'d7 40 

mg during the first 24 h and then 40 mg daily during 48 h. Statistical analysis was performed 

using chi-square test.  

{ Results:} A total of 136 pts had signs of ulcer FIIa,b bleeding (70 gastric and 66 duodenal 

ulcers), i.e. 80 men, mean age 58.8 yrs, and 56 women, mean age 41.2 yrs. More F IIa duodenal 

ulcers were found in group A1, and FIIb in group A2 (p = 0.002). There was no difference in 

rebleeding within 72 h between the groups (p = 0.581) (rebleeding was registered in 4 pts in 

group A1 and 5 pts in group A2), as well as in ulcer appearance after 72 hours (p = 0.355) (F III 

was established in 119 ulcers, FIIa,b in 8 ulcers in group A1 and FIIa,b in 9 ulcers in A2). Need 

for transfusions was similar in both groups. All pts completed the study; per-protocol. 

{ Conclusion:}  Although gastric pH was not determined in this pilot study, clinical and 

endoscopic results indicate that all i.v. pantoprazole doses prevent rebleeding from FIIa,b gastric 

and duodenal ulcer regardless of injection sclerotherapy. The results also suggest that rebleeding 

from ulcers with F IIa,b can be prevented by standard pantoprazole daily 40 mg dose during 72 h 

without sclerotherapy. }" "EFFICACY OF DIFFERENT DOSES OF INTRAVENOUS 

PANTOPRAZOLE APPLICATION WITH REGARD TO ENDOSCOPIC SCLEROTHERAPY 

IN PREVENTION OF REBLEEDING FROM GASTRODUODENAL ULCERS TYPE 

FORREST IIa, b"  
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{ Aim:} To determine causes and demographic Characteristics of lower gastrointestinal bleeding 

(LGIB).  

{ Methods:} During a 12 months period (May 98 to May 99) patients having non-infectious 

gross LGIB in the form of hematochezia were enrolled in our study. Stool exams for ova/parasite 

and pus cell were carried out 3 times for every patient. After rule out of infectious colitis on stool 

exam and in the absence of severe bleeding / hemodynamic instability, patients underwent lower 

GI endoscopy according to their ages. Patients under 40 years, underwent rectosigmoidoscopy 

and if rectosigmoidoscopy was normal, full colonoscopy was performed. For patients above 40 

years full colonoscopy was performed.  

{ Results:} 150 patients (71 males, 79 females) with a mean age of 38 (±15 SD) were studied. 88 

cases (58.7%) had bleeding hemorrhoids; 44 (29.3%) had IBD, from which 39 cases (88.6%) 

were ulcerative colitis and 5 cases (11.4%) were Crohns disease; 13 (8.7%) had adenomatous 

polyps; 3 (2%) had adenocarcinoma and 2 (1.3%) had angiodysplasia of ascending colon. The 

most common causes of LGIB in patients under 40 years were hemorrhoids, IBD, adenoma and 

adenocarcinoma, respectively. In patients above 40 years, the most common causes of LGIB 

were hemorrhoids, adenoma, IBD and adenocarcinoma respectively.No significant differences 

were seen between sexes. 

{ Conclusion:}  Hemorrhoids are the most common cause of LGIB in both age groups and 

adenocarcinoma the least one. }" "COMMON CAUSES OF LOWER GASTROINTESTINAL 

BLEEDING IN IRAN"  
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{ Background:} Previous work has shown that DA-9601, a novel mucoprotectant derived from 

Artemisia asiatica, facilitates the recovery from experimental gastritis and ulcer in animal 

models. ed and pre cut loop to avoid post polipectomy hemorrhage. During colonoscopy a 

metallic guide with a loop is passed through the biopsy channel and applied to the pedicle of the 

polyp. tients with erosive gastritis.  

{ Patients and methods:} A double-blinded placebo-controlled multicenter trial was conducted in 

three groups of total one hundred and twenty four patients with gastric erosion. They received 

180, 360 or 0 mg (placebo) of DA-9601, t.i.d. for 2 weeks.  

{ Results:} Patients treated with 180 mg and 360 mg of DA-9601 had a significantly improved 

cure rate of erosive gastritis (46.5% and 30.8%, respectively) compared with control patients 

(11.9%, p < 0.05). Endoscopic improvement rate was also significantly higher in 180 mg group 

(51.2%) and 360 mg group (35.9%) of DA-9601 treated patients than placebo control group 

(14.3%). During the study, no signs of adverse effects related to DA-9601 treatment were 

observed.  

{ Conclusions:} This study shows the potential efficacy of DA-9601, a new quality controlled 

phytomedicine, in patients with erosive gastritis. The recommended dosage of DA-9601 for 

phase III study is 180 mg t.i.d. for 2 weeks. }" "A NOVEL MUCOPROTECTANT FOR 

EROSIVE GASTRITIS: RESULTS OF A DOUBLE-BLIND PLACEBO-CONTROLLED 

PHASE II CLINICAL TRIAL"  
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{ Background:} Even though upper GI cancer is rare in low risk patients aged under 45, reflux 

symptoms and dyspepsia are a common cause of referral for endoscopy.  

{ Aim:} To test whether a previously validated questionnaire, the response to PPI and H pylori 

status can be used to reliably identify GORD and peptic ulcer in low risk patients.  

{ Methods:} 94 low risk patients with dyspepsia, off treatment for 2 weeks, completed a GORD 

questionnaire, underwent endoscopy, oesophageal manometry, 24 hour pH monitoring and an 

acid perfusion test (APT). All were given lansoprazole 30mg od for 2 weeks. GORD was defined 

on pH monitoring or APT. Q+ = 3 or more reflux symptoms and PPI+ = abolition of symptoms 

within 5 days of PPI (We have previously described both as accurate predictors of GORD). Hp+ 

= H pylori +ve.  

{ Results:} \tx1785\tx2490\tx3195\tx3900\tx4605\tx5310\tx6015\tx6720\tx7020\tx8150\fs4 \ul 

Endoscopy Q{\f1 -} Q{\f1 -} Q{\f1 -} Q{\f1 -} Q+ Q+ Q+ Q+ findings PPI{\f1 -} PPI{\f1 -} 

PPI+ PPI+ PPI{\f1 -} PPI{\f1 -} PPI+ PPI+ Hp{\f1 -} Hp+ Hp{\f1 -} Hp+ Hp{\f1 -} Hp+ 

Hp{\f1 -} Hp+ \tab \tab \tab \tab Normal/h. hernia 35 4 2 1 8 2 22 1 Oesophagitis 0 0 0 0 1 0 9 0 

Peptic ulcer (PU) 0 0 0 6 0 0 0 0 Gastritis/duodenitis 1 0 0 1 0 0 0 1 Carcinoma 0 0 0 0 0 0 0 0 

Total 36 4 2 8 9 2 31 2 \tab \tab \tab \tab d\fs20 Q+ predicts GORD with 83% sensitivity, 87% 

specificity and PPI+ predicts GORD with 83% sensitivity and 85% specificity. If both Q+ and 

PPI+ the chance of GORD becomes 97%. If Q- and PPI+ then most likely diagnosis is PU, 

especially if Hp+. All those with oesophagitis were Q+. If Q-, PPI- and Hp- then the most likely 

outcome is normal OGD (30) or hiatus hernia (5). 

{ Conclusion:}  Patients under 45 with GORD and PU can be identified reliably and safely using 

a reflux questionnaire, response to a PPI and Hp testing without endoscopy. }" "DO WE NEED 

ENDOSCOPY TO IDENTIFY THOSE WITH GORD AND PEPTIC ULCERS IN LOW RISK 

PATIENTS UNDER 45?"  
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{ Background:} High-resolution videoendoscopy affords us to observe the fine structure of the 

lesions even in vivo. The pit pattern of colorectal lesions is really correlated with histological 

atypia. However, the pit diagnosis of gastric lesions is behind to that of the colonic neoplasms.  

{ Aims:} The aim of this study is to evaluate the accuracy of magnified endoscopic diagnosis of 

small gastric cancer.  

{ Materials and methods:} Between Oct. 1998 and May 2000, prospective study was performed 

with 31 gastric cancer patients. 12 lesions were treated by EMR and others were gastrectomy. 

Tumor sizes and forms were classified into micro (<5 mm) and small (5-10 mm) cancer, and into 

flat (IIb) type, depressed (IIc) type, and protruded (IIa) type according to Japanese classification 

of gastric carcinoma. We studied 3 micro cancers; (IIb3 mm, IIc 2 mm, IIa 2 mm), and 8 small 

cancers (5 cases IIc, and 3 IIa), and 19 cases of others (10 mm<; 8 IIc, 5 IIa, 6 IIc + III) using of 

high-resolution magnifying videoendoscope (Fujinon EG 410-CR) with 0.1% methylene blue 

staining and 0.05% crystal violet staining.  

{ Results:} We can observe a normal foveolar (pit) pattern of the stomach, outside area of the 

minute cancer, as a fundic gland type and pyloric gland type. A micro IIb was observed as a 

slightly destroying pit pattern and a micro non-structural area surrounded by normal foveolar 

epithelium. A micro IIc was observed depressed micro non-structural patterns, surrounded by a 

slightly swelling normal foveolar epithelium. Other five small IIc cancers were clearly diagnosed 

as a slightly destroyed pit pattern (non structural pattern) and depressed. Majority of small IIa 

cancers have an elongated and slightly destroyed pit pattern. Forty-five percent of small lesions 

were detected after methylene blue staining (5/11). Crystal violet staining after methylene blue 

could clearly observed the pit pattern.  

{ Conclusions:} The small lesion is easily found and diagnosed with high-resolution 

videoendoscopy with vital dye staining. }" "MAGNIFICATION OBSERVATION OF SMALL 

GASTRIC CANCER: USEFULLNESS OF HIGH RESOLUTION ENDOSCOPY WITH 

DOUBLE DYE STAINING (METHYLENE BLUE AND CRYSTAL VIOLET)"  
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{ Aim:} The usefulness of argon plasma coagulation (APC) as additional endoscopic treatment 

for residual cancer after endoscopic mucosal resection (EMR) of early gastric cancer was 

examined.  

{ Subjects and methods:} The subjects were 20 patients with residual cancer detected since 1995 

by endoscopic biopsy of the local field after EMR. The residual cancers were treated by APC 

after tumor extent was determined using the endoscopic dye method and magnifying endoscopy. 

For lesions on the posterior wall of the gastric body, which could only be observed tangentially, 

we used a transparent hood on the endoscope for the purpose of being able to view the lesion 

more clearly during APC.  

{ Results:} Local field biopsy after APC was negative for over 2 years in all 20 patients and 

complete cure seemed to have been achieved. In 12 out of 20 cases, APC was done because 

complete cure had not been obtained by other additional endoscopic treatment (re-EMR, ethanol 

injection or electric coagulation), while complete cure was obtained with APC monotherapy in 

the other 8 cases. The average frequency of APC was 2.3±1.7 times for combination therapy and 

1.4±0.7 times for monotherapy. Ulcers that existed after treatment healed to a scar within one or 

two months using antiulcer therapy and complications such as hemorrhage or perforation were 

not recognized in this period. 

{ Conclusion:}  APC for removal of residual tumor after EMR of early gastric cancer seemed to 

be a useful additional endoscopic treatment, especially for extensive and shallow residual cancer, 

because it was possible to rapidly treat an extensive area so that cure can be achieved within a 

short period. }" "ARGON PLASMA COAGULATION FOR RESIDUAL CANCER AFTER 

ENDOSCOPIC MUCOSAL RESECTION OF EARLY GASTRIC CANCER"  
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{ Background:} Stenosis, malnutrition and bleeding are the main symptoms of nonoperable 

gastric cancers. Although a bypass gastroenterostomy may be successful in some of the cases, 

recanalisation and hemostatic treatment is often necessary as part of a multimodal therapy to 

obtain good results and a better quality of life.  

{ Patients and methods:} Between 1989 and 2000 more than 2000 patients have received 

palliative endoscopic treatment for tumors of the upper GIT, 13% due to gastric cancer. As 

components of an individual combination, therapy ablation and hemostasis (Nd:Yag-Laser, 

APC), EPJ for nutrition as well as the implantation of protheses (plastic tubes, stents (SEMS)) 

have been used.  

{ Results:} The indications, contraindications, differential therapy and technical procedures are 

analysed, respecting special surgical aspects and multimodal therapies. Technical success for the 

different procedures were as followed: 98.5% (APC), 87.4% (EPJ), 87% (Stenting). Mild 

complications occured in <1% for APC, 9.2% for EPJ and 25% for Stenting. 2 patients died of 

EPJ complications, none due to APC or stent implantation. Future aspects are discussed 

regarding innovative new technologies in hf-surgery (new probes, generator, plasma) and stent 

implantation (coating, shape, materials, deployment systems). 

{ Conclusion:}  APC, EPJ and stent implantation are useful components of a multimodal 

palliative therapeutic concept for gastric cancer. The potential uses have not yet been exhausted 

and may be extended in the future due to the new technologies. }" "MULTIMODAL 

ENDOSCOPIC THERAPY FOR PALLIATION OF GASTRIC CANCER: APC, EPJ, STENT-

IMPLANTATION"  
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{ Aim:} To evaluate the patients with early gastric cancer (EGC) underwent endoscopic mucosal 

resection (EMR) followed by surgery.  

{ Patients and methods:} A total of 100 patients taken EMR for EGC between May 1995 and 

September 1999 were analysed. Surgical treatment was additionally applied because of 

incomplete resection by definition, submucosal invasion, complicated patients such as 

perforation or significant bleeding, and recurrent tumor during follow-up period. Incomplete 

resection was defined as lateral safety margin less than 2 mm or deep margin less than 1 mm. 

EMR methods used for EGC were strip biopsy technique (before Nov. 1996) and EMR after 

precutting using needle knife (after Nov. 1996).  

{ Results:} Median age was 62 years (range, 36-79) and M:F ratio was 2:1. Median diameter of 

resected specimen was 35 mm (range, 7-70) and median size of tumor was 13 mm (range, 2-70). 

Median duration of follow up was 27 months (range, 8-59). Lesions were located on antrum in 

60, angle in 19, body in 19 and cardia in one, respectively. Eighteen (18%) lesions with 

incomplete resection were located on antrum in 6 (10%), angle in 6 (31.6%), and body in 6 

(31.6%), respectively. Nineteen (19%) patients were underwent surgery during follow-up period 

after EMR. The reasons for surgery were incomplete resection in 9 patients, submucosal invasion 

in 5, bleeding in 5, recurrence in 3, and patients fear for residual tumor in 2, respectively. Most 

common site of significant bleeding was midbody (4/8, 50%). Three out of 4 patients recurred 

during follow-up period were performed gastrectomy, whereas one patient with metachronous 

EGC had repeated EMR. Complete resection rate with strip biopsy and EMR after precutting 

was 66.7% and 84.5%, respectively. 

{ Conclusion:}  EMR might be an useful therapeutic method for EGC on the antrum with safety 

and efficacy. }" "ENDOSCOPIC MUCOSAL RESECTION FOR EARLY GASTRIC 

CANCER; FOCUSED ON OPERATED PATIENTS"  
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{ Background:} High pixel video endoscopic CCD image is expected a new analysis by the 

treatment as a digital information in addition to the application to the high resolution, high 

quality imaging improvement, and high digital magnification endoscopy. In this time, an analysis 

was done by using the digital image data of 850K pixel endoscope system (SIGMA 400 

SYSTEM) manufactured by Fuji Photo Optical Co., Ltd.  

{ Method:} We studied the digital imaging infomation taken by using 850K pixel endoscope 

system and they were directly inputted and converted into personal computer installed Photoshop 

5.0 (Adobe Systems Co.,Ltd.). The imaging data was obtained from 55 patients who was 

underwent routine endoscopic examination (with normal gastric mucosa:30 case,with early 

gastric mucosal cancer:25 case? intestinal type 15 case,diffuse type 10 cases?. We treated images 

and analyzed following values:Rn (small area with the red color tone components), SN (small 

area with the whole color image area), NRn (small area with non-red color tone component), Bn 

(small area with the dye-blue colour tone components) in image with or without spraying 

method.Statistical analysis was performed by Stat ViewJ4.11.  

{ Result:} In the images with no spraying, the distribution of the Rn/SN ratio was standarized in 

normal group but it was not unified in gastric cancer (especially in diffuse type).and they were 

reflected by a standard deviation. We could not recognize the difference between normal and 

intestinal type gastric cancer in the NRn/SN ratio, and no difference was also shown in the 

NRn/SN ratio with between intestinal atrophic mucosa and gastric normal mucosa. But the each 

standard deviation and sum of NRn/SN ratio were higher in the digital image in diffuse type 

gastric cancer. The difference wasnt shown with spraying imaging in any values between 

intestinal type gastric cancer and normal gastric mucosa. The value of average, standard 

deviation, sum of Bn/SN average was higher than in other group by the diffuse type gastric 

cancer. 

{ Conclusion:}  It could be applied to some new image analysis by using the enormous digital 

information of 850K pixel endoscope syetem and that treatment was fully possible with personal 

computer. Specially, the analysis of the zone area associated ratio with distribution of the red 

color component tone area could be thought to be useful in the early stomach cancer diagnosis. 

}" "THE STUDY OF FINE MUCOSAL STRUCTURE BY PHOTO- IMAGING ANALYSIS 

USING THE 850,000 PIXEL VIDEO ENDOSCOPE SYSTEM IN EARLY GASTRIC 

CANCER"  
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{ Background and Aims:} International and national guidelines are available for selecting 

patients with GERD symptoms who need an endoscopy. The present study investigates the 

potential discrepancies between general practitioners (GP) attitudes and these guidelines.  

{ Methods:} A national survey was performed, over a period of 3 months, on a sample of 641 

GPs who where asked to fill a questionnaire for each consultation with a patient suspected of 

GERD. All data were collected and computerised by an independent analyst.  

{ Results:} A population of 5820 patients was surveyed of which 2236 new patients with GERD 

symptoms, consulting for the first time and without previous endoscopy. These 2236 patients 

were the present study population. Sex ratio was 1/1. The median age was 52 years, 1065 

patients under 45 year old (group 1) and 1171 over 45 year old (group 2). In the whole 

population (2236 patients) the symptoms were described as mild, moderate and severe in 39.5%, 

48.0% and 11.3%, respectively and as typical, atypical or ``alarm in 87.5%, 16.8% and 10.5%, 

respectively. Among the 234 patients presenting with alarm symptoms identified at the first 

consultation (95 in group 1 and 139 in group 2), 72 patients (40.0% in group 1 and 24.5% in 

group 2) were not referred for endoscopy. The presence of anaemia and the severity of symptoms 

were the two major factors that stimulated the GP to ask for an endoscopy in this group of patient 

with alarm symptoms. 

{ Conclusion:}  Majors discrepancies exist between GPs practice and national or international 

guidelines regarding GERD diagnosis. Among patients with alarm symptoms, GPs are more 

influenced by the severity than by the type of symptoms. }" "THE INDICATION OF 

ENDOSCOPY FOR SUSPECTED GERD IN GENERAL PRACTICE: A NATIONAL 

SURVEY"  
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Intravenous midazolam is commonly used to sedate patients before upper gastrointestinal 

endoscopy (UGE) but because of its possible side effects the patients must be monitorized. A 

safer way of administering midazolam without monitorization could be an alternative. We 

performed a double blind, prospective randomized study in 81 adults undergoing UGE between 

July 1999 and April 2000. 81 consecutive patients (mean age 37) with ASA scores 1 and 2 were 

assigned to three groups and underwent UGE by the same endoscopist. Thirty patients (%37) 

were premedicated with midazolam (0.1 mg/kg) intranasally and endoscopy is performed after 

15 minutes whereas endoscopy on patients (28 patients (%34)) premedicated with midazolam 

(0.1 mg/kg) intravenously is performed after 5 minutes. Intravenous flumazenil (0.2 mg) was 

used to reverse sedation in both groups. The control group consisted of 23 patients (%29) where 

intranasal placebo (1 ml NaCl) is applied. Administration of midazolam is accepted as the 

baseline of study; arterial oxygen saturation, pulse rate, arterial blood pressure, respiratory rate of 

patients were recorded every 5 minutes up to the 45{\up6 th} minute of administration. Patients 

were evaluated by scoring sedation, cough and hiccough and nausea-vomiting. Endoscopist and 

patient evaluated the procedure separatly. Statistical analysis yielded no significant difference 

bet-ween groups in regard to cough, nausea, sex, ASA, other medical problems. Although 

amnestic effect of midazolam was significantly better when given intravenously (p < 0.001) and 

patients preferred this route of administration (p < 0.01), more side effects were significantly (p 

< 0.001) encountered in this group. Patients were sedated better when midazolam was given 

intravenously (p < 0.001). Intranasal midazolam can be alternative to intravenous midazolam for 

UGE in adult age group especially if transnasal UGE will be available in the near future. }" 

"PREMEDICATION WITH INTRANASAL MIDAZOLAM IN ADULTS UNDERGOING 

UPPER GASTROINTESTINAL ENDOSCOPY"  
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{ Objective:} During the last years new efficacious drugs were implicated in the management of 

the diseases of the upper gastrointestinal (GI) tract, possibly altering their incidence. The aim of 

this study was to identify trends in endoscopic findings of the upper GI tract between 1985 and 

1998.  

{ Method:} It is a retrospective study involving 3094 patients who underwent an upper GI tract 

endoscopy between 1985 and 1998. Patients were divided into two cohorts: cohort 1 (1985-1991, 

955 patients); cohort 2 (1992-1998, 2139 patients).  

{ Results:} The diagnoses (% of total patients, % of patients in cohort 1, % of patients in cohort 

2, p value for trend) were as following: duodenal ulcer (13.0, 10.3, 14.1, 0.004), duodenal 

distortion (8.2, 11.1, 6.8, 0.001), duodenal erosion (1.6, 0.5, 2.0, 0.002), pyloric stenosis (6.7, 

8.9, 5.7, 0.001), gastric ulcer (6.2, 7.7, 5.4, 0.015), gastritis (11.3, 14.2, 10.1, 0.001), gastric 

cancer (6.8, 11.1, 4.8, 0.001), oesophagitis (13.2, 5.5, 16.7, 0.001). Moreover, a significant 

within-subject association was observed between hiatal hernia and oesophagitis, as well as 

between duodenal ulcer and pyloric stenosis. No within-subject association was observed 

between duodenal ulcer and oesophagitis, or between duodenal and gastric ulcer.  

{ Conclusions:} 1. The incidence of oesophagitis, duodenal ulcer and duodenal erosion has 

significantly increased between 1985 and 1998. This is obviously due to timely diagnosis. 2. The 

long-term sequelae of duodenal ulcer such as distortion and stenosis have been on the decrease 

during this period, which is evidently due to the wide use of current drugs against ulcer. 3. A 

decrease in the incidence of gastric ulcer and gastric cancer was also observed between 1985 and 

1998. This result can not easily be accounted for, according to the current medical data. }" 

"CHANGING TRENDS IN ENDOSCOPIC FINDINGS OF THE UPPER 

GASTROINTESTINAL TRACT OVER THE LAST 14 YEARS"  
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{ Aim:} To determine the prevalence of reflux esophagitis in patients undergoing upper 

Gastrointestinal endoscopy (UGIE) and changes in its prevalence during a six-year period.  

{ Methods:} Records of 4563 patients undergoing UGIE during a six year period (April 1994 to 

March 2000) were retrospectively reviewed and data about grade of esophagitis, H. pylori 

infection and associated endoscopic lesions were collected.  

{ Results:} Records of 4563 patients (53.4% male, 46.6% female) with a mean age of 41.27 ± 

15.47 (SD) were reviewed. 1996 patients (43.7%) were found to have reflux esophagitis (RE). 

Grade of esophagitis was as follows: Grade A, 78%; Grade B, 20.5%; Grade C, 1.2%; and Grade 

D, 0.3%. Other endoscopic lesions were: sliding hiatal hernia, 11.1%; Barrett esophagus, 5%; 

duodenal ulcer 25.3%; and gastritis 48%. 66% of patients were H. pylori infected. The 

prevalence of RE had a significant increase throughout the study period (p < 0.001, figure). The 

Male/Female ratio was 2:1 in 1994 and gradually changed to 1.2:1 in 1999 (p < 0.001). The 

prevalence H. pylori infection has been decreasing significantly (p < 0.001) throughout these 

years. Prevalence of Endoscopic GERD in the Years 1994-1999 

{ Conclusion:}  Our study shows that prevalence of reflux esophagitis is increasing. We assume 

that this may be due to increased H. pylori eradication. Changes in lifestyle in the recent years 

may have contributed to this alteration in prevalence. }" "PREVALENCE OF ENDOSCOPIC 

GASTROESOPHAGEAL REFLUX DISEASE IN A 6-YEAR PERIOD"  
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{ Aim:} To prospectively study the 30 day morbidity for diagnostic OGD performed at a single 

unit, and to assess the patients preference for Midazolam sedation (MS) or pharyngeal 

anaesthesia (PA).  

{ Methods:} 849 day-case diagnostic OGD patients have been studied so far. 30 days after the 

OGD, 820 patients were contactable.  

{ Results:} 352 patients chose MS. One woman had OGD performed under general anaesthesia 

(GA). 30 days later 99 / 820 patients contacted (33/350 men; 66/470 women; p=0.045) had noted 

one major and some minor complications. 49/99 of them had OGD performed under sedation. 21 

patients required consultation with their general practitioners. One patient required admission to 

the hospital. No death occurred within 30 days. Significantly fewer patients contacted who had 

OGD performed under PA compared with those who had MS would prefer the same again if 

OGD was required in the future - p=0.022. In subjects who had PA, women were more likely 

than men to prefer MS if OGD were required again; p=0.001.  

{ Conclusions:} Diagnostic OGD is a safe procedure though carries a small complication rate. 

Patients preference for sedation did not affect the morbidity rate. Women were more likely to 

report a complication. Although majority chose to have OGD performed unsedated, a significant 

number of the patients, particularly women, would prefer MS if OGD was required again. }" "A 

PROSPECTIVE STUDY ON THE MORBIDITY RATE OF DAY-CASE DIAGNOSTIC 

OESOPHAGO-GASTRO-DUODENOSCOPY (OGD) AT A SINGLE ENDOSCOPY UNIT 

AND PATIENTS PREFERENCE FOR SEDATION"  
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{ Background:} Magnifying colonoscopy is a widely used and important procedure for diagnosis 

of colorectal neoplasms and inflammatory bowel disease. However, magnifying 

oesophagogastroduodenoscopy (OGD) is still unpopular, because of some inherent difficulties 

despite of the efforts made for the last two decade. The currently available magnifying OGD is 

difficult to operate and the images are not as clear as those of magnifying colonoscopy so far are. 

The aim of our study is to make magnifying OGD easier and to increase its diagnostic efficacy.  

{ Methods:} A new generation magnifying endoscope, GIF-Q240Z (Olympus Corp., Tokyo) has 

high resolution image (about 400 x 340 pixels), with zoom images up to 80 times magnification 

and provides excellent view even during routine procedures as well. With this endoscope we 

used a new attachment device made by us with a co-operation of Olympus Co. This attachment 

is a short plastic tube placed at the tip of the endoscope. This enables fixation of the objective 

field of observation and can keep a proper distance between lesion and lens. We also developed 

new method, which we call ``Water filling technique in which we put distilled water over the 

lens with a 50-cc syringe through the biopsy channel. In conjunction with the endoscope 

attachment, we can hold water in front of the lens. After preparation for normal OGD 

procedures, we observed the mucosa with and without ``Water filling technique and we 

performed chromoscopy using crystal violet as well.  

{ Result:} Normal magnification by the GIF-240Z can alter the actual size of the images by up to 

80 times. Without the attachment, however, the images are still shaggy, foggy and there is glare 

at the certain areas of the image field (See left figure). The plastic attachment could provide a 

front view of the objectives and the ``Water filling technique presented sharper images with no 

glare phenomenon (See right figure). Chromoscopy is also useful.  

{ Conclusion:}  The foggy image and glare at normal magnifying OGD is due to the mucous of 

the stomach. We developed an easy and useful technique to eliminate the above difficulties with 

the magnifying OGD. With this technique, we are able to apply the magnifying OGD for a 

routine upper endoscopy quite effectively like magnifying colonoscopy. }" "IMPACT OF NEW 

GENERATION MAGNIFYING ENDOSCOPY AND INITIAL USE OF WATTER FILLING 

TECHNIQUE FOR DIAGNOSIS OF UPPER GASTROINTESTINAL TRACT"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.230E#" " Abstract: P.230E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E34 ENDOSCOPIC DIGITAL COLOUR AND TEXTURE ANALYSIS: A MEANS TO 

QUANTIFY REFLUX OESOPHAGITIS ?  

Atique Imam
1
, Ashraf El Atar

1
, Alberic G.T.W. Fiennes

1
, Satvinder S. Mudan

1
, Andreas 

Hoppe{\up6 2}, David Wertheim{\up6 3}  

\i 
1
 Department of Surgery, St Georges Hospital Medical School, London, United Kingdom; 

{\up6 2} School of Electronics, University of Glamorgan, Pontypridd, United Kingdom; {\up6 

3} School of Computing, Kingston University, Kingston-upon-Thames, United Kingdom  

{ Background:} Gastro-oesophageal reflux disease (GORD) is estimated to occur in 10-40% of 

adults in the West (1). In the United States alone about $8 billion is spent annually on related 

medication (2). While oesophagitis is the major source of complications and a major determinant 

of treatment in GORD, the present classification systems are subjective (3). Objective 

assessment of upper GI endoscopy may aid assessment of disease severity and response to 

treatment.  

{ Aim:} To develop and apply a system for computer analysis of the appearance of upper GI 

endoscope images.  

{ Method:} A software system was developed to analyse the appearance of endoscopic images 

using MATLAB software (The MathsWorks Inc., USA). The system evaluates Hue, Saturation 

and Value (HSV) as well as texture. The Hue range was changed to bring red within the range of 

120\'b0 to 180\'b0. Video images were recorded digitally during upper digestive endoscopy 

(Olympus GIFXQ230, Keymed, Southend UK) on 4 unselected patients. Video frames of lower 

oesophageal mucosa were captured on a personal computer. In one patient mild oesophagitis was 

observed. HSV were evaluated 6 times within the area of oesphagitis and compared with an 

adjacent area with normal looking mucosa in the same image frame.  

{ Results:} In the patient with oesophagitis there were differences in the distribution of Hue in 

the affected area with respect to surrounding, apparently normal, mucosa. The affected area had 

a higher mean Hue (166\'b0 compared to 161\'b0) and maximum Hue (177\'b0 compared to 

168\'b0). Within six replicate measurements there was a maximum difference in the mean Hue of 

0.6\'b0 in the area of oesophagitis and 0.4\'b0 in the area of normal appearing mucosa. In 

addition we observed some variation in mean Hue within the areas studied.  

{ Conclusions:} The results of this preliminary study suggest that analysis of the appearance of 

upper GI endoscope images is feasible. Our results showed good repeatability in the assessment 

of Hue in small areas. Furthermore it was possible to quantify differences in appearance 

associated with visually observed tissue changes consistent with oesophagitis. Further studies are 

required to correlate the computer analysis with subjective scales. d\plain \s14 \f0\fs16 \i \fi-

1134\li1134\tx1134 Reference:\tab 1. Petersen H, Gastroenterol 1995. d\plain \s16 \f0\fs16 \i 

\li1134 2. Greenberger NJ, Ann Intern Med 1998. d\plain \s16 \f0\fs16 \i \li1134 3. Kusano M et 



al., Gastrointestinal Endoscopy 1999. }" "ENDOSCOPIC DIGITAL COLOUR AND TEXTURE 
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{ Background:} Atrophic gastritis is associated with gastric cancer. Unfortunately, histological 

point of transition between non-atrophic and atrophic mucosa is not clearly defined and routine 

endoscopy frequently fails to detect an early, reversible stage of atrophic gastritis. Vital staining 

with Congo red has been proposed to identify patients (pts) with atrophic fundic gastritis, but 

diagnostic reliability of this method is still uncertain.  

{ Methods:} In 64 consecutive gastroscopies (31 men and 33 women) three mucosal specimens 

from gastric fundus and upper body were taken for histological evaluation. In each patient Congo 

red chromoendoscopy (CRC), serum anti-parietal cell antibodies (APCA), serum gastrin and B12 

levels were investigated. The result of CRC was noted as normal (color shift) or abnormal (no or 

attenuated color shift).  

{ Results:} On histology 16 pts were normal, 48 pts had chronic gastritis (37 non-atrophic, 11 

atrophic). \tx1335\tx2220\tx3285\tx4485\tx5565\tx6240\tx8150\fs4 \ul \tab \tab Mucosa CRC 

CRC{\up6 a} APCA{\up6 a} ++ Gastrina B12 normal abnormal pmol/l pmol/l \tab Normal 16 0 

0 33 ±25 334 ±126 Non-atrophic 29 8 (3)* 1 83 ±190 330 ±169 Atrophic 2 9 (1)* 7 379 ±267 

242 ±189 \tab {\up6 a} significant in Chi2 or ANOVA test; * in brackets number of pts with 

attenuated color shift 

{ Conclusion:}  1) CRC identifies mucosal atrophy with high sensitivity, but may yield false 

positive results in non-atrophic active gastritis. 2) Chronic active gastritis with no glandular 

disruption seems to inhibit function of gastric parietal cells. }" "ABNORMAL CONGO RED 

CHROMOENDOSCOPY IS NOT SPECIFIC FOR ATROPHIC FUNDIC GASTRITIS"  
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According to the mostly credited guide-lines for the management of dyspepsia, the decision to 

perform upper GI endoscopy or empiric therapy in dyspeptic patients is currently based on the 

age (> or < 45), H.Pylori status, and the presence of alarm symptoms (AS). AS represent an 

absolute indication to endoscopy independently of age and HP status. Aim of the study was to 

verify their frequency and to assess whether the presence/absence of AS has any capability to 

discriminate between organic and non-organic pathology. A total of 1330 consecutive outpatients 

observed over a 4-months period, were asked to fulfill a specific questionnaire. There were 790 

males (59,4%) and 540 females (40,6%9 with a mean age of 48,4 ± 15,9 (range 5,2 - 86,5). 

Sensitivity, specificity, positive and negative predictive values, positive and negative Likelihood 

Ratio as well as a priori and a posteriori probability of having an organic lesion on endoscopy 

(erosive gastritis or duodenitis, gastric or duodenal ulcer, neoplasia) were calculated. 

\tx1500\tx2310\tx3135\tx3795\tx4470\tx5205\tx5910\tx7005\tx7845\tx8150\fs4 \ul Alarm 

symptom Sensit Specif PPV NPV L.R.+ L.R.- A priori A posteriori or sign % % % % probability 

probability \tab \tab \tab \tab Dysphagia 2 99 50 67 2 0.99 0.1 0.18 Vomiting 3 98 50 67 2 0.98 

0.1 0.18 Weight loss 3 99 54 67 2,3 0.98 0.1 0.2 Anemia 5 97 45 67 1,6 0.98 0.1 0.16 X-ray 

neoplasia 0,01 99.9 67 67 3.99 1 0.1 0.3 \tab \tab \tab \tab Palpable mass 1 patient (false positive) 

with no endoscopic organic lesion AS are highly specific (97% to 99.9%), but infrequent 

(sensitivity 0.01% to 5%); their predictive value in ruling out the presence of organic lesions is 

low, except for the suspicion of neoplasia on X-ray, which achieves a more relevant value. 

Nonetheless, this last sign is extremely infrequent, having been observed in only 3 out of 1330 

patients (with one false positive). The absence of AS has a poor diagnostic value whereas their 

presence (very infrequent) only move the a priori probability of having an organic lesion to 10-

20% of the a posteriori probability. AS have a very limited role on the decision-making process 

and should not be included among the factors on which to base the decision to perform an upper 

GI endoscopy in dyspeptic patients. }" "ARE ALARM SYMPTOMS RELIABLE 

INDICATORS TO PERFORM UPPER GI ENDOSCOPY IN DYSPEPTIC PATIENTS ?"  
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A test-and-treat strategy may not be safe for uninvestigated dyspeptics above a specific age cut-

off (dependent on age specific upper GI cancer incidence in the region). Upper GI endoscopy 

(OGD) remains the diagnostic gold standard.  

{ Aim:} To study the feasibility of a criteria based strategy for non-young dyspeptics in selecting 

a high risk sub-group for a prompt OGD.  

{ Methods:} From our centre which serves a population of 0.8 million and performs >7,000 

OGD annually, consecutive patients (pts) aged > 40 were recruited from primary care via Direct 

Access Endoscopy Referral. All pts had recurrent dyspepsia (Rome II Consensus criteria) for > 4 

wks. Fast-track endoscopy was scheduled if any one or more of criteria was present: alarm 

symptom, anemia, history of ulcer disease, NSAID use, abnormal liver biochemistry.  

{ Results:} Of 126 pts recruited, 46 pts fulfilled the Fast-track criteria, significant OGD findings 

were found in 16 of 39 pts (41%): oesophageal carcinoma (2 pts, one 45 yrs of age); DU or 

scarring (11); GU (1); DU+GU (1) and oesophagitis (1). 11 of 59 pts had significant findings by 

regular appointment OGD: DU or scarring (5), GU (2), and oesophagitis (4), [p = 0.02]. 

\tx2475\tx4005\tx5445\tx6090\tx8150\fs4 \ul Fast-track OGD Regular OGD p-value (n=46) 

(n=80) \tab \tab \tab \tab M/F ratio 14/32 26/54 0.84 Age (yrs) + sd 61 + 12.2 59 + 11.6 0.38 

Smoker 9/46 (20%) 15/80 (19%) 1.0 Concomitant reflux symptom 12/46 (26%) 10/80 (12.5%) 

0.09 Appointment Time(wks) + sd 4.4 + 1.6 24.6 + 4.4 <0.0001* OGD Default 5 (11%) 10 

(12.5%) 1.0 Significant Finding 16/39 (41%) 11/59 (19%) 0.02 * Mean Follow-up (mths) 4.9 6.7 

0.13 \tab \tab \tab \tab d\fs20  

{ Conclusions:} For non-young dyspeptics, the more specific criteria based strategy for fast-track 

triage of OGD may be more clinically effective. This type of stratification warrants further study 

in regions with lengthening endoscopy waiting queue. }" "WHO SHOULD BE SCOPED 

EARLY AMONG ALL NON-YOUNG DYSPEPTICS? - A PROSPECTIVE COHORT 

STUDY"  
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{ Introduction:} Peptic ulcer disease is a common problem in Central Africa, with over 20% of 

patients presenting with fibrous pyloric or postpyloric stenosis. It is strongly associated with H. 

Pylori infection. Diagnostic endoscopy is usually restricted to teaching hospitals, and demand for 

the procedure outweighs availability. Moreover gastroscopy might be unnecessary in people 

suffering from non-ulcer dyspepsia. We looked for the clinical caracteristics associated with 

peptic ulcer disease and with nonerosive antral gastritis. If sufficiently different the clinical 

symptom pattern might allow differentiation between peptic ulcer disease and nonerosive 

gastritis, making endoscopy unnecessary.  

{ Materials and methods:} Patients > 18 years presenting with epigastric pain to the endoscopy 

unit of the CHK, were subjected to an assisted questionnaire prior to gastroscopy. Recorded 

signs and symptoms included duration and periodicity of epigastric pain, response to antacids 

and to food, and accompanying symptoms. Frequencies of symptoms associated with peptic 

ulcer disease and with chronic nonerosive gastritis were compared.  

{ Results:} From 1-10-1993 to 15-11-1993, diagnosis of peptic ulcer disease was established at 

endoscopy in 60 patients, while in 50 patients nonerosive gastritis was found. 

\tx2925\tx3810\tx4515\tx5400\tx6105\tx6420\tx8150\fs4 \ul \tab \tab Symptoms \ul Peptic ulcer 

\ulnone \ul Nonerosive \ulnone \ul disease (n = 60)\ulnone \ul gastritis (n = 50)\ulnone N (%) N 

(%) P \tab Epigastric pain > 2 months duration 32 (53) 16 (32) 0.04 Periodic pain 53 (88) 38 (74) 

ns Nocturnal pain 41 (68) 33 (66) ns Pain when fasting 50 (83) 42 (84) ns Pain less when eating 

35 (58) 33 (66) ns Pain exacerbated when eating 12 (20) 9 (18) ns Pyrosis 38 (63) 39 (78) ns 

Nausea 30 (50) 36 (72) ns Vomiting postprandial 15 (25) 8 (16) ns Pain relieved with antacids 

45/58 (78) 37/47 (79) ns Pain relieved with cimetidine 19/26 (73) 9/10 (90) ns \tab d\fs20 

{ Conclusion:}  The characteristics of epigastric pain are nonspecific and therefore not useful to 

differentiate peptic ulcer disease from non-ulcer dyspepsia in rwandan patiens. Response to 

treatment with antacids or H2-blockers does not differentiate between active ulcer disease and 

non erosive gastritis. In developing countries endoscopy must be offered as a first-line diagnostic 

procedure for any adult patient complaining of persistent epigastric pain. }" "GASTROSCOPY 

AS A DIAGNOSTIC TOOL IN SUSPECTED PEPTIC ULCER DISEASE IN RWANDA. IS 

THERE A CLINICAL ALTERNATIVE?"  
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Gastric cancer may present as apparently benign ulcerations. Thus, routine biopsy and follow-up 

of gastric ulcers have been recommended.  

{ Objective:} Assess the accuracy of endoscopist impression of gastric ulcers and evaluate the 

efficacy and cost of a follow-up program to ulcer healing.  

{ Patients and methods:} Endoscopic examinations in which a gastric ulcer was diagnosed were 

retrospectively reviewed. The endoseopists classified ulcers as benign, malign, and inconclusive. 

Comparing these diagnoses with histologic analysis in a 2\'d72 table, sensibility, specificity, 

positive and negative predictive values were calculated. All the patients followed up to healing 

were collected and the economic cost of each neoplasm discovered with this strategy was 

calculated.  

{ Results:} Between March 1994 and April 2000, 518 gastric ulcers were identified in 488 

patients. Endoscopic biopsies were obtained in 311 of the 518 ulcers (60%), and 293 were 

suitable for the study. The sensibility, specificity, positive predictive value and negative 

predictive value for the endoscopist impression of {\i malignancy} were 0.81, 0.95, 0.66 and 

0.98 respectively. 106 patients out of 488 (21.7%) entered in a follow-up program to ulcer 

healing. At the end of the period of study 99 patients had completed the follow-up. Three gastric 

neoplasms were discovered with this program. One patient has died and the other two are alive 

11 and 16 months after surgery. Assuming a cost of 70.92 euros per gastroscopy, the cost per 

cancer detected following this strategy is 5437 euros.  

{ Conclusions:} 1) endoscopic follow-up of gastric ulcers may be worthwhile. 2) more specific 

markers for malignancy are needed for a more cost-beneficial surveillance program. }" 
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E36 TIME TRENDS OF PEPTIC ULCER DIAGNOSIS AS COMPARED TO GASTRIC 

CARCINOMA AND CHRONIC GASTRITIS IN AN ENDOSCOPIC POPULATION  

S. Valean, M. Tantau, A. Lariu, M. Petrescu, C.D. Olinici, A. Ban, S. Pop, R. Chira  

\i ``Iuliu Hatieganu University of Medicine and Pharmacy, 1st Medical Clinic, Cluj-Napoca, 

Romania  

The aim of the study was to assess the time trends of the diagnosis of peptic ulcer as compared to 

gastric cancer and chronic gastritis in an endoscopic population, 1995 versus 1985. The 

diagnosis of gastric cancer was analysed also in relation to the frequency of some of the 

preneoplasic conditions and lesions of the stomach, like atrophic gastritis, intestinal metaplasia, 

dysplasia, adenomatous polyp and gastric remnant. The 1985 series included 1431 patients, 324 

with duodenal ulcer (DU), 301 with gastric ulcer (GU), 159 with gastric cancer, 574 with chronic 

gastritis, 16 with adenomatous polyp/polyps and 57 with gastric remnant. The 1995 included 

1390 patients, 254 with DU, 253 with GU, 214 with gastric cancer, 638 with chronic gastritis, 22 

with adenomatous polyps and 9 with gastric remnant. In our endoscopic population, a significant 

decrease of DU and GU was recorded in 1995 as compared with 1985. DU/GU ratio was low in 

both series, 1.07/1 and 1/1, respectively. Mean age of patients with peptic ulcer disease was 

significantly higher in 1995 (45.3 versus 40.2 years). Sex ratio showed a male predominance of 

DU (2.5/1) and GU (1.8/1). In the same period a significant increase of gastric cancer and 

chronic gastritis diagnosis was recorded. Atrophic gastritis appeared to be the most significant 

risk factor for gastric cancer in our population, since gastric remnant was significantly more 

rarely recorded in 1995 and adenomatous polyp was a rare finding in both our series of patients. 

}" "TIME TRENDS OF PEPTIC ULCER DIAGNOSIS AS COMPARED TO GASTRIC 
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{ Aim:} To determine the frequency of endoscopic lesions in patients having chronic renal 

failure.  

{ Methods:} One hundred CRF patients who were undergoing routine upper GI endoscopy 

(UGIE) before renal transplantation were studied. Rapid urease test (RUT) was also performed to 

detect H. pylori infection. Demographic, and clinical data were collected.  

{ Results:} 100 patients (61 males, 39 females) with a mean age of 39.05 (SD: 13.83, range: 14-

67) years were studied. Mean duration of dialysis was 12.04 ± 20.13 (SD) months. The most 

common causes of CRF were: pyelonephritis (35.9%), hypertensive nephropathy (23.4%), and 

diabetic nephropathy (9.4%).  

{ Symptoms of patients were:} Nausea (8), heartburn (4), abdominal pain (4), fullness (1), and 

asymptomatic (85). Physical examination showed paleness in 53 patients and abdominal 

tenderness in 2 patients. Normal UGIE was reported in 34 patients. Endoscopic findings were: 

erosive duodenitis (35), erosive gastritis (29), multifocal antral gastritis (24), esophagitis (8 

patients; grade A in 7 and grade B in 1), arterio-venous malformations (7), duodenal ulcer (6), 

gastric polyps (3), and duodenal nodularity (2). Positive RUT was detected in 62.4% of patients. 

Frequency of UGIE lesions was different between the two sexes (males 75% vs. 51% females, p 

= 0.013). Mean duration of dialysis was higher in patients having an UGIE lesion (14.2 vs. 7.45 

years, p = 0.038). 

{ Conclusion:}  Erosive duodenitis, erosive gastritis, and multifocal antral gastritis are common 

lesions in patients with CRF. These lesions seem to occur more frequently in men and patients 

undergoing a longer period of dialysis. CRF patients seem to have lower prevalence of H. pylori 

infection than general population. }" "ENDOSCOPIC FINDINGS IN CHRONIC RENAL 

FAILURE"  
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P. Gabriel, M.Z. Panos  

\i Department of Gastroenterology, NIMTS Hospital, Athens, Greece  

{ Introduction:} Submucosal tumours (ST) of the upper gastrointestinal tract are rarely 

symptomatic and are usually found incidentally at endoscopy. We report our experience in the 

use of EUS in the diagnosis and management of such lesions.  

{ Patients and methods:} 47 patients mean age 64.4 (range 36-81) years, with ST detected at 

upper g.i. endoscopy, were referred for EUS. They were followed up 6 monthly for a mean 2.5 

years (range 0.6-0.4). At the end of this period, contact was maintained either through outpatient 

visits or telephone consultations.  

{ Results:} Mean tumour diameter was 17.6 mm range (5-42). 17/47 patients underwent surgery. 

From these, tumour was benign in 15 cases and malignant in 2. Classified by location these were: 

Oesophagus: leiomyoma (2), Stomach: leiomyoma (9), ectopic pancreatic tissue (2), lipoma (1), 

leiomyosarcoma (1), intermediate leiomyoma/leiomyosarcoma (1), Duodenum: leiomyoma (1). 

From the patients who had been operated on had bleeded two of them presented an increase in 

the diameter of the tumor over 20 mm after a two year period and six of them because it was 

suggested from the surgeon operation (the size of the tumor was >20 mm). Finally seven of them 

chose to be operated on because the symptoms they had attributed to ST. 

{ Conclusion:}  Six to 12 monthly EUS examination is indicated for small, asymptomatic ST. 

Malignancy cannot be completely excluded by EUS. Our experience suggests that surgery is 

appropriate for tumours > 20 mm, symptomatic lesions, and tumours > 15 mm where follow-up 

is not feasible. }" "SUBMUCOSAL TUMOURS OF THE UPPER GASTROINTESTINAL 

TRACT: INITIAL ASSESSMENT AND FOLLOW-UP USING ENDOSCOPIC 

ULTRASOUND (EUS)"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.239E#" " Abstract: P.239E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E36 FINE-NEEDLE ASPIRATIN CYTOLOGY GUIDED BY ENDOSCOPIC 
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Mitsunaga, Shigeru Suzuki, Naoaki Hayashi  

\i Tokyo Womens Medical University, Tokyo, Japan  

{ Background:} Numbers of attempts have been tried for the histological diagnosis of 

submucosal tumors (SMT) in upper gastrointestinal tract. EUS-guided fine-needle aspiration 

(EUS-FNA) is a novel method for accurate cytological diagnosis, but so far this technique 

requires an expensive and special device. Thus we developed a new EUS-FNA technique using 

conventional 2-channel scope and a miniature EUS probe.  

{ Patients & Methods:} Thirty-one cases with gastrointestinal SMT(1 esophageal, 29 gastric, 1 

duodenal) underwent EUS-FNA since January in 1996 to April in 2000. For the scanning a two-

channel scope was inserted and degas water was injected to fill the lumen of the stomach (100-

300ml), the esophagus (50ml) and the duodenum (50ml). A miniature probe (12MHz, 2.6mm) 

was inserted through one instrumental channel for the scanning. Under the guidance of EUS, the 

puncture needle was inserted through another channel and was advanced in the tumor with 

continuous suction.  

{ Result:} Among 31 cases, sufficient specimen for cytological diagnosis was obtained in 

26(84%) cases and 5 were insufficient. These 5 cases were small and solid tumors with the 

diameter of 10-20mm. Both EUS-FNA biopsy and surgical specimen was evaluated 

pathologically in 12 operated cases. There were 1 class1 and 1 class2 cases in 2 leiomyoma 

cases, 1 class3 and 2 class4 in 3 leiomyosarcoma cases, and 5 stromal tumor was diagnosed as 

over class3 cytologically. 

{ Conclusion:}  EUS-FNA with a combination of miniature probe and two-channel scope 

seemed to be reliable and useful for the accurate diagnosis of SMT in upper gastrointestinal tract. 

There is high possibility of malignancy if the cytology shows over class3 in this manner. }" 
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{ Purpose.} Patients with functional dyspepsia have a larger antrum and a smaller proximal 

stomach than controls when measured with ultrasound following soup ingestion. We wanted to 

see if the same applies to fibromyalgia (FM).  

{ Methods.} Thirty-one women with fibromyalgia (age 43.6) were compared with 47 control 

women (age 46.5) selected from a random population sample in Bergen, Norway (C). There was 

no difference in weight, height or BMI. Six of the FM and four of the C had esophagitis but none 

had a peptic ulcer. They were scanned fasting in a sitting position after drinking 500 ml of meat 

soup. The antral area (AA) was measured before soup ingestion and 1, 10 and 20 min afterwards. 

The proximal stomach was measured with a sagittal area (SA) and the maximal diameter in an 

oblique frontal section (FD). The emptying fraction was estimated with the formula (aV{\dn6 

1min} - aV{\dn6 actual})/aV{\dn6 1min} where aV is SA * FD.  

{ Results.} The FM women had 3.7 times more dyspeptic symptoms than the C before ingestion 

and 1.9 times more afterwards. The ultrasound measurements are shown in the table: 

\tx1560\tx2175\tx2865\tx3645\tx4515\tx4980\tx8150\fs4 \ul \tab \tab a.c. \ul p.c. \ulnone 1 min 

10 min 20 min \tab Antral area FM 5.0* 15.9 12.7 10.3** C 3.5 14.6 11.0 7.9 Sagittal area FM 

26.7 23.4 19.5 C 26.8 23.0 18.0 Frontal diameter FM 9.1 7.6† 6.2†† C 8.5 6.8 5.3 Ejection 

fraction FM 0 0.25 0.48 C 0 0.31 0.56 \tab a.c.=before soup, p.c.=after soup, *p=0.002, 

*=p=0.008, †p=0.002, ††p=0.007 between FM and C. The other measurements had a p-value 

>0.05.  

{ Conclusions:} Women with FM had a larger AA a.c. and 20 min p.c. than C. The FM patients 

had a larger FD at 10 and 20 min. There was no difference in SA or emptying fraction. The 

retention of food may partly explain the increased dyspeptic symptoms seen in women with FM. 
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{ Background:} There have been many reports describing the usefulness of endoscopic 

ultrasonography (EUS) in diagnosing the depth of gastric cancer invasion. However, further 

advancement in the diagnostic ability of EUS is expected. In recent years, the three-dimensional 

display of EUS images became possible, and its application to new diagnostic procedures is 

expected. In the present study, we evaluated the usefulness of a three-dimensional display of 

EUS images in diagnosing the depth of gastric cancer invasion.  

{ Subjects and methods:} The subjects consisted of 86 patients with gastric cancer who 

underwent EUS in our department between March 1995 and March 2000. EUS was performed 

using a fine ultrasonic probe UM-3R (20 MHz, Olympus Optical Co., Ltd., Tokyo, Japan), and 

86 cases of gastric cancer were histologically classified according to the depth of invasion as 

follows: m cancer in 61 patients, sm cancer in 22 patients, and mp cancer in 3 patients. Because 

the three-dimensional display of EUS images was initiated in our department in October 1996, 

these gastric cancer cases were subclassified into the following 2 groups: Group A (including 36 

cases of gastric cancer detected before October 1996) and Group B (including 50 cases of gastric 

cancer detected after October 1996). Subsequently, the accuracy for diagnosing the depth of 

cancer invasion was compared between the two groups. Using a three-dimensional image 

processing software system (Medical Design Composer 1.0, Medical Design Co., Ltd.), three-

dimensional display of EUS images was performed by random tomographic display and surface 

display, and the depth of cancer invasion was evaluated using these three-dimensional images.  

{ Results:} 1) The accuracy for diagnosing the depth of gastric cancer invasion was as follows: 

82.6% (71/86) in all patients, 75.0% in Group A (27/36: 72.6% for m cancer, 83.3% for sm 

cancer, and 50.0% for mp cancer), and 88.0% in Group B (44/50: 89.7% for m cancer, 80.0% for 

sm cancer, and 100% for mp cancer). Therefore, the accuracy for diagnosing the depth of gastric 

cancer invasion was increased by the use of three-dimensional display of EUS images. 2) Six 

cases of gastric cancer in Group B, whose depth of invasion was not accurately diagnosed, 

included 2 lesions whose depth of invasion was evaluated as m by EUS and sm by pathology, 

and 4 lesions whose depth of invasion was evaluated as sm by EUS and m by pathology. 

Concerning macroscopic classification, 5 of these 6 lesions (83.3%) were accompanied by 

prominence consisting of I or IIa components. Therefore, EUS images in these lesions were 

probably influenced by ultrasonic attenuation. The remaining 1 lesion was complicated by an 

ulcer. Moreover, EUS images in 3 of these 6 lesions (50.0%) were strongly influenced by the 

heart beat. 3) Random three-dimensional tomographic display of EUS images was possible in all 

patients. However, surface display was possible only in 23 of 50 lesions (46.0%). The accuracy 



for diagnosing the depth of cancer invasion was 100% in a limited number of cases in which the 

surface display of EUS images was possible because of the size of the lesion and low influence 

by the heart beat.  

{ Conclusions:} Three-dimensional display of EUS images of gastric cancer facilitated complete 

visualization of the entire lesion, as well as facilitating detailed observation from various 

directions. Further evaluation of the three-dimensional display of EUS images may increase 

accuracy in diagnosing the depth of gastric cancer invasion }" "USEFULNESS OF THREE-

DIMENSIONAL EXPRESSION BY ENDOSCOPIC ULTRASONOGRAPHY IN THE 

DIAGNOSIS OF GASTRIC CANCER INVASION"  
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{ Background:} Gastrointestinal stromal tumors originate from mesenchymal tissue within the 

gastrointestinal tract, and it is difficult to differentiate between benign and malignancy by 

endoscopy. Although recent development of endoscopic ultrasonography(EUS) allows a trial of 

differentiation from benign and malignant stromal cell tumors, its diagnostic accuracy is 

controversial. The aim of this study is to determine whether EUS can differentiate between 

benign and malignant gastric stromal tumors.  

{ Materials and methods:} EUS was performed prior to endoscopic resection or surgical 

resection of 38 gastric stromal tumors. EUS features such as tumor size(diameter>4 cm), 

irregular extraluminal border, echogenic foci, and cystic spaces, which were proposed by Chak A 

et al. as EUS findings of malignant GISTs(Gastrointest Endosc 1997) were evaluated. Pathologic 

diagnosis was based on guidelines of Ackermans surgical pathology(Ackermans surgical 

pathology 8th ed, 1996).  

{ Results:} Subjects consisted of 12 males and 26 females. 22 cases has been endoscopically 

resected, 16 cases surgically removed. The results of immunohistochemical staining showed 12 

cases(31.6%) of smooth muscle type, 7 cases(18.4%) of neural type, 1 case(2.6%) of combined 

smooth muscle-neural type and 18 cases(47.4%) of uncommitted type. On the basis of above 

immunohistochemical results and histologic findings, 12 cases(31.6%) were regarded as benign, 

17 cases(44.7%) as potentially malignant or malignant, and 9 cases(23.7%) as malignant, and 

potentially malignant or malignant was regarded as malignant for evaluating EUS features. 

Analyses of EUS features according to the criteria of Chak et al. are shown in the following 

table. \tx2430\tx3645\tx4950\tx5475\tx8150 Table. Prevalence of various EUS features in gastric 

stromal tumors \tab \tab \tab \tab Benign Malignancy p value \tab \tab \tab \tab Irregular 

extraluminal border 1/12(8.3%) 5/26(19.2%) 0.643 Echogenic foci >3 mm 0/12(0%) 

5/26(19.2%) 0.158 Cystic spaces >4 mm 0/12(0%) 4/26(15.3%) 0.287 Length >4 cm 1/12(8.3%) 

5/26(19.2%) 0.643 Heterogeneity 3/12(25%) 12/26(46.2) 0.294 \tab \tab \tab \tab d\fs20  

{ Conclusions:} When gastric stromal tumors were diagnosed with criteria from Ackermans 

surgical pathology, EUS features, which were proposed by Chak et al, were assessed to be less 

useful in differentiating between benign and malignant stromal cell tumors. }" 
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{ Backgrand:} Recently, an EUIP2 (3DIDUS system) made by Olympus Optical Co., Ltd. has 

been upgrade with a highly efficient CPU, thereby facilitating selection of more appropriate 

images. We evaluated the usefullness of this new version for qualitative diagnosis and evaluation 

of the progression of pancreaticobiliary disease in comparison with peroralcholangioscopy.  

{ Subjective and Method:} A total of 12 patiants were enrolled, consisting of 7 patients with 

middle and lower bile duct cancer, one patient with pancreatic cancer, 3 patients with bile duct 

stones, and one patient with anomalas junction of pancreaticobiliary duct. In this system, the 

scannning mode was B-mode, and the scanning method was mechanical radial scanning and 

mechanical sporal scanning. The maximal length per linear scanning stroke was 40 mm. For 

ultrasonic probes, UM-3D2R (12 MHZ) and UM-303D3R (20 MHZ) were used.  

{ Result:} The probe was inserted through the perucu-taneos transhepatic route in one patient 

and transpapillaryroute in 12 patients. Endscopic transpapillary spincterotomy (EST) was 

performed in 10 of 12 patients. In patients with middle and lower bile duct cancer among 6 

subjects who underwent histopathologic examination, the association of cancer with portal vein 

and pancreas could be more accurately assessed, and the depth of the lesion and portal and 

pancreatic invation were consistent with histopathologic findings in all 6 patients. Objective 

images could be obtained by linear scanning and 3-D scanning at various angles. It seems to be 

possible to eva-luate the depth of the lesion on radial images and 3-D reconstructions, as well as 

progression of the superficial zone on linear images and 3D reconstructions.reconstructions 

obtained by 3DIDUS and POCS images. 

{ Conclusion:}  3DIDUS using EU-IP2 is useful for qualitative diagnosis and evaluation of the 

progression of pancreaticobiliary diseases. }" "THREE-DIMENSIONAL INTRADUCTAL 

ULTRASONOGRAPHY (3DIDUS) AND PERORAL CHOLANGIOSCOPY (POCS) FOR 

PANCREATICOBILIARY DISEASES"  
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{ Background:} Ganglion impar is a solitary retroperitoneal structure located on the anterior 

surface of sacrococcygeal junction. Neurolytic block of this ganglion is a well-recognised 

treatment for intractable perineal pain associated with malignancies of the distal rectum, anus, 

cervix, urethra, vulva, vagina, penis and perineum. The conventional technique used by 

anaesthesiologists and pain experts can be difficult and frustrating, as it utilises a bent needle 

approach.  

{ Objectives:} To test the hypothesis that endoscopic ultrasound guided ganglion impar 

neurolysis is feasible and effective.  

{ Methods:} Ganglion impar neurolysis was performed on two patients with cancer pain using a 

linear array echoendoscope. First patient had eight-week history of perineal pain associated with 

rectal cancer. Despite taking narcotics every four hours he was experiencing breakthrough pain. 

He was referred to our institution for staging and further management. Endoscopic ultrasound 

revealed a T3N1 tumour in the distal rectum. Diagnostic block of ganglion impar was performed 

using 10 ml of 0.25% bupivacaine, injected via linear array echoendoscope. This resulted in 

complete pain relief. Neurolytic block of the ganglion was then performed using 8-ml phenol. 

Fluoroscopy was used to confirm the position of the needle tip in front of sacrococcygeal joint. 

The second patient had a T4 rectal cancer with involvement of internal sphincter. He had a five-

week history of severe perineal pain requiring high dose narcotics. A diagnostic block using 

bupivacaine resulted in marked pain relief, neurolytic block was then performed using 8 ml 

phenol.  

{ Results:} Neurolysis was successful in both patients and no complications were reported. The 

first patient did not experience any further perineal pain during five-week follow-up. The second 

patient reported a significant (80%) reduction in visual analogue pain score. He has required only 

mild analgesics during three weeks follow-up.  

{ Conclusions:} (1) Ganglion impar neurolysis can be performed easily using endoscopic 

ultrasound guided fine needle injection technique.(2) This technique does not require a ``bent 

needle approach therefore it should be easier and safer than the conventional technique. }" 
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{ Aim of Study:} Endoscopic biliary stenting is the most common method to treat obstructive 

jaundice. But in 10-15% of cases, selective cannulation of the major papilla failed and surgery or 

percutaneous biliary drainage is required. We present a new technique of biliary drainage using 

EUS and EUS guided puncture of the common bile duct (CBD).  

{ Case Report:} A 56-year-old man with obstructive jaundice was referred for EUS and ERCP 

because of Ct-Scan showed a pancreatic mass in the head of the pancreas and a dilated CBD. 

Biochemically, he had an elevated serum bilirubin level and alkaline phosphatase. EUS was 

performed under total anaesthesia using Propofol and showed a large CBD of 16 mm diameter 

and a pancreatic mass of 35 mm with peri-pancreatic lymph nodes. A EUS guided biopsy was 

performed, Portal vein and mesenteric vessels are no involved. The patient was enrolled in a 

preoperative radiochemotheraphy protocol and biliary stenting was required. Deep cannulation 

was not obtained even after a precut and the procedure was stopped. The patient was referred in 

our institution for a new ERCP. Cannulation of major papilla was also impossible. Using 

therapeutic EUS scope (FG 38X Pentax), CBD was punctured with a 5 F needle-knife under 

EUS guidance and a cholangiography was obtained. It showed a large CBD with a tight stenosis 

the metallic part of the needle-knife was removed and a 00.35 inch guide wire was introduced in 

the CBD. On the guide wire a 6.5 F Sohendra dilator (Wilson-Cook corporation) was placed in 

the CBD. EUS scope was removed and a duodenoscope was introduced on the Sohendra dilator 

and allowed the placement through the duodenum of a 10 F plastic stent. CBD drainage was 

correct and 2 days after the bilirubin level remained normal. No complication occured. EUS 

biopsy confirmed the diagnostic of pancreatic adenocarcinoma and the patient was treated by 

preoperative radiochemotherapy before duodenopancreatectomy. 

{ Conclusion:}  This new technique combine EUS and ERCP and will permit in the future to 

reduce the number of palliative pancreatic surgery }" "EUS GUIDED BILIO-DUODENAL 

ANASTOMOSIS: A NEW TECHNIQUE OF BILIARY DRAINAGE. A CASE REPORT"  
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{ Background:} Transabdominal ultrasonography is widely used for diagnosis pathologic 

changes of gallbladder and bile ducts. However, in some cases it is not possible to form a precise 

diagnosis with this method. Over the recent years it is endoscopic ultrasonography (EUS) which 

has become widely spread in clinical practice. Nevertheless, the possibility to use this method 

(its accessibility) has certain limitations.  

{ Aims:} To determine the need to conduct EUS for patients with pathologic changes in 

gallbladder and bile ducts.  

{ Methods:} 1200 patients with pathologic changes of gallbladder and bile ducts underwent 

transabdominal sonography. EUS (Pentax FG-32U with 7.5 MHz echoprobe) was used in cases 

when it was difficult to form a diagnosis.  

{ Results:} There was a need to perform EUS in 71 patients (5.9%). In 32 cases it was carried 

out to interpret pathologic changes in gallbladder (polyps - 3, cholestorolosis - 26, 

adenomyomatosis - 2, sludge - 1), in 25 cases - to interpret those in bile ducts (all patients with 

suspected choledocholithiasis), in 5 cases - to interpret pathologic changes in pancreas (cancer of 

head - 2, cyst - 2, calcification - 1), in 3 cases - to interpret pathologic changes in liver 

(metastasis - 2, cyst - 1), in 6 remaining cases to interpret other pathologic changes (submucosal 

tumour in antrum, v. porta cavernous transformation, gas in d. choledochus). Only in 2 patients 

out of 25 with suspected choledocholithiasis it was impossible to make an accurate diagnosis 

with EUS and ERCP was performed. In the remaining cases the diagnosis was confirmed after an 

operation or by other methods.  

{ Conclusions:} Though in most cases the transabdominal ultrasonography enables forming a 

precise diagnosis, EUS is an important method for diagnosis pathologic changes of gallbladder 

and bile ducts. Notwithstanding in some cases additional diagnostic methods may be required. }" 

"ENDOSCOPIC ULTRASONOGRAPHY IN DIAGNOSIS OF GALLBLADDER AND BILE 

DUCTS PATHOLOGIC CHANGES"  
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{ Objective:} Differentiation of pancreatic tumours is difficult. Therefore we investigated the 

value of echo-enhanced Power-Doppler sonography in the differential diagnosis of pancreatic 

tumours.  

{ Patients and methods:} 72 patients with suspected pancreatic tumour at the conventional 

ultrasound were investigated by Power-Doppler sonography under 2nd harmonic imaging using 

the echo-enhancer Levovist\'ae (300 mg/ml, bolus i.v., Schering AG, Berlin, Germany). Signal 

behaviour and vascularisation pattern of the pancreatic tumours compared to the surrounding 

tissue were used for the ultrasound characterisation. Histological diagnoses were obtained after 

surgical tumour resection or by percutaneous needle biopsy for all patients.  

{ Results:} \tx2100\tx2835\tx3630\tx6210\tx8150\fs4 \ul Diagnoses of echo- True False 

Histology of false diagnoses enhanced sonography \tab \tab \tab \tab Ductal carcinoma 31 2 2 

pancreatitis without tumour cells Neuroendocrine tumour 15 2 1 ductal carcinoma, 1 pancreatitis 

Pancreatitis 8 1 1 ductal carcinoma Cystadenoma 7 2 1 ductal and 1 cystadenocarcinoma 

Cystadenocarcinoma 1 2 1 cystadenoma, 1 pancreatitis Lymphoma 1 0 Total 63 9 \tab \tab \tab 

\tab d\fs20 

{ Conclusion:}  Echo-enhanced Power-Doppler sonography under 2nd harmonic imaging has a 

high accuracy in the differential diagnoses of neuroendocrine tumours and ductal carcinomas of 

the pancreas. }" "ECHO-ENHANCED POWER-DOPPLER SONOGRAPY WITH 2nd 

HARMONIC IMAGING IN THE DIFFERENTIAL DIAGNOSIS OF PANCREATIC 

TUMOURS"  
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{ Background:} Metastases to the pancreas are usually found incidentally. Tissue diagnosis is 

imperative, as imaging alone is incapable of differentiating them from primary pancreatic 

tumors. This study tested whether it is possible to differentiate metastases from other focal 

pancreatic lesions using EUS-guided fine-needle aspiration (EUS-FNA) for cytodiagnosis. A 

review of the incidence and types of pancreatic metastasis was also conducted.  

{ Methods:} 114 consecutive patients (mean age 61 years) with focal pancreatic masses, mainly 

detected on CT, were examined using a linear-array echoendoscope and 22-gauge needles.  

{ Results:} Adequate specimens were obtained from 112 lesions. Carcinomas were identified in 

68 cases (60.7%), 56 of pancreatic origin and 12 (10.7%) from distant primaries. The metastases 

were all located in the head and body of the pancreas, and measured 1.8-4.0 cm. The echo-

texture was inhomogeneous and/or hypoechoic in all without statistical significant differences to 

that of the primary tumors or focal pancreatitis. Six of the 12 patients with metastatic disease had 

prior cancer (breast-3, renal cell-2, salivary gland-1), four of them with a recurrence and two 

with a second carcinoma metastasizing into the pancreas. Six patients without prior cancer had 

metastases from renal cell, colonic, ovarian, and esophageal carcinomas; one metastasis was 

from an unknown primary, another from a malignant lymphoma. These findings influenced the 

therapeutic strategy in eight patients who underwent nonsurgical palliation. There were no 

complications.  

{ Conclusions:} Pancreatic metastases are an important cause of focal pancreatic lesions, but the 

EUS features are not diagnostic. Simultaneous EUS-FNA allow cytodiagnosis and can have a 

decisive influence on the selection of appropriate therapeutic strategies. }" "DETECTION OF 

PANCREATIC METASTASES BY EUS-GUIDED FINE-NEEDLE ASPIRATION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.250E#" " Abstract: P.250E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E39 DIAGNOSTIC AND THERAPEUTIC VALUE OF THE ENDOSCOPIC ULTRASOUND 
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{ The aim} of this study was to evaluate the impact of the EUS-guided biopsy in the diagnostic 

approach and the therapeutic decision.  

{ Patients and methods:} From November 1991 to may 2000, 1072 patients (632 men and 440 

women) with a mean age of 66.9 years (range: 15-79 years) underwent an EUS-guided biopsy 

for mediastinal mass or lymph nodes in 254 cases, sus mesocolic lymph nodes in 194 cases, peri-

rectal or peri-colonic lymph nodes or masses in 91 cases, pancreatic tumors in 331 cases, large 

gastric folds with negative endoscopic biopsy in 58 cases, small liver metastasis in 61 cases, sub-

mucosal tumors in 21 cases, adrenal metastasis in 6 cases, ascitis and pleural effusion in 53 cases 

and gallbladder tumors in 3 cases. The EUS endoscop used are the FG 32UA, the FG 34X the 

FG-36X and the FG 38-X manufactured by Pentax.  

{ Results:} Patient tolerance was excellent. Eleven complications (1.02%) were observed: 7 

episodes of fever disappearing with antibiotics, 4 acute pancreatitis. The sensitivity, the 

specificity, the positive predictive value, the negative predictive value and the accuracy of the 

EUS-guided biopsy for the diagnosis of malignancy were 84.8%, 98.5%, 99.6%, 54.3% and 

86.9% respectively. With regards to the diagnostic approach, the EUS-guided biopsy has allowed 

to make a diagnosis without having recourse to an invasive technique in 451 cases (42%). 

According the therapeutic decision making, the EUS-guided biopsy has reassessed the stage of 

the esophageal, gastric, pancreatic and rectal tumor in 119 cases. Moreover, the EUS-guided 

biopsy has modified the treatment of 198 pancreatic tumors showing a neuroendocrine lesion, 

pancreatic metastases, pancreatic lymphoma, nodule of chronic pancreatitis and pancreatic 

adenocarcinoma not diagnosed by Cts (81 cases). 

{ Conclusion:}  In this study, the EUS-guided biopsy has modified the diagnostic and the 

therapeutic approach in 768/1072 cases (71.6%) especially for the isolated mediastinal or 

abdominal lymph nodes or masses, the pancreatic tumor, anastomotic recurrence and for the 

distant lymph nodes staging of GI cancer }" "DIAGNOSTIC AND THERAPEUTIC VALUE 

OF THE ENDOSCOPIC ULTRASOUND (EUS) GUIDED BIOPSY. RESULTS IN 1072 

PATIENTS"  
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Ecuador The most important aspect of the surgical treatment of Zenkers Diverticulum (ZD) is 

probably the cricopharyngeus miotomy. This procedure can be done easily through endoscopy 

and it is the basis of the endoscopic treatment of ZD.  

{ Methods:} Endoscopic diverticulotomy(ED) was performed in 47 patients (28 males and 19 

females, aged from 51 to 81 years) with Zenkers diverticulum. Olympus gastrointestinal 

endoscopes, models GIF-Q, GIF-XQ and GIF-XV10 were used. The procedure was carried out 

using monitored sedation with benzodiazepine (Midazolan) IV solution associated with 

meperidine and topical anaesthesia with lidocaine. Sectioning is performed using a needle 

papillotome and electrical monopolar cautery set to cut and coagulate. The incision begins at the 

top of the septum and proceeds toward the bottom. The electric current is delivered in short 

pulses alternating cut and coagulation.  

{ Results:} Follow-up has ranged from 1day to one year. 45 (95,74%) of the patients presented 

pronounced improvement of dysphagia after the first section. Most patients underwent more than 

one section and the mean number was 2.2.There were no serious complications. Bleeding 

sometimes occurred during the procedure, but was usually self-limited. One patient (2%) 

presented with bleeding eleven hours after ED which was controlled with endoscopic hemostasis 

using injection therapy (epinephrine and a sclerosant). Usually oral intake began on the first day 

after surgery. In this series thirty-nine (83%) patients began oral intake of liquids and ice cream 

on the first day after ED and solid food in the subsequent days. Two (4%) patients had 

recurrence of dysphagia and endoscopy revealed mild stenosis of the esophageal entrance; both 

were treated with a second ED. One of these patients had a second recurrence and was treated 

again. Both patients had resolution of their symptoms. 

{ Conclusion:}  This technique seems to be a good choice, at least for elderly patients with ZD 

and associated diseases that increases surgical risks. }" "ENDOSCOPIC TREATMENT OF 

ZENKER DIVERTICULUM"  
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Early detection and operative resection of Barretts carcinomas is expected to improve survival. 

Last years, Endoscopic mucosal resection (EMR) has been used for treatment of superficial 

esophageal malignancies and dysplasia, and may become an effective alternative to surgery. We 

prospectively looked at 27 patients diagnosed with early esophageal cancer (n=18)or high grade 

dysplasia (n=9) in Barretts esophagus. All Patients (21 men, 6 women)with a mean age of 63±9 

yrs (r41-85) had endoscopic ultrasound for staging purposes. All had lesions confined to the 

mucosa, EMR was performed using a suck and cut technique: physiologic saline solution was 

injected with a sclerotherapy needle into the submucosal layer to lift the intended mucosa, 

resection was performed with a snare in a suction-cap device. All tumors were resected without 

technical problems with the exception of two. In these two, a bleeding occured, which could be 

managed endoscopically (clips). Patients were then followed at 1 month, and regular 3 monthly 

intervals with repeat endoscopy, vital staining and biopsies. EMR confirmed the biopsy 

diagnosis. The histological classification of the resected specimen revealed an infiltration of the 

submucosa in one esophageal cancer, a surgical resection was performed. No residual dysplastic 

mucosa was seen in biopsies. Mean follow up 17.2 months (r10-26), a complete remission was 

achieved up to now in all patients (100%). EMR may be an effective and save minimal invasive 

therapy for high grade dysplasia and local early adenocarcinomas in patients with Barretts 

esophagus. EMR can be considered as an alternative to esophagectomy, for treatment of Barretts 

esophagus with dysplasia and carcinoma. }" "ENDOSCOPIC MUCOSAL RESECTION FOR 

HIGH GRADE DYSPLASIA AND EARLY ADENOCARCINOMAS IN PATIENTS WITH 

BARRETTS ESOPHAGUS"  
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{ Backgroud/Aims:} Sharp impacted esophageal foreign bodies can be very difficult to manage. 

When attempting to remove such objects inappropriately, life threatening complications, such as 

perforation can occur. Therefore, surgical intervention generally affords a safer approach. The 

aim of this study is to evaluate the safety and efficacy of endoscopic removal of impacted sharp 

esophageal foreign bodies using dilation method with oral side balloon.  

{ Methods:} Total of 17 patients(Male 6, Female 11) with impacted sharp esophageal foreign 

bodies underwent endoscopic extraction. The following technique was successfully performed at 

our hospital(Figure A,B). Oral side balloon(Top Co. Japan) for esophageal variceal sclerotherapy 

was attached on the distal part of endoscope. Under local anesthesia, endoscope was inserted 

near the proximal part of the esophageal foreign body. Then, oral side balloon was gradually 

dilated. Dilataion of proximal part of esophagus made it possible to release the impacted sharp 

foreign body from the esophageal wall.  

{ Results:} The types of foreign bodies were fish bones(10 case), and press-through packages(7 

cases). Endoscopic removal was successful in all 17 cases without complications such as 

perforation.  

{ Conclusion:}  This method using oral side balloon is safe and effective in removing impacted 

sharp esophageal foreign bodies avoiding surgery and possible perforation. }" "ENDOSCOPIC 

REMOVAL OF IMPACTED SHARP FOREIGN BODY IN ESOPHAGUS"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.254E#" " Abstract: P.254E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E40 ARGON PLASMA COAGULATION VS INJECTION SCLEROTHERAPY IN 

EMERGENCY ENDOSCOPY - A PROSPECTIVE, RANDOMISED, CONTROLLED STUDY  

P. Skok
1
, D. Ceranic

1
, A. Sinkovic{\up6 2}, M. Pocajt

1
  

\i 
1
 Dep. of Endoscopy and Gastroenterology; {\up6 2} Intensive Care Unit, General Hospital 

Maribor, University of Ljubljana, Slovenia  

{ Background:} Endoscopic hemostasis has decreased the need for surgical management and 

significantly reduced mortality in patients with peptic ulcer hemorrhage.  

{ Study Aims:} To evaluate the efficacy of argon plasma coagulation (APC) and injection 

sclerotherapy (IS) in peptic ulcer hemorrhage in a prospective, controlled, randomized study.  

{ Patients and methods:} The study includes 100 patients with peptic ulcer hemorrhage (m 63, f 

37, av. age 57.1 years, SD ± 16, span 26-80; gastric ulcer 50 pts, duodenal ulcer 50 pts; Fla 25 

pts, F1b 25 pts, F2a 25 pts, F2b 25 pts) in the period between 1.01 1999 and 15.05 2000. Fifty 

patients were randomized to receive APC (group A) and in fifty patients (group B) IS was 

performed. The groups did not differ with respect to age, sex, site and severity of bleeding, 

additional diseases and NSAIDs intake.  

{ Results:} Clinically and endoscopically diagnosed reebleding occured in 7/50 patients (14%) in 

group A and in 9/50 patients (18%) in group B. The majority of reebleding occured within 48 

hours, group A 4/7 (57.1%), group B 7/9 (77.7%). Repeated endoscopic hemostasis did hot 

prove successful in 8 patients (8/100, 8%, group A 3, group B 5). Seven patients were treated 

operatively. The total mortality rate was 9% (group A 4/50, group B 5/50), two patient died from 

gastrointestinal bleeding, other 7 patients died due to concomitant diseases.  

{ Conclusions:} Argon plasma coagulation seems to be an effective alternative to other 

hemostatic modalities in peptic ulcer bleeding. }" "ARGON PLASMA COAGULATION VS 

INJECTION SCLEROTHERAPY IN EMERGENCY ENDOSCOPY - A PROSPECTIVE, 

RANDOMISED, CONTROLLED STUDY"  
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{ Background & Aim:} With the development of endoscopic techniques, endoscopic mucosal 

resection is increasingly performed for intramucosal tumors of the stomach. The aim of this 

study is to explore the feasibility of piecemeal endoscopic aspiration mucosectomy for large 

superficial intramucosal tumors of the stomach.  

{ Patients and methods:} The study group consisted of five patients with a large superficial 

intramucosal tumor of the stomach 4 cm and over in diameter. Piecemeal endoscopic aspiration 

mucosectomy using a cap-fitted panendoscope was carried out on them after marking around the 

tumor with coagulation current. The initial resection was undertaken at the oral side of the lesion 

according to the procedure described by Trii et al. Subsequent resections were carried out along 

the anal margin of the previous resection site until the mark completely disappeared.  

{ Results:} The shape of the tumors was slightly elevated in four and slightly depressed in one. 

The mean diameter of the tumors was 4.9 cm. The resected specimens ranged from 

approximately 1.0 cm to 2.0 cm. Piecemeal resection number ranged from five to eighteen (mean 

11). Visual field was well-ensured by the cap and the tumors were macroscopically completely 

resected without any complications in all patients. Pathology of the specimens was adenoma in 

four and mucosal carcinoma in one. One patient had residue/recurrence and was treated with 

additional endoscopic treatment.  

{ Conclusions:} We conclude that piecemeal endoscopic aspiration mucosectomy is a simple and 

safe technique for large superficial intramucosal tumors of the stomach. }" "PIECEMEAL 

ENDOSCOPIC ASPIRATION MUCOSECTOMY FOR LARGE SUPERFICIAL 

INTRAMUCOSAL TUMORS OF THE STOMACH"  
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E41 LONG TERM PROGNOSIS OF EARLY GASTRIC CANCER TREATED BY 

ENDOSCOPIC MUCOSAL RESECTION  

F. Hirai, T. Sakurai, H. Matake, S. Tsuda, T. Matsui, T. Yao  

\i Department of Gastroenterology, Fukuoka University Chikushi Hospital, Chikushino, Japan 

Endoscopic mucosal resection (EMR) are widely used as treatment for early gastric cancer 

(EGC) in Japan. The aim of this study is to clarify the clinical course and prognosis of the 

patients with EGC treated by EMR.  

{ Subjects and Methods:} One hundred-three patients (69 men, 34 women) whose EMR 

performed at our hospital from 1989 to 1998 were the subjects of this study. Indication of EMR 

is defined as mucosal cancer as large as 2 cm. For EMR we used Tadas ``strip biopsy methods. 

Endoscopic surveillance was carried out at least once a year after the initial EMR for 60 months 

(average). We investigated the complications, recurrence rate, cause of death and survival rate.  

{ Results:} Complications were encountered only in two of the One hundred-three patients 

(1.9%) and also bleeding. Local recurrences were found in fifteen patients (12.3%). Curative 

surgical resection were performed in seven patients and seven were treated with the endoscopic 

methods. None of these patients demonstrated recurrence after additional treatment. There were 

no death related to gastric cancer and thirteen patients died from other causes. Therefore survival 

rate (disregurding mortality from disease different from gastric cancer) was estimated 100%.  

{ Conclusions:} EMR was a safe and useful treatment for EGC. }" "LONG TERM PROGNOSIS 

OF EARLY GASTRIC CANCER TREATED BY ENDOSCOPIC MUCOSAL RESECTION"  
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E41 CLINICAL EVALUATION OF ENDOSCOPIC THERAPY FOR EARLY GASTRIC 

CANCER  

Hiroshi Takahashi, Yoshimi Yamaguchi, Kunio Ukawa, Rikiya Fujita  

\i Showa University Fujigaoka Hospital, Yokohama, Japan  

The clinical course of early gastric cancers treated by endoscopic resection and Nd-YAG laser 

was evaluated.  

{ Patients and methods:} Our study included 227 patients: 178 patients treated by endoscopic 

resection alone, 29 who underwent surgery after endoscopic resection, and 20 in whom 

endoscopic resection was combined with the use of Nd-YAG laser.  

{ Results:} 116 patients had elevated type early gastric cancer. Concerning the size of mucosal 

lesions, in 59 patients they measured 10 mm or less, in 45 patients 11 to 20 mm, and in 16 

patients more than 21 mm. Among these, ``en bloc resection was possible in 63%, 35% and 31% 

respectively. 106 patients had depressed type early gastric cancer. ``En bloc resection was 

conducted in 50 of 80 patients with mucosal cancer measuring 10 mm or less, and piecemeal 

resection was carried out in 30 patients. ``En bloc resection was possible in 8 of the 26 patients 

with cancer measuring 11-20 mm. Residual cancer was noted in 11 of 29 patients in whom 

additional surgery was conducted. Recurrence occurred in 5 patients who underwent endoscopic 

resection plus Nd-YAG adjuvant therapy. Patients with multiple lesions who had endoscopic 

treatment were reviewed. 16 patients had multiple cancers.  

{ Conclusions:} Local recurrence and distant metastasis did not occur in patients with early 

gastric cancer when ``en bloc endoscopic resection was undertaken with a sufficient distance 

between the lesions and the cut stump. Additional surgery or close observation seemed to be 

necessary after piecemeal resection due to the high probability of residual cancer. The multiple 

cancers were detected in 8%, indicating the need for close observation before and after treatment. 

}" "CLINICAL EVALUATION OF ENDOSCOPIC THERAPY FOR EARLY GASTRIC 

CANCER"  
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E41 TRIAL STUDY ON ENDOSCOPIC MUCOSAL RESECTION USING A NEWLY 

DESIGNED SNARE WITH INJECTED NEEDLE CATHETER, PRELIMINARY REPORT  

Joo Young Cho, Gab Jin Cheon, Chang Beom Ryu, Jin Oh Kim, Jun Seong Lee, Moon Sung 

Lee, Chan Sup Shim  

\i Institute for Digestive Research, Digestive Disease Center, Soon Chun Hyang University 

Hospital, Seoul, Korea  

{ Backgrounds:} The number of early gastric cancer treated by EMR is increasing. Although 

there are several different techniques for EMR, the principles of all techniques are based on the 

combination of endoscopic injection technique and snare polypectomy technique. But, various 

EMR techniques have some disadvantages such as morphologic change of lesion due to saline 

injection and long procedure time.  

Methods: We manufactured a newly designed snare with injected needle catheter in EMR. In this 

randomized trial we performed EMR group using a newly designed snare with injected needle 

catheter on 12 patients who had gastric flat adenoma, early gastric cancer and compared the 

results with the group of conventional EMR on 16 patients in the aspects of the time required for 

procedure related complications.  

Results: Mean time for EMR procedure was 3.25± 1.15 min(0135-0825) and 8.15±2.35 

min(0227-2535) in EMR group using a newly designed snare with injected needle catheter and 

conventional EMR group, respectively(P<0.05). No serious complications occurred in both 

groups.  

Conclusions: The newly designed snare with injected needle catheter may be considered as a 

new relatively simple, safe, and easy technique for EMR. However, further clinical evaluation 

and more technical improvements in a newly designed snare with injected needle catheter will be 

needed. }" "TRIAL STUDY ON ENDOSCOPIC MUCOSAL RESECTION USING A NEWLY 

DESIGNED SNARE WITH INJECTED NEEDLE CATHETER, PRELIMINARY REPORT"  
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E41 TWIN-ENDOSCOPE SCISSORS RESECTION (T-ESR): A NEW TECHNIQUE FOR 

MUCOSECTOMY  

Jim Brooker  

\i St Marks Hospital, London, UK  

{ Introduction:} Endoscopic mucosectomy is a technique that is finding applications throughout 

the gastrointestinal tract for the resection of early and pre-cancerous lesions such as sessile 

colonic polyps, early gastric cancer and Barretts oesophagus. Using most current techniques the 

dimensions of each mucosal resection are limited to approximately 2cm square. Larger lesions 

require piecemeal resection, resulting in fragmented specimens with diathermy artefact, in which 

resection margins may be impossible to define. We describe the first experience with a new 

technique that may allow complete resection of larger mucosal lesions as a single specimen.  

{ Methods:} This technique has been piloted in a porcine model. A 25-30kg Large White pig is 

prepared with liquid diet for 48 hours. Under general anaesthesia, enemas are administered and 

colonoscopy is performed using a standard colonoscope A. This is then disconnected from the 

light source and colonoscope B is inserted alongside it until the tips of the two instruments are 

level. Submucosal injection is performed with 5-10ml normal saline to produce a mucosal bleb. 

The apex of the bleb is grasped with grabbing forceps (colonoscope A) and the lifted segment of 

mucosa is dissected in a single piece using prototype endoscopic scissors (Olympus) through 

colonoscope B. Two endoscopists are required, one to retract and one to operate the scissors. 

Colonoscope B remains connected to the light source and is used to operate the scissors and 

visualise the grabbing forceps. A gastraffin enema is performed immediately following the 

procedure to check for perforation. The animal is sacrificed at 1 month and the colon examined.  

{ Results:} This technique has been used in a single pig so far. A 2x2cm mucosal specimen was 

successfully retrieved in one piece. There was no procedural or late bleeding and the contrast 

study demonstrated no perforation. Histological examination showed an intact, well preserved 

mucosal specimen with substantial submucosa present and no diathermy artefact.  

{ Conclusions:} T-ESR, after further evaluation in this animal model, has the potential to be used 

in humans to resect large mucosal lesions in one piece, avoiding the fragmentation and 

diathermy artefact that cause problems with pathological interpretation when conventional 

techniques are used. }" "TWIN-ENDOSCOPE SCISSORS RESECTION (T-ESR): A NEW 

TECHNIQUE FOR MUCOSECTOMY"  
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E42 A CLINICAL STUDY ON PROTRUDING LESIONS THAT ARISE AT THE SCAR OF 

ENDOSCOPIC MUCOSAL RESECTION FOR EARLY GASTRIC CARCINOMA AND 

GASTRIC FLAT ADENOMA  

Young Koog Cheon, Chang Beom Ryu, Bong Min Ko, Jin Oh Kim, Joo Young Cho, Joon Seong 

Lee, Moon Sung Lee, Chan Sup Shim  

\i Institute for Digestive Research, Digestive Disease Center, Soon Chun Hyang University 

Hospital, Seoul, Korea  

{ Background:} Endoscopic mucosal resection (EMR) is a useful method in both the accurate 

diagnosis and treatment of gastric mucosal lesions. Several studies of EMR have been reported, 

but reports about benign protruding lesions that arise at the scar of EMR for early gastric cancer 

(EGC) or gastric adenoma are rare.  

{ Aim:} To elucidate endoscopic and histological characteristics of benign protruding lesions 

which arise at the scar of EMR for EGC and gastric flat adenoma.  

{ Methods and Materials:} In 101 lesions (73 gastric flat adenoma, 28 EGC) in 96 cases which 

were completely resected by endoscopy and which could be followed-up, we analyzed 

endoscopic findings which included initial and protruding lesions, and several other clinical 

factors (H. pylori infection, eradication therapy, and Proton pump inhibitor (PPI) or H2-blocker 

use). We analyzed, retrospectively, 16 lesions that arose at the scar of EMR.  

{ Results:} 1. The mean duration until detection of the protruding lesion was 8.9 months 

(1.5~27). 1 of 28 EGC (3.6%), and 15 of 73 gastric flat adenoma (20.5%) arose at the scar of 

EMR. All of the patients were men (mean age 53 years). 2. With respect to the endoscopic 

findings, the shapes of protruding lesions were as follows; 10 Yamada (Y) I, 4 Y-II, 1 Y-III, 1 

flat lesion. Histological examination of protruding lesion revealed regenerating hyperplasia in 5 

lesions, intestinal metaplasia in 5, and both in 6, respectively. With respect to the location of 

primary lesion, 18.2 % of the protruding lesions developed in the antrum, 19.2% in the lower 

body, and 20% in the midbody, respectively (p>0.05). 3. There was no difference incidence of 

developing protruding lesion in size, depth of invasion and resection method of primary lesion. 

However, incidence of those lesions was higher in cases of tubular adenoma with focal high 

grade dysplasia than tubular adenoma without dysplasia (p<0.05). 4. The incidence of H. pylori 

infection was higher in patients (81.7%) who developed a protruding lesion than (51.8%) who 

did not developed (p=0.029), and also higher incidence of use of PPI in those patients (p=0.045). 

But, eradication therapy of H. pylori, duration of use of PPI or H2-blocker showed no difference 

in between groups.  

{ Conclusions:} It may be possible that the potential hyperplasia that may reside in normal 

mucosa surrounding EGC or gastric adenoma might wake up during the healing process of the 

EMR ulcer and develop to benign protruding lesions. And, H. pylori and PPI might be also 

related to develop the protruding lesions. }" "A CLINICAL STUDY ON PROTRUDING 
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E42 ENDOSCOPIC PALLIATION OF MALIGNANT GASTRIC-OUTLET OBSTRUCTION  

Michel Ferrante, Steven De Coninck, Jos Vanstiphout, Jo Vandervoort, Marc De Man, Pieter 

Van der Spek, Martine De Troyer, Luc Lepoutre  

\i Aalst, Belgium  

{ Introduction:} Combined gastrojejunostomy and choledochoduodenostomy are routinely 

performed as treatment for malignant gastric-outlet obstruction. This procedure has significant 

morbidity and mortality and necessitates a considerable hospital stay. We describe a less invasive 

endoscopic treatment, with self-expanding metal stents.  

{ Patients and methods:} Three female patients, presenting with clinical findings of gastric outlet 

obstruction, confirmed by upper GI-endoscopy and/or upper GI X-ray, had endoscopic 

placement of expandable metal stents (Microvasive, 6 cm, 22 mm). In two patients, combined 

stenting of the duodenum and common bile duct was performed as a one step procedure. All 

patients had primary or metastatic malignancy involving the pylorus or duodenum. The mean age 

of the patients was 75 years. The first patient (71 years) had a breast carcinoma with metastasis 

in hilar lymph nodes, invading the common bile duct and subsequently causing gastric-outlet 

obstruction. The second patient (80 years) had a tumor in the head of the pancreas with liver 

metastasis, obstructive jaundice and secundary gastric-outlet obstruction. The third patient (74 

years) had a cancer of the stomach, obstructing the pyloric region. No surgical procedure was 

performed because of the high age of the patients and the poor prognosis, suspected by the 

presence of metastatic disease.  

{ Results:} Stent placement was successful in all patients. The procedure was followed by 

immediate clinical improvement, without complications. In case of a double endoscopic stenting 

procedure, transpyloric dilation was carried out, using a 18 mm balloon, in order to achieve 

access to the duodenum. After insertion of a biliary Wallstent, a guidewire was introduced in the 

third part of the duodenum. Subsequently, a Wallstent Enteral was released in the bulboduodenal 

region. All patients had excellent palliation with normal oral feeding within 24 to 48 hours. The 

patients died after a mean of 7 weeks and could tolerate oral feeding well until 2-3 days before 

they died. 

{ Conclusion:}  An endoscopically placed Wallstent provides effective palliation for malignant 

gastric outlet obstruction. The procedure is easy to perform, non-invasive and well tolerated, 

with significant improvement in quality of live. }" "ENDOSCOPIC PALLIATION OF 

MALIGNANT GASTRIC-OUTLET OBSTRUCTION"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 



Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.262E#" " Abstract: P.262E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E42 FLUOROSCOPIC GUIDANCE: IS IT NECESSARY FOR THE ENDOSCOPIC 

PLACEMENT OF SELF-EXPANDING METAL STENTS (SEMS)?  

Maria Vega Catalina  

\i Hospital General Universitario Gregorio Mara\'f1on, Madrid, Spain  

{ Aim:} To evaluate the safety and outcome of the endoscopic placement of SEMS when placed 

without fluoroscopic guidance.  

{ Methods:} 69 patients with malign gastrointestinal tract strictures who were treated palliatively 

with endoscopic placement of SEMS in the last 5 years were retrospectively analyzed. No 

fluoroscopic guidance was used. Clinical characteristics of the patients are shown: 

\tx1905\tx2685\tx3630\tx4935\tx7260\tx8150\fs4 \ul \tab N Gender Age Indication (M/F) 

Esophageal stent (E) 48 40/8 66.8 (36-97) Esophageal carcinoma 51% Esophageal adenoca 31% 

Gastric adenoca 12% Others 6.2% Duodenal stent (D) 1 1/- 78 Extrinsic compression (relapsed 

ceccus adenoca after surgery) Colorectal stent (C) 20 14/6 66.2 (41-92) Adenocarcinoma 100% 

d\fs20  

{ Results:} Endoscopic dilatation was performed in 26 and 8 patients with E and C stenosis, 

respectively. Correct placement was achieved successfully in all the patients, except in 2 with 

colorectal stenosis (1 technical difficulties, 1 early migration). Both of them were placed without 

complications within 24 hours. Early complication rate was 16.6%, 0% and 15% (E, D, C). 

There was only 2 severe complications related to the technique (infectious pericardic effusion 

(E), perforation (C)). Relief of symptoms was achieved in all the patients in a few hours, but 

tumor overgrowth ocurred in 23.4%, 100% and 20% (E, D, C) during follow up. There was no 

mortality related to the technique. Median survival was 174 ± 202, 34 and 151 ± 119 days (E, D, 

C).  

{ Conclusions:} Endoscopic placement of SEMS is a simple technique with few complications. 

It can be performed without fluoroscopic guidance in almost all the cases. }" "FLUOROSCOPIC 

GUIDANCE: IS IT NECESSARY FOR THE ENDOSCOPIC PLACEMENT OF SELF-

EXPANDING METAL STENTS (SEMS)?"  
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E42 DIFFERENCES IN THE IMPROVEMENT OF QOL BY STENT TREATMENTS 

ACCORDING TO THE SITE OF MALIGNANT GASTROINTESTINAL TRACT STENOSIS  

Yoshinori Mizumoto, Kagami Matsuda, Masato Mizumoto, Touru Watanabe, Masao Naoki, 

Takama Maekawa, Yukio Kajitani, Kochu Kokawa  

\i Kyoto, Japan The stent treatment for patients with malignant gastrointestinal tract stenosis has 

become one of the popular endoscopic treatments. This report aims to evaluate the differences in 

the improvement of QOL by stent treatments according to the site of stenosis.  

{ Subjects:} The subjects were 93 cases in whom stent placement was successful. The lesions 

were esophagostenosis in 39, gastric outlet obstruction (GOO) in 39, and large intestinal stenosis 

in 15 cases. The length of stenosis before operation was 4.56, 5.54 and 5.67 cm, respectively, 

and the performance status (PS) before operation was 3.15, 3.18 and 3.13, respectively. With the 

dysphagia score (DS) as 0 point- no dysphagia, 1 point- dysphagia for solid food, 2 points- 

dysphagia for semi-solid food, and 3 points- dysphagia for liquids, DS before operation was 

2.51, 2.69 and 2.40, respectively.  

{ Method:} The improvement in QOL according to the site of stenosis was evaluated, by 

clarifying the eating conditions before and after the operation, the improvement in the 

constitutional symptoms, the ratio of returning home, survival time, and home staying time.  

{ Results:} PS after operation was improved to 2.28, 2.39 and 2.73, respectively. DS after 

operation was also improved to 1.33, 1.56 and 1.53, respectively. The ratio of returning home 

was 53.8, 46.2 and 50.0%, respectively, and the ratio was high in esophagostenosis patients. Also 

the mean survival time was 199.8, 160.2 and 229.8 days, respectively. The mean home staying 

period was 102.9, 69.1 and 157.2 days, respectively.  

{ Discussion:}(1) PS and DS were improved by stenting at all sites of stenosis. (2) The ratio of 

returning home was not different at all sites of stenosis. (3) Although the survival time was not 

different, there was a tendency that home staying time was prolonged in patients with 

esophagostenosis and large intestinal stenosis. }" "DIFFERENCES IN THE IMPROVEMENT 

OF QOL BY STENT TREATMENTS ACCORDING TO THE SITE OF MALIGNANT 

GASTROINTESTINAL TRACT STENOSIS"  
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E43 GASTRIC VOLVULUS CAUSING RESPIRATORY FAILURE SUCCESSFULLY 

TREATED WITH PERCUTANEOUS ENDOSCOPIC GASTROSTOMY TUBE PLACEMENT  

Venkatraman Sankara Raman  

\i Southport Hospital, Southport, UK  

{ Case report:} A 77-year-old female was brought to the casualty department as an emergency 

following respiratory arrest in a nursing home. She had vomited five hours prior to admission 

and subsequently became progressively breathless culminating in respiratory arrest. On arrival 

she had a Glasgow Coma Scale score of 3/15, was apyrexial, pulse 108/min, blood pressure 

120/67 mmHg and was making minimal respiratory effort. She was obese, and had a history of 

heart failure for which she was on diuretics. Arterial blood gases analysis showed a severe 

respiratory acidosis, pH 6.9, pO2 83 mmHg, pCO2 115 mmHg, bicarbonate 23.2 mmol/L. 

Emergency intubation and ventilation was undertaken. CXR showed a dilated stomach, which 

occupied approximately 50% of the left hemithorax. A nasogastric tube was passed, following 

which ventilation rapidly improved and extubation was possible. A similar episode had occurred 

six months beforehand, with similar radiological findings and was also successfully treated with 

nasogastric decompression. A barium meal was performed, which confirmed the presence of a 

partial gastric volvulus. Gastroscopy revealed a dilated lower oesophagus, partial torsion of the 

stomach and a small duodenal ulcer in the duodenal bulb. Ten days after admission the patient 

suffered a further respiratory arrest. She was unconscious and hypoventilating. A nasogastric 

tube was immediately passed, following which she recovered, without the requirement of 

intubation and ventilation. The NG tube was left in situ. She was felt to represent too great an 

anaesthetic risk for surgical gastropexy under general anaesthesia. A percutaneous endoscopic 

gastrostomy (PEG) tube was placed under local anaesthetic. The procedure was well tolerated 

and she was discharged back to her nursing home three days later, with instruction to deflate the 

stomach twice per day via the PEG. There have been no recurrences in the following ten months. 

Gastric volvulus causing respiratory arrest is an extremely rare presentation in adult medicine, 

but has been described in paediatric practice. PEG tubes have been effective in decompressing 

the stomach in gastric volvulus in patients unfit for surgery. This provided the ideal solution for 

this patient and should be considered in patients with volvulus otherwise unfit for surgery. }" 
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E43 FIBRIN GLUE INJECTION IN GASTROINTESTINAL FISTULAS: PERSONAL 

EXPERIENCE  

Claudio Macor, Sandro Andreoli, Piero Brosolo, Roberto Maieron, Maurizio Zilli, Loris Zoratti, 

Giovanni de Pretis  

\i Az.Osp. S.M.d.M. - Dept. Gastroenterology Udine Italy  

{ Background:} there are many single case reports about endoscopic treatment of GI tract 

fistulas, but are lacking wider series.  

{ Aim:} present the submucosal treatment of fistulas with fibrin glue (FG) (Tissucol) in our 9 

cases.  

{ Methods:} injection of a two components FG is made using a proper catheter (model 

Schadlowsky Endoflex) with a double symmetrical lumen needle, that allow the separate 

injection of the two components in tissue where they mix and form the clot. Injections are 

repeated after 2-3 days until the fistula closure or the treatment is suspended after 6 session if 

there are a lack of fistula closure process. In our patients we have made a mean of 4,7 session for 

each fistula, injecting altogether 17 ml/patient of FG (range 6-36).  

{ Patients:} are been treated 9 patients (age 40-71): 1 colon-cutaneous fistula, 2 esophagus-

pleural, 1 gastro-cutaneous, 2 esophagus-tracheal, 2 esophagus-duodenum-cutaneous, 1 jejunum-

colic, 1 jejunum-abscessual cavity. Eight of 9 patients had a post-surgical fistula, 1 patients had a 

neoplastic fistula. The mean fistulous orifice diameter was 5 mm (range 3-9). All fistulas were 

present from more than 30 days and all patients had a prior wide PNT.  

{ Results:} complete fistula closure was achieved in 6 of the 9 fistulas treated. We observed a 

failure of the treatment in 3 patients: in one patient with 2 fistulas, in whom only one was closed, 

the second fistula, jejunum-colic, was reduced (partial success); one patient with 2 fistulas in 

whom only one was reduced; one patient with neoplastic recurrence initially successfully treated, 

with recurrence of the fistula.  

{ Conclusions:} the GI fistulas treatment is frequently critical. Endoscopic treatment, although 

not validated, may represent an interesting option especially in post-surgical fistulas. The 

satisfactory results obtained in our little experience support the utility of FG treatment in a 

multicenter study to validate this technique. }" "FIBRIN GLUE INJECTION IN 

GASTROINTESTINAL FISTULAS: PERSONAL EXPERIENCE"  
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E43 ENDOSCOPIC TREATMENT OF ESOPHAGOBRONCHIAL FISTULAS  

Petr Vyhnalek  

\i Hospital Pardubice Endoscopy -Department of Internal Medicine, Pardubice, Czech republic  

Esophagobronchial fistulas can accompany malignant diseases such as bronchogenic carcinoma 

(up to 15%), esophageal carcinoma (4,9%) and metastases into hilar node.They also occur 

following surgical procedures on esophagus or lungs, following dilatation of stenoses and as a 

result of other endoscopic procedures.  

{ Results:} over a 3-year period we treated 17 patients for fistula or perforation of esophagus 

with endoscopy therapy. 13 patients had malignant a nd 4 patients had benign etiology. 19 

covered metal stents were introduced to 15 patients.Two patients were given endoklips and tissue 

adhesive only.  

{ Complications:} four distal migrations of stent (extracted endoscopicaly), solved by special 

stent with diameter of 30 mm, one perforation was caused by introducer in the area of the tumor, 

covered with stent.  

{ Conclusions:} endoscopic therapy of bronchoesophageal fistulas and of perforations of 

esophagus is effective and fairly safe, especially in patients with inoperable malignancy. }" 
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E43 UNUSUAL LARGE PHYTOBEZOAR: ENDOSCOPIC MANAGEMENT  

Anca Trifan, Gheorghe Balan, Catalin Sfarti, Carmen Anton, Carol Stanciu  

\i II-nd Medical Clinic Gastroenterology, University Hospital ``St. Spiridon, Iasi, Romania  

In relation with an increasing acceptance of phytotherapy among patients, endoscopists are 

dealing more often with unusual kind of phytobezoar which require a different management.  

{ Aim:} to evaluate the clinical, endoscopical picture and the management of the phytobezoar 

larger than 3 cm.  

{ Patients and methods:} we retrospectively reviewed all clinical and endoscopical records of 

patients diagnosed with large phytobezoar between 1997-1999 in our Endoscopy Lab.  

{ Results:} 31 patients (21 female, 10 male, age range: 21-72 yo) were diagnosed with large 

gastric phytobezoar. In 28 it was recognized a previous ingestion of a plant root ``symphytum 

officinale considered by phytotherapists as an ``universal panacea and recommended almost for 

everything. The presenting symptoms were gastric fullness (2/31), symptoms suggesting outlet 

obstruction (26/31), ulcer-like symptoms (2/31) and weight loss of different degree in all cases. 

The endoscopy findings were: multiple phytobezoar (29/31), single phytobezoar (2/31) and 

associated gastric ulcer of large dimension in the majority of cases (26/31). The dimension of 

phytobezoar varies between 3-7cm, the consistency was extremely hard, stony in all cases with 

the previous root ingestion. In 16/31 patients the breaking up of the bezoar using a polypectomy 

snare or a Dormia basket was uneventfull; in 1/31 the polypectomy snare get hooked in a huge, 

very hard bezoar and the emergency surgery was required. In 2/31 the surgery was elected 

because the extremely big, hard and numerous bezoar. In 13 cases a new method for breaking up 

the bezoar was employed using a big lytotripsy basket introduced through the working channel 

of a therapeutic endoscope. After the removing the bezoar the ulcers had healed within 4-8 

weeks in all patients.  

{ Conclusions:} The ``symphytum officinale consumption seems to be related with large stony 

consistence gastric bezoar. The lytotripsy basket could be successfully used in these large, hard 

bezoar. }" "UNUSUAL LARGE PHYTOBEZOAR: ENDOSCOPIC MANAGEMENT"  
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E44 PITFALLS IN PERCUTANEOUS ENDOSCOPIC GASTROSTOMY: HOW TO SOLVE 

THE PROBLEMS  

D. Mentges, D. Stuker, K.E. Grund  

\i Surgical Endoscopy, Dept. of Gen. Surgery, Eberhard-Karls-University, Tuebingen, Germany  

As endoscopic percutaneous gastrostomy becomes a routine procedure in enteral nutrition, 

technical problems during intervention or follow-up become more frequent. Beside moderate 

problems like wound infections or leakage, severe complications like the so called ``buried 

bumper-syndrom demand extended endoscopic experience for treatment. Esophageal stenosis, 

lack of transillumination, large extension of gastral or esophageal tumor or intraabdominal tumor 

masses can be a reasons for technical failure. From 1/1990 to 6/2000 n = 798 percutanous 

endoscopic gastrostomies (PEG) were performed (technical failure rate: 1.5%; severe 

complications: 0.9%, letal complications: 0%). In esophageal stenosis PEG was be performed 

when the diameter of the lumen above 5 mm. The probe then was guided with a grasper through 

the stenosis. When transillumination could not be seen in the cranial abdomen, i. was often found 

when entering the jejunum, so that endoscopic percutaneous jejunostomy (EPJ) was performed 

in these cases instead. Several times a longer scope had to be used. Postinterventional 

complications such as leakage or material defects could be solved by changing from PEG-

equipment to a Burton. If due to nursing faults a ``buried bumper-syndrom occured, the interior 

plate in some cases had to be removed by APC, HF-Surgery or even open local surgery. 

Although many of the complications can be avoided by exact preparation, careful intervention 

and correct postinterventional care, for some severe problems during or after PEG/EPJ 

endoscopic specialists with lots of experience are required. }" "PITFALLS IN 

PERCUTANEOUS ENDOSCOPIC GASTROSTOMY: HOW TO SOLVE THE PROBLEMS"  
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\i University Clinic of Surgery, Department of General Surgery, Vienna, Austria  

Feeding tubes are a common method for long-term enteral feeding, and percutaneous endoscopic 

gastrostomy is often considered the method of choice for gastrostomy placement. The purpose of 

this investigation was to determine success rates, outcome, complication rates and procedure 

related mortality in patients having undergone PEG tube placement.  

Patients: A retrospective review of the hospital records of 53 patients (35 m and 18 w; aged 10 to 

90 years; median 58 years) undergoing PEG from January 1, 1994, through July 31 1999, was 

conducted. 70% of the patients were older than 50 years when PEG was performed. Indications 

for gastrostomy were cancer of the oropharyngeal, head and neck region in 24 Patients (45%), 

neurological disorders in 15 patients (28%), gastric and esophageal cancer in 2 patients (4%), 

esophageal perforation in 2 patients (4%), cachexia in 5 patients (9%) as well as 2 patients with 

prolonged stay at the ICU (4%), and others (6%).  

Results: Median follow-up was 22.4 months. 16 patients died with oropharyngeal cancer (30%) 

45-1671 days after PEG-placement (median 161 days), 5 patients with neurological disorder 

(9%) died within 28-491 days (median 101 days), one patient with esophageal cancer (2%) died 

90 days and one patient with esophageal perforation (2%) 5 days after the procedure, of their 

underlying disease or disease-related complications; 1 procedure-related death (2%) occurred 8 

days after tube placement. We observed a rate of minor complications (dislocation, local 

infections) of 26% (14 patients) as well as a major complication rate (aspiration, bleeding, severe 

infection, dislocation and peritonitis requiring laparotomy), of 26% (14 patients) (table). 

\tx1845\tx3030\tx4485\tx5670\tx6915\tx7665\tx8150\fs4 \ul \tab \tab \ul n (%) \ulnone \tab 

Complications < 14d Minor Dislocation Infection (mild) complications 3 (6) 4 (8) Major 

Aspiration Bleeding Infection ** Dislocation* Peritonitis* complications - - 5 (9) - 1 (2) 

Complications > 14d Minor Dislocation Infection (mild) complications 2 (4) 5 (9) Major 

Aspiration Bleeding Infection ** Dislocation* Peritonitis* complications 1 (2) - 4 (8) 3 (6) - \tab 

* requiring laparotomy; ** requiring i.v. antibiotics 

{ Conclusion:}  PEG offers a safe, less morbid, cost effective and easy-to-use method of tube 

placement in the majority of elderly high risk patients in long term enteral feeding. Furthermore, 

it provides a temporary nutritional bridge for those patients who regain their ability of 

swallowing and oral feeding. In our series the complication rates coincide with those described 

by other authors. }" "PERCUTANEOUS ENDOSCOPIC GASTROSTOMY: RESULTS AND 

COMPLICATIONS OF A RETROSPECTIVE ANALYSIS OF 53 PATIENTS"  
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{ Introduction:} One of the commonest indication for PEG is nutritional support in dysphagic 

stroke. We investigated the current practice of PEG insertion in stroke patients in South Wales.  

{ Methodology:} A postal questionnaire was sent to hospital consultants with responsibility for 

acute medical/geriatric intake in the South Wales area.  

{ Results:} Eighty-eight of 114 (78.5%) responded. In 69 of 107 (65%) responses (Radiologists 

and Geriatricians also performed PEG in some hospitals) Gastroenterologists performed the 

insertion of PEG. Seventy-one (87%) always involved speech therapists before PEG insertion. 

Forty-five (55%) and 47 (57%) always involved dieticians and nurses respectively. Eighty (92%) 

involved carets before PEG. Sixty-three (76%) used nasogastric feed for nutritional support 

before PEG. Thirty-six of 80 (45%) responses would wait more than two weeks before inserting 

PEG (range less than 7 days to more than 6 weeks). Five (6.5%) preferred long term nasogastric 

feed to PEG. Twenty-five (30%) had definite knowledge of a PEG clinic in their hospital and 38 

of 77 (49%) who responded to this question said there was no routine follow-up or were not 

aware about follow up of PEG patients. 

{ Conclusion:}  There is wide variation in the timing of PEG insertion and involvement of 

paramedical staff. More research needs to be undertaken to provide evidence so guidelines can 

be developed in this area. Follow up of patients with PEG is poor but current evidence suggests 

follow up of these patients may be worth while as some can regain their swallow late. }" 

"CURRENT PRACTICE REGARDING PERCUTANEOUS ENDOSCOPIC GASTROSTOMY 

(PEG) IN STROKE PATIENTS WITH DYSPHAGIA: A QUESTIONNAIRE SURVEY"  
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\i Medical Clinic, Klinikum Minden, Minden, Germany  

{ Background:} The method of choice to maintain enteral nutrition is PEG. Mostly the pull-

through method is used which can not be per-formed in some patients mostly due to tumour 

stenosis. An introdu-cer method could have advantages in these patients. Recently a new 

modified introducer PEG (Cliny PEG 13) is available in which the introducer technique is 

combined with endoscopical controlled gas-tropexy sutures. Aim of this prospective cohort study 

of patients in which the pull-through technique could not be used was to evaluate this system for 

safety and procedure related complications.  

{ Patients and methods:} Out of the 457 PEG patients receiving a PEG in our clinic from 

01.01.1999 to 01.06.2000 27 (3 f, 24 m, Mean age 56,1 yrs, range 45-70) were included into the 

study. Placement of a pull-through PEG was impossible, due to tumor obstruction in > 90% of 

all cases. A Cliny PEG 13 was placed under endoscopical control (Olympus GIF N-30 

gastroscope, nasal access) after gas-tropexy suture. Data collection criteria included initial 

success rate, infective complications, long-term complications and mortality rate. Procedure and 

follow-up were standardized in all patients.  

{ Results:} Placement was successful in all patients. Perinterventional complications were not 

seen. In 30 days follow-up one patients needed systemic antibiotic therapy (day 14) due to local 

infection. We did not experience any other complications. One patient died due to progress of 

underlying disease at day 25. 

{ Conclusion:}  We conclude that the Cliny PEG 13 can be safely used for patients in which the 

pull-through method is not applicable. In these patients the introducer method is a clear 

alternative to other methods of insertion or surgery. Long term follow-up and experience in other 

patient groups have to confirm our first results. }" "FIRST EXPERIENCE WITH A NEW 

INTRODUCER METHOD FOR PERCUTANEOUS ENDOSCOPIC GASTROSTOMY (PEG)"  
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\i Gastroenterology Unit, 2nd Dept of Internal Medicine, Athens University, Evangelismos 

Hospital, Athens, Greece  

{ Objective:} To compare complication rates after ``one pass or ``double check insertion of 

percutaneous endoscopic gastrostomy (PEG).  

{ Methods:} All PEGs (Wilson-Cook 24Fr) were inserted by the ``pull technique. In one group 

(G1) review endoscopy was done to check correct PEG placement (``double check) while in the 

other group (G2) placement of PEG was evaluated by the extent of tube protruding through the 

abdominal wall and the firm feeling after pulling the gastric tap against the abdominal wall 

(``one pass).  

{ Results:} 25 men and 19 women, median age 64 (range 19-86) refered for PEG placement after 

cerebrovascular episode (n=13, 30%), neurological dysphagia (n=23, 52%), head injury (n=4, 

9%) or secondary dysphagia due to neoplasia of the upper or lower respiratory tract (n=4, 9%). 

G1 included 26 (59%) and G2 18 (41%) patients. In G1, one patient had acute abdominal pain 

with free air in the peritoneum on day 1 of PEG placement but was treated conservatively. Seven 

patients (3 in G1) had post-PEG wound infection treated with antibiotics. One patient in G2 had 

spontaneous rejection of tube due to post-PEG infection but had a replacement tube inserted 

successfully. Two patients (one in each group) died during the first post-PEG month due to 

reasons unrelated to PEG. Overall complication rate was 15.4% (4/26) in G1 and 22.2% (4/18) in 

G2 (p = not significant).  

{ Conclusions:} ``One pass PEG insertion has less procedures and is quicker to complete. 

Mortality and morbidity are not different compared to the ``double check technique. }" "A 

COMPARISON OF THE COMPLICATION RATE OF ONE-PASS AND DOUBLE- CHECK 

PEG INSERTION"  
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\i Digestive Endoscopy Unit, Catholic Univesity, Rome, Italy  

{ Background-Aim:} Few data concerning endotherapy of PP related to AP are available. We 

evaluated the short-term results of endotherapy also by comparing single drain placement to 

double drain placement.  

{ Patients and methods:} Twenty one patients (13 M, mean age 55 years, range 28-83 years) 

were identified in our database. PP in the course of chronic pancreatitis were excluded. Etiology 

of AP was biliary (n = 10), alcoholic (n = 4), idiopathic (n = 4), post-surgical (n = 2), post-

chemotherapy (n = 1). PP ranged in size from 25 to 180 mm in diameter (mean 104 mm). Three 

patients had intracystic sequesters and another 3 had sequesters + intracystic septa. 

Cystgastrostomy was perfomed in 11 patients, cystduodenostomy in 9, and transpapillary 

drainage in one. Twelve patients had a single drain placed (nasocystic drain - NCD n = 6, NCD 

and subsequent stem n = 3, stem only n = 3), whilst 9 patients had double drain placement (NCD 

and stent n = 5, double NCD and subsequent stent n = 4).  

{ Results:} Complete cyst disappearance was obtained initially in 17 patients (81%). There was 

one bleeding at the puncture site, which was controlled endoscopically. Five patients (24%) 

developed septic complication, and one of them died (5%). All septic complications occurred in 

the group of patients with single drain (4 out 5 necessitating surgery). Septic complications 

developed in 50% of patients with sequesters and in 13% of patients without sequesters, 

respectively.  

{ Conclusions:} Endotherapy of PP after AP is highely effective. Septic complications arise 

more often in the presence of intracystic sequesters. The use of double drain placement might 

reduce the incidence of septic complications. }" "ENDOTHERAPY OF PANCREATIC 

PASEUDOCYSTS (PP) RELATED TO ACUTE PANCREATITIS (AP): TWO TUBES ARE 

BETTER THAN ONE"  
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\i The 2nd. Int. Med. Tokushima Univ., Tokushima, Japan  

{ Background/Aims:} Hemoglobin Index (IHb) shows hemoglobin concentration of gastric 

mucous membrane. IHb is under investigation as a diagnostic marker of Helicobacter pylori 

(H.pylori) infection. However, reflecting light is a major factor disturbing the true value. So 

more objective methods are needed. The study aims are estimation of usefulness of the reference 

chart we designed and clarification of the meaning of IHb.  

{ Methods:} IHbs according to distance with or without the reference chart were compared in 40 

cases. IHb was revised according to the IHb value of the reference chart and the diagnostic value 

was estimated. Furthermore, using the biopsy specimens from the same mucous membrane, the 

number of red blood corpuscles in foveola and gland of the gastric mucous membrane were 

counted and compared before and after eradication of H.pylori.  

{ Results:} IHb revised by the reference chart showed an almost fixed value regardless of 

distance. IHb has a significant correlation with the number of red blood corpuscle (r=0.89, 

p<0.001). Foveola has a stronger correlation with IHb than gland. IHb was significantly 

decreased after eradication of H.pylori. 

{ Conclusion:}  A reference chart is useful for detecting the objective IHb value. IHb is 

considered as a good endoscopic indicator of the activity of H.pylori infection. }" 

"ENDOSCOPIC DIAGNOSIS OF HELICOBACTER PYLORI BY HEMOGLOBIN INDEX 

WITH A REFERENCE CHART AND ITS MEANING"  
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{ Background:} It was the aim of this study to investigate whether pantoprazole, given i.v., can 

overcome the tolerance developed against ranitidine, induced after a 10-days-treatment phase 

with ranitidine.  

{ Methods:} 32 healthy male Helicobacter pylori negative subjects were given oral ranitidine 

300 mg (RAN) once daily in the evening over 10 days. Thereafter, subjects were randomized 

(N=16 each group) to receive either pantoprazole i.v. (PAN) (80 mg priming dose + 8 mg/h) or 

ranitidine i.v. (50 mg priming dose + 0.25 mg/kg/h) for 3 days each under double-blind 

conditions. Intragastric pH was continuously recorded for 24 h after the first and 10th oral intake 

of RAN and during the 1st and 3rd day of the infusion.  

{ Results:} 1. On study day 11, after 10-days-treatment with RAN, RAN tolerance was 

archieved: on study day 2, the pH increased about 175% compared to baseline; on study day 11, 

the value was 125% of baseline. 2. On study day 12, after 24 h RAN infusion, the pH value 

increased to 157% compared to study day 11; on study day 14, after 72 h infusion, the pH value 

decreased again to 127% compared to study day 11. In subjects receiving PAN the RAN-induced 

tolerance was broken and the pH-value increased to 314% compared to before start of PAN 

infusion. Both drugs were well tolerated, as adverse events mainly gastronintestinal symptoms 

occurred. 

{ Conclusion:}  Ranitidine-induced tolerance can be overcome by infusion of pantoprazole but 

not by ranitidine infusion. This result might be interesting for treatment of patients who develop 

gastrointestinal bleeding whilst treated with H2-blockers. }" "THE PHARMACODYNAMIC 

EFFECTS OF PANTOPRAZOLE I.V. VS. RANITIDINE I.V. AFTER PRETREATMENT 

WITH RANITIDINE P.O. IN HELICOBACTER PYLORI NEGATIVE VOLUNTEERS"  
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{ Objective:} Helicobacter pylori (H.pylori) is certainly associated with peptic ulcer and 

eradication of H.pylori almost prevents ulcer recurrence. Therefore, eradication therapy was 

spread in much hospital. However, it is new problem that endoscopic findings, such as reflex 

esopahgitis, were induced after successful eradication. But it is little report explained these 

change. In this study, we studied appearance of erythema in the antrum and compared this 

endoscopic finding with histological finding after successful eradication in long-term follow up 

patients.  

{ Method:} The objects were 29 patients with peptic ulcer who had eradication of H.pylori more 

than 24 month previously. Endoscopy was done before and 1, 6, 12, 24 month after the 

treatment. At any time biopsy samples were taken from the antrum and the body, and assessment 

of H.pylori was done by culture and histological examination. Endoscopic erythema and 

histological finding in the antrum were assessed according to Update Sydney System and were 

graded as ``no, ``mild, ``moderate, and ``marked, moreover and were scored on a 0-3 scale, 

respectively.  

{ Result:} H.pylori was negative after eradication in all at any time. There was no recurrence of 

peptic ulcer. Erythema was exacerbated gradually after successful eradication. Average score 

also increased in 0.04, 0.45, 0.68, 1.05, 1.17 at before, 1, 6, 12 and 24 month after successful 

eradication respectively. On the other hand, histological activity average score was 1.22, 0.8, 0, 0 

and 0, and inflammation average score was 1.66, 0.65, 0.55, 0.33 and 0.16 at before, 1, 6, 12 and 

24 month after eradication respectively. 

{ Conclusion:}  Histological activity and inflammation were improved gradually after successful 

eradication, nevertheless endoscopic erythema was exacerbated. There are discrepancy between 

endoscopic feature and histological feature. It is possible that these endoscopic change was 

induced by hypersecretion of gastric acid and improvement of edemataous change of gastric 

mucosa based on eradication of H.pylori. }" "THE DISCREPANCY BETWEEN ENDOSCOPIC 

FEATURE AND HISTOLOGICAL FEATURE AFTER SUCCESSFUL ERADICATION OF 

HELICOBACTER PYLORI IN JAPAN"  
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 Gastroenterology and Digestive Endoscopy Unit, Istituto Clinico Humanitas, Rozzano 
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General and Minimally Invasive Surgery Unit, Istituto Clinico Humanitas, Rozzano (Milan), 

Italy Endoscopic ultrasonography (EUS) has been proposed for investigation of common bile 

duct (CBD) stones before laparoscopic cholecystectomy (LC) in patients with intermediate risk 

of choledocholithiasis. However its usefulness has never been investigated when abnormalities in 

liver function tests (LFTs) are the sole determinant of risk for CBD stones. In the period 7/98-

6/00, 55 patients were studied prospectively using EUS before LC. Thirty-two of them (25 F, 7 

M; mean age, 54 yrs) met our protocol criteria (symptomatic gallstone disease, abnormal LFTs, 

neither clinical nor sonographic suspicion of CBD stones). Median values of bilirubin, AST, 

ALT and ALP were normal; only median GGT (69 U/L) was doubled. In all cases EUS findings 

were compared to intraoperative cholangiography (IOC) and/or ERCP. In the first 17 cases, CBD 

stones were removed endoscopically before LC, whereas in the following 15 patients 

intraoperative ERCP was scheduled if laparoscopic approach failed. EUS detected small CBD 

stones (max diameter 3.2 mm) in 8 patients (25%); 4 of them (with stones smaller than 2 mm) 

were not confirmed by X-rays. Twenty-three patients with negative EUS had ERCP or IOC 

negative as well (sensitivity 80%, specificity 85.2%, PPV 50%, NPV 95.8%, accuracy 84.4%). 

CBD microlithiasis can be identified by EUS in patients with only abnormal LFTs. In this 

clinical setting, EUS before LC is highly reliable to exclude coexisting CBD stones. }" "IS EUS 

PRIOR TO LAPAROSCOPIC CHOLECYSTECTOMY USEFUL WHEN ABNORMAL 

LIVER FUNCTION TESTS ARE THE SOLE RISK FACTOR FOR 

CHOLEDOCHOLITHIASIS?"  
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{ Background:} Juxtapapillary diverticulum (JPD) is highly associated with common bile duct 

(CBD) stones, but its role in biliary stones formation is still controversial.  

{ Aims:} To investigate the relationship between JPD, biliary motility and recurrent CBD stones.  

{ Methods:} From January 1991 to June 1999, 520 cases had received endoscopic 

sphincterotomy (ES) to remove their CBD stones. Of 520 cases, 252 (48.5%) had JPD. The JPD 

in 96 cases were large (>2 times of the size of papilla & clearly demonstrated in x-ray film) and 

156 cases had small JPD. After normalization of liver function, 307 patients received 

quantitative cholescintigraphy (QC) using {\up6 99m}Tc- EHIDA to evaluate the biliary 

emptying. All patients were closely followed up after ES.  

{ Results:} During 9 to 111 months follow up, 30 cases (11.2%) without JPD, 25 cases (16%) 

with small JPD, and 21 cases (22%) with large JPD had recurrent CBD stones (large JPD vs. no 

JPD, p < 0.02; small JPD vs. no JPD, p = 0.48). For evaluation the biliary motility, 133 cases 

with intact gallbladder that may affect the results of QC, were excluded. In the remaining 174 

cholecystectomized cases, the percentage of radioisotope clearance in 45 minutes (E45{\f1\'a2}) 

was significant lower in the cases with large JPD than cases without JPD (41.2 ± 19% vs. 49.1 ± 

14%, p < 0.05), but no significant difference was found between the cases with small JPD and no 

JPD (46.0 ± 16% vs. 49.1 ± 14%). 

{ Conclusion:}  Large JPD is a significant cause of recurrent CBD stones after ES, due to 

compression of lower bile duct and impairment of biliary emptying. }" "THE ROLE OF 

JUXTAPAPILLARY DIVERTICULUM ON BILIARY EMPTYING AND STONE 

RECURRENCE"  
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{ Introduction:} Laserlithotripsy is a clinically established method for the therapy of difficult bile 

duct stones. The combination of a rhodamine-6G dye laser with an optical stone-tissue-detection-

system provides the possibility of disintegrating biliary concrements in a safe manner without 

cholangioscopic control. However the use of this expensive system is limited to 

gastroenterologic centers. The following data report our first clinical experiences with a new 

solid state laserlithotriptor - a {\ul fre}quency-{\ul d}oubled {\ul d}ouble-pulse Neodymium {\ul 

Y}AG laser (FREDDY) at 1/3 of the cost of conventional systems (45.000 $).  

{ Material & Methods:} We used a prototype of a mobile FREDDY system (W.O.M. Corp., 

Berlin, FRG). The laser produces a so called double-pulse by means of partial frequency-

doubling of the infrared Nd:YAG beam (1064 nm/532 nm) enabling easy plasma induction at the 

stone surface, similar to the pulsed coumarin dye laser. We used pulse energies ranging from 90 

to 120 mJ (pulse length 1.4 \'b5s) and pulse repetition rates from 5 to 10 Hz. Until now, 17 

patients with large bile duct stones resistant to standard procedures were treated using FREDDY 

under direct endoscopic vision (at ERCP or PTC) or intermittent fluoroscopic control.  

{ Results:} 17 patients with a mean of 1.8 (±1.3, 1-5) bile duct stones (max. diameter: mean 21 ± 

6 mm, 10-35 mm) were treated in 24 laser sessions using FREDDY (mean 1.4 sessions per 

patient). In 9 sessions 9 patients were treated under direct endoscopic vision (5 \'d7 ERCP, 4 \'d7 

PTC). During the other 15 sessions the application of the laser fiber was achieved on the 

endoscopic retrograde route and controlled by intermittent fluoroscopy. A mean of 2522 ± 2212 

laser pulses were applied resulting in excellent fragmentation in all cases. At the end of the 

treatment 15 of 17 patients (88%) were free of biliary stones (2 patients additional mechanical 

lithotripsy, 1 patient ESWL). Two patient refused further treatment. Complications were seen in 

one patients (6%, mild pancreatitis) that could be managed conservatively.  

{ Conclusions:} The high success rate of 88% stonefree patients at the end of treatment and a 

low complication rate indicates that laserlithotripsy using the {\ul fre}quency-{\ul d}oubled {\ul 

d}ouble-pulse Neodymium {\ul Y}AG laser (FREDDY) is safe and effective option for the 

treatment of difficult common bile duct stones at low costs. }" "FIRST CLINICAL DATA ON 

LASERLITHOTRIPSY OF COMMON BILE DUCT STONES WITH A NEW FREQUENCY-

DOUBLED DOUBLE-PULSE Nd:YAG-LASER (FREDDY) IN 17 PATIENTS"  
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Vienna Vienna Austria  

Endoscopic insertion of uncoated self-expandable metal stents became the method of choice for 

the palliation of malignant bile duct obstruction. A major pitfall of these uncoated stents is the 

high occlusion rate, mainly due to tumor in- or overgrowth.. Starting January 2000 we evaluated 

the GORE\'ae biliary endoprostheses (W.L. GORE, Flagstaff, AZ), a PTFE covered, self-

expandable metal stent in 5 Patients (3 female, 2 male, mean age 59 yrs.) with obstructive 

jaundice of the distal bile duct due to irresectable malignant disease. Four patients were suffering 

from pancreatic carcinoma and one presented with metastases from breast cancer. After a median 

follow up period of 86 days, no stent occlusion or recurrence of jaundice has been observed up to 

now. No complications occurred during implantation. One patient died 47 days after stent 

implantation due to fast progression of the underlying malignant disease. In one patient two 

GORE stents were implanted coaxially to bridge an extensive stenosis. Mean bilirubin levels 

dropped from 4,3 mg/dl to 0,93 mg/dl after one month. Mean Karnowsky scale was 80% before 

implantation, rising to 90% 3 month after insertion. To conclude, this new stent is easily 

applicable and shows good fluoroscopic visibility. No complications during insertion and no 

stent occlusion or dislocation during the first 3 month could be reported. Higher number of 

patients and a longer follow up period are needed to confirm the preliminary results for this new 

coated biliary device. }" "FIRST RESULTS ON THE NEW GORE COATED BILIARY 

METAL STENT FOR ENDOSCOPIC PALLIATION OF MALIGNANT BILE DUCT 

OBSTRUCTION"  
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{ Background:} We have proved the effectiveness of covered metallic stents for palliation of 

malignant biliary strictures. But there are a few available covered stents in Japan. In this study 

we analized the efficacy of covered metallic stents, compared with bare stents in palliation for 

malignant biliary strictures in a multicenter study.  

{ Patients and methods:} 282 patients ( M:F= 155: 127, age 71.1: 72.6) were treated in 13 

hospitals in Japan. Causes of biliary strictures were bile duct carcinoma(n=94), gallbladder 

carcinoma (n=31), pancreas carcinoma(n=95), hepatocellular carcinoma (n=12), metastases 

(n=39), papilla carcinoma (n= 8) and mucin producing tumor (n= 3). 111 patients were treated 

with bare metallic stents and 171 with covered stents. 165 polyurethane-covered stents, we 

originally designed, 6 silicone-covered stents and various bare stents were employed.  

{ Results:} All of the procedures were successfully performed. None of early complication was 

comfirmed. 30 day mortality was 0. Patency period in the bare stent group was 5.5 months 

compared with 5.1 months in the covered group (N.S.). Complications were confirmed as 

follows: stent occlusion due to tumor ingrowth in 26 patients (23%), stent occlusion due to tumor 

overgrowth in 13 (12%) and bile incrustation in 2 (2%) in the bare stent group, tumor ingrowth 

in 10 (6%), tumor overgrowth in 21 (13%), migration in 8 (5%) and stent occlusion due to sludge 

in 10 (6%) in the covdered stent group.  

 Discussion:} In this study the difference of patency period in palliation for malignant biliary 

strictures between bare and covered metallic stents wasnt proved. But if the membrane is strong 

enough to protect tumor growth and the implantation technique of the covered stent is easy, the 

patency period of the coverded stent will be longer than the bare one. 

{ Conclusion:}  Covered metallic stents will be able to improve quality of life in palliating 

malignant biliary strictures. }" "COVERED METALLIC STENTS VS. BARE STENTS IN 

MALIGNANT BILIARY STRICTURES: RESULTS OF A MULTICENTER STUDY OF 282 

PATIENTS IN JAPAN"  
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{ Background:} For the palliation of malignant bile duct obstruction, Coiled nitinol metal stent 

(Coiled stent) has been designed to prevent, by apposed coils, tumor ingrowth which is the main 

disadvantage of a non-covered metal stent. A newly designed, covered nitinol metal stent 

(Covered stent) may overcome such disadvantage as well and increase stent patency by 

preventing tumor ingrowth. The aim of this study was to evaluate clinical effectiveness of the 

covered stent in patients with malignant bile duct obstruction.  

{ Method:} For the palliative biliary drainage of extrahepatic bile duct obstruction excluding 

bifurcation, polyurethane-covered stent (Niti-STM, Solvit, Seoul, Korea) were inserted in 24 

patients (Covered gp) and Coiled stent (EndoCoilTM, Instent, Minneapolis, MN) in 16 patients 

(Coiled gp) transpapillarily into the bile duct above the stricture. The male to female ratio and 

mean ages was 8:8, 67.1 in the Covered gp and 11:13, 67.1 in the Coiled gp, respectively. The 

causes of bile duct obstruction were bile duct cancer (15), pancreatic cancer (15), gallbladder 

cancer (6), and ampullary cancer (4). During the follow-up period (mean 273 days, range: 60-

554), the outcomes of biliary metal stenting such as success rate, accuracy of deployment, 

cumulative patency rate, and stent-induced complication were assessed prospectively using chi-

square or Fishers exact test, and Kaplan-Meier analysis.  

{ Results:} Successful stent insertion was achieved in all study group, and accurate deployment 

of stent and subsequent relief of jaundice was possible in all patients of the Covered gp and 15 

patients of the Coiled gp. The cumulative patency rate of 3 months, 4.5 months, 6 months, 7.5 

months, 9 month, 10.5 months, and 1 yr in the Covered vs Coiled gp was 90% vs 88, 86% vs 

74%, 72% vs 55% 60% vs 51%, 43% vs 38, 28% vs 12.5%, and 8.3% vs 6.3%, respectively. 

(p>0.05) Of the 25 patients with recurrent symptoms in whom follow-up cholangiography was 

performed, the cause of the stent occlusion was sludge (9), ingrowth (2), over growth (2), both 

sludge and ingrowth (1) in 14 patients of the Covered gp and sludge (7), ingrowth (2), both 

sludge and ingrowth (2) in 11 patients of the Coiled gp. As a early stent-induced complication, 

severe pancreatitis occurred, which is treated by further endoscopic sphincterotomy and 

repositioning of the stent, in 1 patient of the Covered gp and cholangitis due the incomplete 

expansion of the Coiled stent in 1 patient with tight stricture of the Coiled gp. As a late 

complication, there was 1 case of migration in the Covered gp and 2 cases of migration and 

choledochoduodenal fistula, and 1 case of hemobilia in the Coiled gp. 

{ Conclusion:}  Although polyurethane-covered stent seemed to increase the long-term patency 

rate of metal stent, the superiority of the covered to the coiled one for the palliation of malignant 



bile duct obstruction was not determined. Considering, however, the stent-induced 

complications, the covered stent could be preferred to the coiled stent, and whether it may induce 

acute pancreatitis merits further evaluation. }" "COVERED VERSUS COILED NITINOL 

METAL STENT FOR THE PALLIATION OF MALIGNANT BILE DUCT OBSTRUCTION"  
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{ Background:} The preferred treatment malignant distal bile duct strictures is endoscopic stent 

insertion. When this fails, percutaneous treatment is an alternative to surgery. The purpose of this 

study was to evaluate the success and complication rate of temporary percutaneous treatment.  

{ Methods:} 20 pts (12 M, 8 F, mean age 62 years) with obstructive jaundice underwent 

percutaneous treatment after 2 unsuccessfull attempts of endoscopic cannulation. Puncture of the 

intrahepatic bile duct system was done under US and direct radiologic vision using a 22-gauge 

needle.  

{ Results:} In 11 pts the bile was drained internally-externally using catheters with multiple side 

holes placed percutaneously via the bile ducts and the papilla of Vateri into the duodenum. In 4 

pts the bile was drained internally by percutaneously stent insertion. In all other pts the bile was 

drained externally. The internal-external bile drainage was temporary. 14 days after this 

procedure in all pts endoscopic sphincterotomy was performed and endoprothesis was 

placement. In the group with percutaneos internal bile drainage further endoscopic treatment was 

successful in 2 pts and in remaining pts the next stent was inserted percutaneously. The overal 

success rate for bile drainage was 100%. For 13 pts (65%) further endoscopic retrograde 

procedures were possible. Complications occured in 2 of the 20 pts (10%). None were life 

threating and surgical intervention was not necessary. In one patient cholangitis developed and in 

one bacteraemia. 

{ Conclusion:}  Temporary, percutaneous bile drainage is an alternative with a high success rate 

when endoscopic canniulation fails. Surgery can be avoided in nearly 65% of cases. }" 

"PERCUTANEOUS TREATMENT OF MALIGNANT BILE DUCT STRICTURES IN 

PATIENTS TREATED UNSUCCESSFULLY WITH ERCP"  
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{ Background-Aim:} There is much controversy as to the value of endoscopic stenting in 

jaundiced patients with malignant hilar obstruction. Aim of this study was to assess the results of 

endoscopically placed biliary stents in the palliation of patients with malignant biliary strictures 

located at the hepatic hilum.  

{ Patients and methods:} Data of 588 jaundiced patients (316 men, mean age 67.4 years), with 

malignant hilar strictures referred to our unit for endoscopic stent placement over an eleven years 

period (January 1989 through January 2000), were reviewed. Strictures were classified according 

to Bismuth and Corlette.  

{ Results:} Strictures were secondary to gallbladder carcinoma n = 236, cholangiocarcinoma n = 

184, hepatoma n = 30, and metastatic disease n = 138. ERCP with appropriate opacification of 

the bile ducts was successful in 539 (91.6%). Fourty patients (7.4%), had multiple bilateral 

strictures and were judged unsuitable for stenting. In 499 patients (84.9%) there was intention to 

treat and had at least one large plastic or metallic stent placed, (Type I n = 131, Type II n = 131, 

Type III n = 167, Type IV n = 52, monolateral multiple strictures n = 18). Complete drainage 

was achieved in 293 patients (58.7%). Early complications occurred in 130 patients (26%). 

Twenty patients with cholangiocarcinoma were additionally treated with intraluminal, iridium-

192 radiotherapy. In 146 patients (29.3%), 1 to 9 stent exchanges were needed during survival. 

The mean patency of the stents was 91.5 days (range 1 to 392). The 30-day mortality rate was 

9.2% (46 patients). The mean survival was 196.2 days (range 1 to 1500), with 14 patients still 

alive. The mean survival in patients with gallbladder carcinoma was 153.8 days, 

cholangiocarcinoma 245.3 days, hepatoma 151.9 days and metastatic disease 252.1 days. A 

significant difference in survival (p < 0.05) was observed, in patients with complete biliary 

drainage (211.8 vs 167.1), in patients without metastastic lesions in other organs (206.9 vs 170) 

days and in patients with cholangiocarcinoma treated with intraluminal radiotherapy (326.6 vs 

228). 

{ Conclusion:}  Therapeutic ERCP for palliation of malignant hilar obstruction can be safely and 

successfully performed in a high proportion of patients. The best survival is obtained in patients 

with complete biliary drainage, no distant metastases and in patients with cholangiocarcinoma 

specially when undergoing intraluminal radiotherapy. }" "ENDOSCOPIC PALLIATIVE 

TREATMENT OF HILAR MALIGNANT STRICTURE"  
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{ Background:} Obstructive jaundice is one of the most serious complications in patients with 

gastric carcinoma. Nonoperative biliary decompression procedures decrease the operative risk. 

The endoscopic biliary drainage can be difficult to perform due to previous gastrectomy or 

malignant pyloric stenosis.  

{ Aim:} To evaluate the relationship of biliary obstruction with the nature of primary gastric 

carcinoma, cholangioscopic findings, and the usefulness of nonoperative biliary drainage in the 

treatment of obstructive jaundice by the metastasis from gastric carcinoma.  

{ Patients and methods:} Nineteen patients (male 14, female 5; mean age 53.7 years) with 

obstructive jaundice, secondary to metastatic gastric carcinoma underwent biliary drainage 

during a 4.5 year period. 11 of the patients had undergone gastrectomy. The causes of bile duct 

obstruction were investigated using abdominal CT, EUS, and cholangiography. 11 patients 

underwent cholangioscopic examination with biopsy.  

{ Results:} 1) A mean duration from the diagnosis of the gastric carcinoma to the development 

of jaundice was 18.3 months (range: 2-60). The time interval was significantly shortened in cases 

with the involvement of a gastric body or adjacent organ, pyloric stenosis, and no gastric 

resection (p<0.05). 2) The common hepatic duct was obstructed in 3 (15.8%) patients. 3) The 

combined complication resulted in 14 cases of sepsis and 2 cases of liver abscess. 4) 

Cholangioscopic findings of 11 patients showed severe stenosis with smooth and no surface 

irregularities of mucosa, vascular dilatation (5 cases), and polypoid mass lesions (2 cases). 5) 

Percutaneous transhepatic biliary drainage (PTBD) was performed in 18 patients. PTBD by 

placement of an internal drainage with Yamakawa stent (internal - external biliary tube) was 

attempted in 12 and was successful in 8 (66.7%) 6) The mean survival of the patients was 3.7 

months. Patients who underwent internal drainage survived significantly longer than those with 

external drainage (4.9 vs 2.2 months, p<0.01).  

{ Conclusions:} Obstructive jaundice secondary to metastasis from the gastric carcinoma is a 

serious complication and can develop early, according to the nature of primary gastric 

carcinoma. PTBD is a useful palliative method for the relief of obstructive jaundice. 

Additionally, patients with internal drainage survive longer than those with external drainage. }" 

"BILIARY DRAINAGE FOR THE PALLIATIVE TREATMENT OF OBSTRUCTIVE 

JAUNDICE SECONDARY TO METASTASIS FROM GASTRIC CARCINOMA"  
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{ Background and aims:} After endoscopic retrograte cholangio-pancretaography (ERCP), 

asemptomatic increases of pancreatic enzyme activities are common occuring in as many as 70% 

of cases. In few cases, however, clinically acute pancreatitis may develop; the incidence ranges 

from 1-6%. The aim of this study was to analyse multiple patients and procedure related risk 

factors as the variables for post-ERCP pancreatitis.  

{ Material and methods:} In a prospective sery of 84 consecutive patients undergoing ERCP was 

studied. Post ERCP pancreatitis was defined by established consensus criteria. 19 potentially risc 

factors (age, sex, ALT, AST, direct bilirubine, amylase, leucocyte and alkaline phosphatase 

preprocedure, suspected oddi fibrosis, the amount of contrast media injected (ml), duration of the 

procedure (min), obtention of pancreatogram (yes/no), paravaterian diverticula (yes/no), difficult 

cannulation, precut endoscopic sphyncteretomy (ES), ES, stenting, nasobiliary drainage, ductal 

findings (normal/pathologic) were examined. Data were analysed by Fishers exact test.  

{ Results:} Of 84 consecutive ERCP, 8 patients (9.5%) developed pancreatitis.: mild (6), 

moderate (2). While oddi fibrosis was suspected as a significant patient related risc factor 

(p<0.01), procedure related risc factors were difficult cannulation and therefore precut ES 

(p<0.01) and duration of procedure (p<0.05). All the other factors including pancreatic injection 

and therapotic intervention appear to play no major role.  

{ Conclusions:} Procedure related risc factors were the primary determinant of post ERCP 

pancreatitis with especially difficult cannulation, precut-ES, and long duration. Patient related 

risc factor was only suspicious oddi fibrosis. }" "RISC FACTORS FOR POST ENDOSCOPIC 

RETROGRATE CHOLANGIOPANCREATITIS: A PROSPECTIVE STUDIES"  
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Recent studies show that somatostatin injection previous to the procedure results in a reduction 

in the rate of acute post-ERCP pancreatitis. In our setting we lack cost- effectiveness studies with 

respect to somatostatin administration in ERCP.  

{ Aims:} 1) To study the possible economic benefit of somatostatin administration obtained 

through a reduction in the costs due to acute post-ERCP pancreatitis. 2) To perform a sensibility 

analysis in order to determine from what rate of post-ERCP pancreatitis an economic benefit 

would be obtained in the group receiving somatostatin.  

{ Material and methods:} We performed a theoretical study of direct costs due to acute post-

ERCP pancreatitis by using the decision tree method. We compare the costs of the group 

pretreated with a 3-mg perfusion of somatostatin over a 12- hour period with respect to the 

control group. We use the following theoretical assumptions: a 3% rate of acute post-ERCP 

pancreatitis in the somatostatin group versus 10% in the control group. Post-ERCP pancreatitis is 

mild to moderate (no complications) in 95% and severe (complications present) in 5%, of whom 

20% need surgery. We accept that the severity of pancreatitis is the same in both groups. Added 

costs due to mortality have not been taken into account. With respect to the cost of ERCP, it has 

been calculated with the use of deep sedation, and estimating 50% diagnostic procedures and 

50% therapeutic procedures in each group. 50% of patients have been considered outpatients, 

needing 1 day of hospitalisation.  

{ Results:} Theoretical mean cost per patient is 731 Euro in the control group and 634,25 Euro in 

the somatostatin, thus saving 13,24% (96,75 Euro) per case. After performing a sensibility 

analysis we obtain an economic benefit in patients pretreated with somatostatin whenever the 

rate of post-ERCP pancreatitis is lower than 7,1%.  

{ Conclusions:} 1) Not taking into account the clinical benefit derived from the decrease in the 

rate of pancreatitis, somatostatin administration previous to ERCP results, in our setting, in a 

13,26% reduction of the mean cost per patient. 2) If we accept a 10% rate of post-ERCP 

pancreatitis in the control group, somatostatin administration is economically advantageous 

whenever the rate of pancreatitis is lower than 7,1%. }" "COST-EFFECTIVENESS ANALYSIS 

OF THE REDUCTION IN ACUTE POST-ERCP PANCREATITIS WITH SOMATOSTATIN 

INJECTION"  
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{ Backgrounds and Aim:} Recent studies have been reported that prophylactic treatment with 1g 

of Gabexate mesilate (GM) is effective in preventing ERCP-related pancreatic damage. 

However, there are some debates for its low cost-effectiveness in application of 1g of GM in all 

patients undergoing ERCP. The aim of this study was to evaluate the effectiveness of low dose 

of GM for preventing ERCP-related pancreatic damage.  

{ Methods:} This study was performed prospectively with consecutive 102 patients (68 for GM 

group, 34 for placebo group) who were scheduled for ERCP due to various reasons. Infusion of 

GM (500 mg) was started 30 minutes before ERCP and continued for 12 hours afterward. The 

control group was given normal saline alone as same methods. The serum amylase and lipase 

were measured before ERCP and 4, 8, and 24 hours after ERCP. Hyperenzymemia was defined 

as elevation of serum amylase and/or lipase above upper normal limit within 24 hours after 

ERCP. The ERCP-related pancreatitis was defined as abdominal pain with elevation of serum 

amylase and/or lipase more than 3 times the upper normal limit. Incidence of hyperenzymemia 

and pancreatitis, and mean changes of serum amylase and lipase levels were analyzed between 

two groups according to the various parameters, such as difficulty of duct cannulation, 

visualization of pancreatic duct, performance of therapeutic procedures and total procedure time.  

{ Results:} The overall incidence of ERCP-related hyperenzymemia was not statistically reduced 

by GM treatment (45.6% in GM group, 55.9% in control group). Overall incidence of acute 

pancreatitis was low (1.0%) in our series, and did not affect by GM treatment. Difficulty of duct 

cannulation, visualization of pancreatic duct, performance of therapeutic procedures and total 

procedure time were associated with increased incidence of hyperenzymemia. However, GM 

treatment did not reduce hyperenzymemia under the various conditions. 

{ Conclusion:}  Prophylactic treatment with 500 mg of GM has no advantage for the prevention 

of ERCP-related pancreatic damage. Considering cost-effectiveness, further randomized studies 

are needed in determining the selective indications for prophylactic treatment with high dose of 

GM. }" "DOES THE GABEXATE MESILATE PROTECT AGAINST ERCP RELATED 

PANCREATIC DAMAGE?"  
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{ Background:} Endoscopic papillary balloon dilation (EPBD) is an accepted technique for the 

treatment of common bile duct (CBD) stones, however, it is still associated with occasional 

complications, especially pancreatitis.  

{ Aims & Methods:} We hypothesized that simultaneous dilation of the sphincter of Oddi by 

isosorbide dinitrate (ISDN) drip infusion and slow inflation of balloon could prevent pancreatitis. 

Between April 1997 and March 2000, EPBD was used to remove CBD stones in 88 consecutive 

patients (46 men; 64.1 years). In the first two years, 57 patients underwent EPBD alone by 

balloon dilation at a pressure of 8 arm for 3 min (group A). Remaining 31 were treated using 

EPBD combined with drip infusion of ISDN, at a rate of 5 mg/h (group B). In group B, the 

balloon was inflated with contrast slowly over 1-2 min and deflated immediately the ``waist in 

the balloon completely disappeared. Serum amylase values were determined before and after 

EPBD, and these were compared with the incidence of pancreatitis.  

{ Results:} Postprocedural serum amylase levels in group B were significantly lower than those 

in group A. Mild pancreatitis (elevation of amylase values to at least three times normal 

accompanied by postprocedural abdominal pain necessitating treatment for 3 nights) developed 

in 1 (3.2%) in group B, although moderate or severe pancreatitis developed in 5 (3 moderate, 

required 4 to 10 nights of treatment and 2 severe, required intensive care; 8.8%) in group A. 

{ Conclusion:}  ISDN drip infusion and slow inflation of balloon could be effective for 

preventing EPBD-related pancreatitis. }" "ISOSORBIDE DINITRATE DRIP INFUSION AND 

SLOW INFLATION OF BALLOON FOR PREVENTING PANCREATITIS INDUCED BY 

ENDOSCOPIC PAPILLARY DILATION"  
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Explorative analysis obtained a very low incidence of AP in pts. who received heparin prior to 

ERCP with EST (Endoscopy 2000; 32: 10-19).  

{ Methods:} Potential RF for AP were prospectively analysed in all consecutive ERCP with EST 

between 09/94 and 12/98. Pts. were followed up by physical examination and blood samples at 4, 

24 and 48 hours after EST. Complications were classified according to commonly accepted 

criteria (Gastrointest Endosc 1991: 338). Confirmative analysis was performed by uni- and 

multivariate methods, and the results were compared between pts. who received heparin (HEP) 

and pts. without heparin (CON; control) considering known and suspected confounding variables 

(RF-analysis for AP).  

{ Results:} 815 pts. (53.3% m, 46.7% f, 61 ± 17 y); complications 9.9% (81/815; 69 moderate; 

11 severe; 4 fatal). The incidence of AP was 6.4% (52/815; 48 moderate; 4 severe; 0 fatal). 

Heparin was administered in 33.0% (269/815). Multivariate analysis identified 2 independent RF 

for AP: endoscopist-frequency {\f1\'a3} 40EST/y (11.8% vs. 4.2%, p = 0.002), female sex (9.2% 

vs. 3.9%, p = 0.005), and one protective factor. HEP (3.3% vs. 7.9%; p = 0.002). Additionally, 

SOD (37.5% vs. 6.1%; p = 0.011), pancreas divisum (18.7% vs. 5.9%, p = 0.013), and prior 

laparoscopic CE (14.3% vs. 6.0%, p = 0.044) univariately increased AP. Pancreatic cannulation, 

pt.-age < 60 y, NKP-involvement, and size of EST did not increase AP (n.s.). For any given risk 

factor HEP was associated with a significantly lower incidence of AP (p < 0.02). The number of 

risk factors in a single pt. and HEP significantly influenced the incidence of AP without 

interaction (OR 2.0 per RF, p = 0.0001; OR 0.4 for HEP, p = 0.04). Neither risk nor severity of 

hemorrhage was increased by heparin (HEP: 1.1%, 0 fatal vs. CON: 2.0%, 2 fatal; n.s.).  

{ Conclusions:} Since HEP was significantly associated with a very low incidence of post-ERCP 

pancreatitis - especially in patients with risk factors - heparin might have a potential for the 

prophylaxis of AP. The risk of hemorrhage after sphincterotomy was not increased with low-

dose heparin administration. }" "PREVENTION OF ACUTE POST-ERCP PANCREATITIS 

(AP) WITH HEPARIN? FINAL RESULTS OF A PROSPECTIVE STUDY ON RISK 

FACTORS (RF) FOR AP"  
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{ Background:} Conjugated hyperbilirubinemia in infants is a serious problem, and one that 

requires further investigation. Early differentiation between extrahepatic and intrahepatic causes 

of cholestasis is essential for the propper management of cholestasis in infancy.  

{ Methods:} In the last two years 15 cholestatic infants were referred to our hospital in whom no 

diagnosis was made. In an attempt to increase the accuracy of our diagnostic workup, we 

performed endoscopic retrpograde cholangiopancreatography /ERCP/.  

{ Results:} We succeeded in performing ERCP in 15 infants in 4 of them patent bile ducts were 

demonstrated and unnecessary laparotomy could be avoided In 2 patients a papila of Vater was 

not identified. In 4 patients common bile duct and gallbladder were opacified without the 

common hepatic duct. In 5 cases we cannulated papilla of Vater without any opacification of bile 

duct, only pancreatic duct was opacified No severe complications of ERCP were oobserved. The 

pathological ERCP findings were confirmed at laparotomy 

{ Conclusion:}  We advocate this procedure in the workup of infants with unexplained 

conjugated hyperbilirubinemia. Anomalies in the biliary tree can be demonstrated, and when 

patent bile ducts are found, laparotomy can be avoided. }" "THE ROLE OF ENDOSCOPIC 

RETROGRADE CHOLANGIOPANKREATOGRAPHY IN CHOLESTIC INFANTS"  
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{ Background:} Although many reports describe the use of endoscopic retrograde 

cholangiopancreatography (ERCP) in children, few mention the therapeutic application of the 

technique in treating pediatric patients with pancreatic or biliary disease.  

{ Methods:} We report our 4 year experience consisting of 80 ERCPs performed in 59 patients 

for a variety of pancreatobiliary indications.  

{ Results:} Ages ranged from 5 weeks to 18 years. In 32 children the indication for investigation 

was obstructive jaundice or cholestasis with dilatation of the biliary tree, in 11 cases biliary 

atresia, in 8 cases recurrent pancreatitis, in 8 cases abdominal blunt trauma. The appropriate duct 

was canulated in 94% of cases. In 35 patients common bile duct sphincterotomy and in one 

pancreatic duct sphincterotomy were performed. Multiple procedures were done in 16 patients 

where biliary stents were inserted, in one patient with chronic pancreatitis and 

pancreaticolithiasis pancreatic stent was inserted. We encountered 4 episodes of mild 

pancreatitis, one episode of moderate pancreatitis and one slight leak of contrast which was 

treated by clear fluids orally for one day. In one patient with benign stenosis of the hepatic duct 

we observed cholangitis due to spontaneous migration of the stent to bowel lumen. 

{ Conclusion:}  Diagnostic and therapeutic ERCP holds a great potential for a group of pediatric 

patients and it can be done as safely and effectively as in adults. }" "ENDOSCOPIC 

RETROGRADE CHOLANGIOPANCREATOGRAPHY IN INFANTS AND CHILDREN"  
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{ Background:} The ERCP in children and adolescents is much less common than in adults, but 

the diagnostic and therapeutic consequences are increasingly important. We are presenting our 

ERCP experiences obtained on Arab children in the last 10 years.  

{ Method:} The charts of all ERCPs performed on patients under the age of 18 years were 

analyzed retrospectively from 1989 to 1999. The results, the complications and the consequences 

of procedure were evaluated.  

{ Results:} A total of 45 ERCPs were done on 39 patients (29 female, 10 male) which represents 

1% of all our procedures during this period of time. General anesthesia was employed under the 

age of 8 years and iv. sedation with local anesthesia on older ones. All patients were successfully 

canulated the first time but one required a repeat appointment. The results of endoscopic 

intervention: Stone disease in 24 patients (4 sickle cell anemia), choledochal cyst in 7 (5 with 

stone formation), CBD tumor (proved by endoscopic bx), pancreatic mass, unclear CBD 

stenosis, PSC in 1-1 and normal ERCP were found in 4 cases (3 had lap. cholecystectomy, 1 had 

chr. liver disease) were found. Endoscopic papillotomy with or without stone extraction was 

performed in 21 cases. Complications: Transient minor bleeding in 2 (no transfusion 

requirement), resolving mild pancreatitis and antibiotic controlled cholangitis in 1-1 occasion 

were registered. After the ERCP 21 patients had lap. cholecystectomy, 9 had laparotomy and 9 

did not required any further procedure. 

{ Conclusion:}  ERCP with a correct indication is usually an easy and safe technique on the 

pediatric population. The majority of our cases, 61.5%, had biliary stone disease. However 

choledochal cyst was diagnosed or confirmed on 18% of children, 10% proved to be negative for 

ductal abnormality and 10% had other rare diagnosis. }" "DIAGNOSTIC AND THERAPEUTIC 

ERCP IN PEDIATRIC POPULATION"  
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{ Background:} Benign neoplasms of the biliary tract are extremely rare. They are generally 

discovered in the course of surgical procedures or image studies, and only in a few cases the 

diagnosis is made before surgery.  

{ Aims:} to describe our experience with the three cases diagnosed in the last ten years. Some 

radiological diagnostic clues are proposed.  

{ Patient:} Case 1. A 62 y-old woman with uncomplicated right abdominal pain and normal 

basic laboratory studies. The Ultrasonography and CT studies showed cholelithiasis and an 

exophytic lesion at the gallbladder neck of 16 mm with obstruction of choledochal lumen. ERCP 

confirmed previous studies describing a large choledocal-filling defect just at the opening of 

cystic duct resembling a Mirizzis S.. Surgical treatment was performed and a polypoid lesion 

excised and later histologically described as a fibroid inflammatory polyp with granulomatous 

inflammation reaction to foreign body Case 2. A 35 y-old woman operated one year before of a 

large simple hepatic cyst and who presented ill with jaundice and abdominal mass.  

{ Laboratory findings:} Br.T 4.9 mg/dl, AST 114 UI, ALT 302 UI, GGT 474 UI y FA de 767 UI. 

The CT scan showed reappearance of the hepatic cyst and dilated intrahepatic biliary system. 

Intraoperatory cholangiography evidenced a big filling defect (4cm) at the left hepatic and 

choledocal duct and resection was performed. No communication with the hepatic cyst was 

present. Histopathological study described it as a fibroid polyp covered by normal biliary 

epithelium. The patient recovered without problems Case 3.- A 69 y-old male who suddenly 

became ill with abdominal pain, jaundice and fever, without history of weights loss. On physical 

examination only jaundice was elicited. Abnormal analytical results included Br.T 11.9 mg/dl, 

GOT 167, GPT 304, GGT 487 UI y FA 461 UI. An Ultrasound study disclosed a dilated hepatic 

duct containing a mass in its lumen. The CT was normal. The ERCP found a filling defect of 11 

mm attached to the hepatic duct occupying 75% of the lumen. At surgery the hepatic duct was 

resected and a polypoid mass described as adenoma was found.  

{ Summary:} as it was the case with two of our patients, ERCP is the main diagnostic tool for 

the study of bile duct polyps. The differential diagnosis must be made either with uneventful or 

complicated (Mirizzis syndrome in one of our patients) cholelithiasis or with malignant tumours. 

Although the precise presurgical diagnosis of bile duct polyps is very difficult, there are some 

radiological clues, which should arouse our suspicion such as the rigid attachment to the bile 

duct and the impossibility to displace them with endoscopic manoeuvres in the presence of 



obstructive jaundice. The fibroinflammatory type is the more frequently described and more 

rarely adenomatous. }" "BENIGN POLYPS AT THE BILIARY TRACT, IT IS POSSIBLE THE 

ENDOSCOPIC DIAGNOSIS ?"  
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Electrocoagulation is used for opening the biliary duct in alternative procedures aiming at deep 

cannulation of the CBD and it seems to be the source of some complications. The dissection of 

the biliary duct in the papilla allows this duct to be opened by a sharp instrument or forceps 

without the use of electrocoagulation.This study deals with this different endoscopic access to 

the CBD.  

{ Methods:} From January 1993 to December 1998, 1081 patients were referred to ERCP. In 24 

of these patients, cannulation was not attempted or deep cannulation was not successful either 

because the papilla could not be reached or because it showed benign or malignant alterations. In 

the remaining 1057 patients, cannulation was attempted. The standard deep cannulation of the 

common bile duct (CBD) was achieved in 1008 (95.36%) and failed in 49 patients. From this 

latter group, 48 patients underwent an alternative procedure aimed at achieving deep 

cannulation: endoscopic dissection of the distal biliary duct. In four of them the opening was 

achieved without electrocoagulation: in two of these cases, a needle was used; in the other two, a 

forceps.  

{ Results:} No complications of ERCP occurred in the postoperative course. Cholangiography 

having revealed choledocholithiasis in three patients, papillotomy and clearance of CBD 

complemented the procedure. In only one patient the amilasemia level was determined and found 

normal. The other patient had a normal X-ray image. 

{ Conclusion:}  The endoscopic dissection of the biliary duct in the major duodenal papilla is a 

procedure performed under visual control and permits to open the duct with mechanical 

maneuvers. The fact that no electrocoagulation is used can avoid some complications like 

pancreatitis.Opening the biliary duct in the major papilla without electrocoagulation can be the 

best option for cholangiography when an alternative procedure is required to achieve deep 

cannulation of the CBD. }" "IS THE OPENING OF THE BILIARY DUCT WITHOUT 

ELECTROCOAGULATION, IN INFUNDIBULOTOMY, IMPORTANT TO AVOID 

COMPLICATIONS?"  
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{ Background/Aims:} Cannulation failure to biliary tract has been reported in 10% of patients 

who are performed diagnostic and therapeutic ERCP. Infundibulotomy using needle knife is 

cutting a bulbar part of protruding papilla, which has merit to avoid complete destruction of 

sphincter of Oddi and serious side effects than conventional precutting method. We want to 

know effectiveness and safety of infundibulotomy in cases of failed cannulation on ERCP.  

{ Methods:} From January 1997 to December 1998, 36 patients who failed cannulation over 

three times trial by conventional method are included to this study. We compared the success 

rate of cannulation and procedure related complication according to bile duct dilatation, 

periampullary diverticulum and shape of ampulla of Vater.  

{ Results:} 1) Success rate of cannulation to bile duct is 81% (29/36). 2) All patients in group of 

bile duct dilatation (14) are succeed to cannulation, which is significantly high compare to non-

dilated group (p=0.0288). 3) There was no statistical difference in success rate according to 

presence of periampullary diverticulum. 4) In groups of bulging prominent papilla are succeed in 

23 of 26 patients, which is tendency of high in patients than non-prominent group (p=0.0760). 5) 

Total occurrence of procedure related complication was 33% (12/36), which was almost minor 

complications. 6) The complication rate was not related to cannulation success 7) The 

complication rate was tendency of high in patients without bile duct dilatation (p=0.0756).  

{ Conclusions:} Infundibulotomy using needle knife is an effective and safe cannulation method 

to patients who failed cannulation to bile duct by conventional method. The presence of bile duct 

dilatation and shape of papilliae are important determinants to decide success of needle knife 

infundibulotomy. }" "EFFICACY OF NEEDLE-KNIFE INFUNDIBULOTOMY IN FAILED 

CANNULATION ON ENDOSCOPIC RETROGRADE CHOLANGIOGRAPHY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.470E#" " Abstract: P.470E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E51 ENDOSCOPIC TREATMENT OF ADENOMAS OF THE PAPILLA OF VATER WITH 

INTRADUCTAL GROWTH  

Sabine Bohnacker, H.D. Nguyen, Uwe Seitz, Stefan Jaeckle, Frank Thonke, Boris Brand, 

Annette Fritscher-Ravens, Nib Soehendra  

\i Department of Interdisciplinary Endoscopy, University Hospital Eppendorf, Hamburg, 

Germany  

{ Background:} While surgery is still considered treatment of choice for papillary adenomas 

there is now increasing evidence that for benign lesions endoscopic resection is a safe alternative 

with good long-term results. However, patients in whom the adenoma extends into the distal bile 

or pancreatic duct are usually referred to surgery. This study reports on the endoscopic 

management of benign papillary tumors with intraductal growth.  

{ Methods:} Patients with a benign-appearing papillary tumor underwent endoscopic snare 

resection of the papilla (papillectomy). The lesion had either been previously demonstrated by 

biopsy to be an adenoma or - if feasible - was resected as a snare biopsy at the time of detection. 

Papillectomy was performed using a therapeutic duodenoscope and a monofilament polypectomy 

snare with pure cutting current. Intraductal growth was diagnosed as a filling defect by ERC or 

by direct vision through the duct orifice during resection. Following papillectomy and maximum 

papillotomy the intraductal growth was ensnared and resected. A 7 Fr. pancreatic pigtail was 

placed to prevent pancreatitis. Tissue not amenable to resection was then treated using the Argon 

plasma coagulator. The pigtail was removed when follow-up endoscopy showed complete 

resection. Patients with invasive carcinoma and those with intraductal growth not amenable to 

endoscopic resection who were surgical candidates were operated. Inoperable patients with 

ductal obstruction underwent endoscopic stenting.  

{ Results:} Between 2/85 and 8/99, 57 patients, 40 f, 17 m, median age 73 (31-93) yrs underwent 

papillectomy. In 11 patients (7 f, 4 m, median age 71 (59-89) yrs intraductal growth was 

diagnosed. Seven patients were treated by snare resection and coagulation. The median number 

of sessions was 2 (1-7). During a median follow-up of 12 months (0-14 years), one patient was 

lost to follow-up, one patient underwent surgery and two patients are still undergoing treatment. 

In the other 4 patients (follow-up 1-12 months), there is no evidence of a recurrence or 

malignancy. Three inoperable patients are managed by endoscopic stenting.  

{ Conclusions:} In selected cases with intraductal growth of benign papillary adenoma 

endoscopic resection may be feasible. These encouraging initial results need to be confirmed in 

larger trials with long-term observation. }" "ENDOSCOPIC TREATMENT OF ADENOMAS 

OF THE PAPILLA OF VATER WITH INTRADUCTAL GROWTH"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 



 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.471E#" " Abstract: P.471E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E52 CLINICAL USEFULNESS OF THE SOLE ENDOSCOPIC SPHINCTEROTOMY FOR 

THE TREATMENT IN PATIENTS WITH BILIARY PANCREATITIS  

Sang-Heum Park, Il-Kwun Chung, Eun-Joo Kim, In-Ho Kim, Hong-Soo Kim, Moon-Ho Lee, 

Sun-Joo Kim  

\i Department of Internal Medicine, Soon Chun Hyang University, College of Medicine, Chunan 

Hospital, Chunan, South Korea  

{ Background/Aims:} Gall-stone pancreatitis was classically treated by cholecystectomy to 

prevent the development of recurrent pancreatitis, but only endoscopic sphincterotomy (EST) 

with preservation of gallbladder was recently performed in certain situations such as old age or 

high-risk patients for operation. Although clinical problems related to remained gallbladder 

could be suspected, there were various outcomes about this alternative therapeutic option. We 

want to know the outcomes of EST without preventive cholecystectomy in patients with 

gallstone pancreatitis, and to evaluate the clinical usefulness of this therapeutic modality.  

{ Methods:} From January 1997 to January 2000, 17 patients who were diagnosed as gallstone 

pancreatitis and treated by only EST without cholecystectomy were enrolled in this study. EST 

was done by one endoscopist with over 5 years experience and the patients was followed up by 

visiting outpatient department or interview by telephone.  

{ Results:} (1) The mean age was 64.4 years (38-94 years) and mean duration of follow-up was 

15.5 months (1-38 months). (2) The degree of pancreatitis was classified as mild in 14 patients 

and severe in 3 patients according to modified Glasgow criteria. (3) The site of gallstone were 6 

in gallbladder, 2 in extrahepatic bile duct, and 9 in both. (4) Success rate of stone removal in 

extrahepatic bile duct was 100% (11/11) and EST-related complication rate was 6%(1/11) which 

was one case of mild bleeding. (5) There were no development of recurrent pancreatitis, 

cholecystitis, cholangitis or other pancretobiliary symptoms regardless of the presence of GB 

stone except one case of death by other cause.  

{ Conclusions:} EST with preservation of gallbladder is a safe and useful therapeutic option in 

patients with gallstone pancreatitis who were poor candidates for surgery. More further study for 

long-term follow-up of preserved gallbladder will be needed. }" "CLINICAL USEFULNESS OF 

THE SOLE ENDOSCOPIC SPHINCTEROTOMY FOR THE TREATMENT IN PATIENTS 

WITH BILIARY PANCREATITIS"  
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To determine risk factors (RF) for hemorrhage after endoscopic sphincterotomy (EST) and to 

evaluate the outcome of therapeutic modalities.  

{ Methods:} In all consecutive EST procedures between 09/94 and 12/98 indications, techniques, 

success, complications, and possible RF for hemorrhage were evaluated prospectively. Pts. were 

followed up by physical examination and blood samples at 4, 24 and 48 hours after EST. 

Complications were classified according to commonly accepted criteria (Gastrointest Endosc 

1991: 338).  

{ Results:} In 815 pts. (53.3% m, 46.7% f, 61 ± 17 y); complications occured in 9.9% (81/815; 

69 mild-moderate; 11 severe; 4 fatal). Bleeding during the procedure was seen in 50 pt. (self-

limiting in 35 cases, successful injection therapy in 15 pt). Hemorrhage was detected only in 2 

pt., who showed bleeding during EST (both with prior injection therapy), and in 12 pt. without 

signs of bleeding during EST. The incidence of hemorrhage (drop of hemoglobin of at least 2 

g/dl and clinical signs of hemorrhage) was 1.6% (14/815; 7 mild-moderate; 5 severe; 2 fatal). 

The clinical onset of hemorrhage was within 4 hours after EST in 5 pt., within 2 days in 4 pt., 

and within 4 to 10 days in 5 pt. Injection therapy was performed in 14 pts, transfusion in 11 pts., 

operation in none. Univariate analysis obtained 2 RF for hemorrhage: coagulopathy 

(thrombocytes < 50.000 or prothrombin-time < 50%; 2/11, p = 0.019) and intensive-care-pt. 

before EST (2/13, p < 0.014). Additionally prior gastrectomy (2/28, p < 0.080) increased the 

incidence of hemorrhage, and EST < 5 mm decreased the incidence (1/256; p = 0.076). 

Emergency-EST, EST-failure, nasobiliary tube, heparin- or NSAR-administration, did not 

significantly influence the incidence of hemorrhage.  

{ Conclusions:} Bleeding during EST mainly stops spontaneously, and if not, injection therapy is 

effective. However bleeding was no significant RF for later hemorrhage. Hemorrhage showed in 

up to one third of pt. a late onset, and was significantly associated with RF. Thus, in pts. with RF 

for hemorrhage, alternative access procedures like papillary dilation should be considered. }" 

"HEMORRHAGE AFTER ENDOSCOPIC SPHINCTEROTOMY: RISK FACTORS AND 

MANAGENENT - FINAL RESULTS OF A PROSPECTIVE STUDY"  
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{ Background-Aim:} Anatomical changes after BII reconstruction may hinder ERCP and related 

therapeutic procedures. We reviewed our experience with diagnostic and therapeutic ERCP in a 

large series of BII patients.  

{ Patients-methods:} The case-records of 361 consecutive patients (283 M, 78 F, mean age 65 

years, range 52-78 years), with BII stomach who underwent ERCP from February 1988 to 

January 2000 were reviewed. Indications of ERCP were: jaundice 34%, cholangitis 26%, 

choledocholithiasis 26.9%, pancreatitis 8%, benign bile duct stricture 2%, biliary fistula 2%, 

pancreatic cyst 1%. ERCP was always performed with a side-view duodenoscope. Endoscopic 

sphincterotomy (ES) was attempted with a long-nose sigmoid-shape inverted sphincterotome 

(PT-BII-Costamagna, Wilson Cook inc, Winston Salem, NC). Needle knife ES was used in case 

of failed bile duct deep cannulation.  

{ Results:} Success rate of duodenal stump intubation and of selective duct cannulation were 

93.9% (339/361) and 94.6% (321/339) respectively. ERCP showed normal bilio-pancreatic ducts 

in 16.8% (54/321) of patients. Therapeutic procedures were attempted in 92.8% (248/267) of 

patients with abnormal ducts. ES was not attempted in 10.2% (25/248) of patients. 238 ES (9.2% 

pancreatic ES) were attempted in 223 patients. ES was successfully performed in 211 instances 

(88.7%). Needle knife precut was used in 27 instances (11.3%), including 4 failures (overall 

success rate 98.3%, 234/238). The final success rate of therapeutic ERCP was 94.3% (234/248 

patients). Procedure-related morbility and mortality were 5.9% and 0% respectively. Hospital 

mortality was 1.6%. 

{ Conclusion:}  Both diagnostic and therapeutic ERCP can be successful and safe in the majority 

of patients with Billroth II gastrectomy. }" "DIAGNOSTIC AND THERAPEUTIC ERCP IN 

BILLROTH II (BII) PATIENTS"  
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{ Background and Aim:} Insertion of NBD is encouraged after endoscopic sphinterotomy (ES) 

for CBD stones when the duct clearance is doubtful. To avoid repeated ERCP we investigated 

the possibility of stone extraction by using the Seldinger technique via the NBD.  

{ Patients and methods:} 18 patients (10 M, 8 F, mean age 67 ± 5, range 30-85) with residual 

CBD stones detected at control cholangiography through the NBD after ES underwent an 

attempt at TNE. TNE was attempted irrespective of the stone diameter (mean 9.5 mm, range 3-

21 mm) when the ES orifice was considered to be large enough to avoid impaction. 16 patients 

had single stone. A teflonated guide-wire was inserted into the NBD and pushed as far as 

possible into the intrahepatic branches. Then the NBD was removed leaving the guide-wire in 

situ. A double lumen Fogarty balloon allowing contrast medium injection was then inserted into 

the bile ducts and inflated over the stone/s. One or multiple withdrawal manoeuvres of the 

inflated balloon were performed in order to clear the bile duct. The procedure was performed 

under x-Ray control, through the nose, without any sedation.  

{ Results:} Clearance of the CBD was achieved in 15 out of 18 patients (83%). The procedure 

failed because of dislodgement of the guidewire in 3 patients: twice because of insufficient 

stiffness of the guide-wire and once because of excessive stiffness of the balloon catheter. These 

patients underwent a second ERCP. There was no morbidity related to the procedure.  

{ Conclusions:} TNE is feasible and safe without any sedation, provided stiff guide-wires and 

flexible balloon catheters are used. TNE avoids the discomfort and the cost of a second ERCP. }" 

"TRANSNASAL EXTRACTION (TNE) OF RESIDUAL COMMON BILE DUCT (CBD) 

STONES BY THE SELDINGER TECHNIQUE"  
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{ Aim:} Intraductal ultrasound (IDUS) is a new diagnostic technique for lesions of the biliary 

tract. The benefit over the gold standard ERCP has yet to be defined. We report our preliminary 

results.  

{ Methods:} Three EUS-experienced endoscopists performed IDUS of the biliary tract in 

selected patients with expected diagnostic benefit from ultrasonography. IDUS was performed as 

co-examination with ERCP after filling of the common bile duct (CBD) with contrast media as 

acoustical interface. A 20MHz Miniprobe (Olympus UM-G20-29R) was inserted through the 

working channel of a duodenoscope (Olympus JF 1T20) for IDUS. All patients records were 

retrospectively reviewed and classified based on their clinical impact on further examinations.  

{ Results:} Between March 1999 and January 2000 IDUS was performed in 22 patients (8 male, 

median age 63y [32-79]). In 15 patients (68%) IDUS had a direct impact on clinical decisions: 

{\f1\'d7} In six patients (27%) either sludge or gallstones could be localized, which were not 

detected by ERCP and papillotomy was performed. {\f1\'d7} In two patients (9%) with history of 

symptomatic cholelithiasis, after normal MP-EUS without sludge we did not perform 

papillotomy but rather cholecystectomy. {\f1\'d7} Four benign and two malignant CBD-stenosis 

(27%) could be identified: Three times a papillitis stenosans was suspected and confirmed by 

cytology. In one patient with acute pancreatitis sludge or gallstones could be excluded and no 

papillotomy was performed. Twice a suspected cystic duct stone could be excluded because of 

an irregular wall structure which proved to be a cholangiocarcinoma. {\f1\'d7} In one patient 

IDUS staging revealed a T1,N0 carcinoma of the papilla Vateri, which was curatively resected 

by endoscopic papillectomy. No benefit was found in one patient because of dysfunction of the 

Miniprobe. In six patients (27%) the results of ERCP could be confirmed without additional 

information. In one of these, a cystic lesion in the head of the pancreas was better visualized but 

had no further advantage. 

{ Conclusion:}  Intraductal ultrasound (IDUS) is a new diagnostic imaging technique for intra- 

and extraluminal lesions of the biliary tract. We think that this valuable tool is complementary to 

the ERCP allowing to gain relevant supplementary information in selected clinical situations. }" 

"INTRADUCTAL ULTRASOUND (IDUS) COMBINED WITH ERCP: IS THERE A 

DIAGNOSTIC BENEFIT IN PANCREATO-BILIARY DISEASE?"  
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{ Introduction:} Endoscopic treatment of postoperative benign bile duct strictures (BBDS) is 

technically challenging, and scattered literature data suggest that in the BBDS the endoscopic 

stenting with multiple endoprostheses can provide definitive long-term results.  

{ Patients:} During the last three years we have treated eight patients (pts) with postoperative 

BBDS. The etiology of the BBDS were T tube common bile duct (CBD) drainage (2 pts), 

choledochoplasty (1 pt) and bile duct injury during cholecystectomy (5 pts). In one case the 

BBDS was twice unsuccessfully corrected at surgery. In five pts the strictures were located in the 

common bile duct (group I.), age: 47.2 (27-72) years, while in the other three pts the left hepatic 

duct was also involved (group II.), age: 56 (49-69) years.  

{ Results:} The initial technical successrate was 100%. In the group I. we applied two (2 pts) or 

three (3 pts) 10 French (F) teflon stents, to progressively dilate the stricture. In two pts the drains 

migrated spontaneously after 5/6 months. In one the stricture healed, in the other we had to 

reapply another three stents for 19 months because of the remaining stricture. The average 

dilation time was 16.5 (6-25.5) months, then the stents were removed endoscopically. During the 

14.8 months of follow up (range 9-19 months) no restenosis was observed in this group of 

patients. In the group II. 3-4 long 10 F stents were used to dilate the hepatic ducts. All pts are 

doing well, with normal serum alkaline phosphatase values. They are managed by repeated 

changes of stents for 11 months.  

In summary: definitive good results can be obtained in BBDS after drainage if the lesions are 

below the biliary junction, the stenoses of the hilar and suprahilar lesions may be successfully 

dilated for an acceptable period with 3-4 stents. }" "STRATEGY OF ENDOSCOPIC 

MANAGEMENT OF THE POSTOPERATIVE BENIGN BILIARY DUCT STRICTURES: 

USE OF MULTIPLE STENTS"  
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{ Aim:} To evaluate outcomes of long-term follow up after percutaneous cholecystolithotomy 

(PCL) using choledochoscope for acute calculous cholecystitis.  

{ Methods:} Medical records of 72 patients with acute calculous cholecystitis undergoing PCL 

during past 11 years were reviewed. Stone removal was performed by a flexible 

choledochoscope via the matured fistula track using either basket catheter or electrohydraulic 

lithotriptor (EHL). To negate combined gallbladder cancer, frequent bile cytology and biopsies 

were performed. The drainage catheter was withdrawn after endoscopic confirmation of 

complete stone removal. After successful treatment, patients were followed up with bimonthly 

interview and ultrasound every six months.  

{ Results:} Except for a patient who underwent cholecystectomy due to perforation of cystic 

duct by EHL, complete removal of stones was successfully achieved (success rates; 98.6%). 

Three patients underwent cholecystectomy because abdominal cancer was identified right after 

stone removal. With these four exceptions, 68 patients were followed up during a mean of 54 

months (1 to 120 months). Stone recurrence was observed in 10 patients (14.7%). Six patients of 

them were asymptomatic. Gallbladder cancer was observed in 3 patients (4.4%) during follow up 

period (12, 42, and 60 months after removal). There is no procedure related mortality. Procedure 

related complication was observed in the only one patient (1.4%) as cystic duct perforation. 

{ Conclusion:}  Percutaneous stone removal for acute calculous cholecystitis is safe and 

effective with low recurrence rates in long-term follow up. Furthermore, few patients have 

recurrence with symptoms. However, there is the risk of developing gallbladder cancer even 

after stone removal. Therefore, percutaneous gallstone removal is beneficial in patients with 

surgical high risk. }" "LONG-TERM RESULTS OF PERCUTANEOUS 

CHOLECYSTOLITHOTOMY USING FLEXIBLE CHOLEDOCHOSCOPE FOR ACUTE 

CALCULOUS CHOLECYSTITIS"  
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{ Background:} the most frequent complication of hepatohydatosis, pre or postoperative, is the 

involvement of the biliary tree (fistulas, compression, cholestasis).  

{ Aim:} to evaluate the role of ERCP in the biliary complicances of hepatohydatosis.  

{ Methods:} during the period 1993-1997, in the Endoscopy Service in the Department of 

General Surgery, we observed 18 subjects affected by complicated hepatohydatosis, 11 male and 

7 female (age 16-65 yrs). All the subjects were treated with ERCP and ES. In 3 patients the 

ERCP was performed preoperatively (jaundice and cholangitis), in the other 15 was performed 

postoperatively (external biliary fistulas).  

{ Results:} successful cannulation of papilla was performed in 100% (3 patients with precut and 

diathermic knife needle). Son cysts and detrituses of hydatid who migrated in biliary tree were in 

the 3 patients treated preoperatively, and a nasobiliary tube was positioned after the ERCP (no 

biliary complications). Surgery was performed 6-10 days post ERCP (no biliary complications). 

In 2 of 15 patients with postoperative external biliary fistulas was observed residual 

choledocholitiasis (resolution with ERCP). In every patients a nasobiliary tube was positioned 

(closure of fistulas between 10 and 25 postoperative days). We registered no death. We observed 

1 bleeding post-ERCP and 1 mild acute pancreatitis, everyone treated with pharmacological 

therapy.  

{ Conclusions:} ERCP is surely a valid and effective method to successfully treat subject with 

complicated hepatohydatosis (high rate of success, low incidence of complications). Using this 

method, it is possible to remove preoperatively detrituses of hydatid who migrated in biliary tree 

after the rupture of hepatic mother cyst. In case of biliary postoperative complications, ERCP 

offers the definitive solution, avoiding surgical reinterventions. }" "ROLE OF ERCP IN 

COMPLICATED HEPATOHYDATODOSIS OF THE BILIARY TREE IN A 

MEDITERRANEAN GEOGRAPHIC AREA"  
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{ Background:} Some reports suggest sphincter of Oddi (SO) dysfunction and predisposes to 

ascending infection in periampullary diverticula.  

{ Aims:} 1. To assess the relationship between the duodenal diverticula and biliary and 

pancreatic diseases, function of SO, bile and duodenal juice flora, success rate of ERCP, and 

endoscopic methods of treatment; 2. To compare the results to that in patients without duodenal 

diverticula.  

{ Methods:} 392 patients with duodenal diverticula and/or biliary and pancreatic disease, 

underwent ERCP, were investigated. The results were compared to the control group of 400 

patients without duodenal diverticula. Function of SO was assessed in 196 and 200 of the 

patients respectively by endoscopic manometry.  

{ Results:} The significant differences in duodenal diverticula group were: 1. Increased 

incidence of CBD stones after cholecystectomy (59%v.s 27%, p<0.001); 2. Increased incidence 

of pancreatitis (37%v.s.27%, p<0.001); 3. Fecal type bacterial overgrowth in duodenum and 

biliary juice (p<0.001); 4. Increased incidence of SO stenosis (24%v.s.13%, p<0.001) and SO 

dysfunction (76%v.s.39%, p<0.001); 5. More technical difficulty of endoscopic procedures 

(12%v.s.1%, p<0.001) and significantly higher complication rate (7%v.s.1%, p<0.001).  

{ Conclusions:} There is relationship between duodenal diverticula, SO dysfunction and bile 

and/or pancreatic diseases. Endoscopic procedures are more difficult to do and result to more 

frequent complications. }" "DUODENAL DIVERTICULA AND BILIARY, SPHINCTER OF 

ODDI AND PANCREATIC DISORDERS"  
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{ Aim:} To evaluate the long-term outcome of endoscopic stent therapy in symptomatic pancreas 

divisum patients.  

{ Methods:} Retrospective study. All pancreas divisum patients from April 87 to May 99 who 

underwent dorsal duct stent therapy were included. Indications were recurrent attacks of 

pancreatitis and/or pain. Patients completed a written questionnaire.  

{ Results:} 29 patients (16 men and 13 women, mean age 43 years, SD 16) underwent dorsal 

duct stent therapy. Two groups of patients were identified. There were 13 patients with chronic 

pain (medium follow-up after stent removal 52 months; range 16-135). In these patients a total of 

18 stents were inserted (median 1, range 1-4) which remained in situ for a median of 54 days 

(range 2-121). Minor papilla sphincterotomy was performed in five patients (38%). There were 

16 patients with recurrent pain attacks (median follow-up after stent removal 33 months; range 5-

153). In these patients a total of 33 stents were inserted (median 2, range 1-5) which remained in 

situ for a median of 35 days (range 1-430). Minor papilla sphincterotomy was performed in nine 

patients (70%). Initially, 7 patients (54%) with chronic pain and 13 patients (81%) with recurrent 

pain attacks responded favorably to dorsal duct stenting [95% CI -0.6 to 0.06]. Of these 

responders, however, 4 patients (57%) with chronic pain (after a median of 13 months, range 8-

40) and 6 patients (46%) with recurrent pain attacks (after a median of 5.5 months, range 0.5-12) 

relapsed. Long-lasting pain relief up to the date of follow-up was achieved in 3 patients (23%) 

with chronic pain (follow-up 33, 39 and 60 months) and in 7 patients (44%) with recurrent pain 

attacks (median follow-up 62 months, range 14-152) [95% CI -0.54 to 0.13]. In none of the two 

groups sphincterotomy of the minor papilla was associated with a more favorable outcome.  

{ Conclusions:} In symptomatic pancreas divisum about 55% of patients with chronic pain and 

80% of patients with recurrent pain attacks respond favorably to dorsal duct stenting, but many 

patients relapse. Although the difference is not statistical significant, there is a trend towards a 

more favorable long-term outcome with respect to pain relief in patients with recurrent pain 

attacks compared to patients with chronic pain. }" "LONG-TERM OUTCOME OF DORSAL 

DUCT STENTING IN PATIENTS WITH SYMPTOMATIC PANCREAS DIVISUM"  
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{ Background and Aim:} Long term results of plastic biliary stenting in chronic pancreatitis (CP) 

have been disappointing because stent clogging or migration are responsible for significant 

morbidity. We retrospectively evaluated the long-term results of common bile duct (CBD) 

stricture due to CP treated with different types of metallic stents (MS).  

{ Patients and methods:} Between Feb. 1990 and Jun. 2000, 16 patients with CP (mean age: 46.8 

(37-63) years, 1 F, 15 M) with signs of persistent biliary obstruction associated with CBD 

stricture were treated by endoscopic insertion of self expandable MS (Wallstent Schneider 

ranging 34 to 70 mm in length n = 7, 50 mm Endocoil Instent n = 2, Diamond Boston Scientific 

ranging from 40 to 60 mm n = 7). All but one had a history of excessive alcohol intake. 14 

patients had been previously treated with standard 10-11.5 F plastic stent for a mean duration of 

12.7 months (range 3-33 months). All patients had already undergone therapeutic manoeuvres on 

the pancreatic ducts.  

{ Results:} No early complications related to endoscopic procedure and to migration or early 

obstruction of the MS were recorded. The mean period of follow-up was 35.8 months (range 5 to 

103). Seven patients (43.7%) are still asymptomatic after an average period of 32 months (range 

17-65). Eight patients (50%) referred to us for symptomatic epithelial hyperplasia inside the stent 

lumen after an average period of 49.8 months (range 23-103), they were treated by a standard 

plastic stent through the MS; a second MS was placed inside the previous one in one patient. 

After 34 months endoscopic toilette of the CBD was carried out in one patient for occlusion by 

biliary sludge.  

{ Conclusions:} The life-table curve of MS patency is longer than the plastic stents. After 36 

months there is a probability of about 60% of proper functioning. Surgical treatment may be a 

second chance of treatment if short (34-50 mm) MS are employed. Cost/effectiveness of MS in 

CP need to be defined in future studies. }" "ENDOSCOPIC TREATMENT WITH METAL 

STENT OF COMMON BILE DUCT STRICTURES DUE TO CHRONIC PANCREATITIS: 

LONG TERM RESULTS"  
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{ Background and Aim:} Malignant hilar bile duct strictures are secondary to hepatic and/or 

lymphnode metastases in about 20% of cases. To evaluate the results of endoscopic palliation 

with stents in patients with obstructive jaundice due to hilar metastases.  

{ Patients and methods:} 140 patients (mean age 67 ± 11.6) with hilar stricture from metastatic 

disease underwent endoscopic palliation with stent. Primary malignancies were: rectum/colon 

66, pancreas 19, breast 12, stomach 10, ovary 5, lung 4, others (larynx, kidney, lymphoma, 

carcinoid) 7, unknown 17. Strictures were classified according to Bismuth and Corlette. Plastic 

stents of 10-11.5 F were used.  

{ Results:} ERCP failed in 14 patients (10.1%) because of esophageal and duodenal strictures 9, 

and failed cannulation 5. Cholangiography showed bilateral multiple intrahepatic strictures not 

amenable to endoscopic treatment in 23 patients (17%). Overall, 103 patients (73%) underwent 

an attempt at stent insertion, after endoscopic sphinterotomy (3 failures). All 32 patients with 

Type I stricture had complete drainage (1 stent). Complete drainage was also obtained in 18/20 

patients with Type II stricture (2 stents), 5/22 patients with type III stricture (3 stents), 0/11 

patients with type IV stricture, 0/15 patients with monolateral multiple stricture respectively. 

\tx2130\tx3180\tx4185\tx5190\tx8150\fs4 \ul Morbidity Mortality Mean survival (%) (%) (days) 

\tab \tab \tab \tab Complete drainage (cd) 20
*
 0 231{\up6 °} Incomplete drainage (id) 60{\up6 

**} 4.5 Untreated patients (up) 45 9 60 \tab \tab \tab \tab 
*
 cd Vs id p = 0.001; {\up6 **} cd + id 

Vs up p = 0.02; {\up6 °} cd + id Vs up p = 0.04  

{ Conclusions:} Endoscopic palliation of obstructive jaundice due to metastatic disease at the 

hepatic hilum is effective and prolongs survival. When complete drainage is achieved morbidity 

and mortality are significantly lower. Patients with hilar metastatic disease and obstructive 

jaundice are worth undergoing therapeutic ERCP with stent placement. }" "OUTCOMES OF 

ENDOSCOPIC PALLIATIVE TREATMENT OF HILAR METASTASES"  
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{ Background:} Endoscopic biliary stenting (EBS)is accepted as an effective palliative drainage 

procedure for malignant bile duct obstruction (MBDO) and the prerequisites for success are 

selective bile duct cannulation, guide wire passage across the stricture, and accurate stent 

placement in the bile duct. Of these, difficult guide wire passage is a main cause of failure. 

Although successful guide wire passage is influenced by the endoscopists experience of using 

guide wire, it may depends on the cholangiographic characteristic of stricture itself.  

{ Aim:} To determine whether characteristic of stricture influence on the success rate of guide 

wire passage across the malignant biliary stricture.  

{ Methods:} To define cholangiographic characteristic of stricture, complete review of 

endoscopic retrograde cholangiograms of 126 patients (59M/67F, age range 49-88, mean 67.4 

years) with MBDO treated with EBS during the past 5 years was done by biliary endoscopist and 

abdominal radiologist. Etiology of stricture included bile duct cancer (n=74), pancreatic cancer 

(n=30), gallbladder cancer (n=17), and metastasis (n=5). The ``Shape of stricture was classfied 

as infiltrating, nodular, nodular-infiltrating (mixed), and papillary ({\i Sakamoto et al, Ann Surg 

1998}), the ``location as upper, mid, and lower third of the common bile duct, and the ``lengh as 

<1 cm, 1-3 cm, and >3cm. The success rate of guide wire passage according to the 

cholangiographic characteristics mentioned above was assessed and compared.  

{ Results:} The success rate of guide wire passage according to the ``shape of stricture was 

88.6% (39/44) in infiltrative type, 86.1% (31/36) in nodular type, 96.4% (27/28) in mixed type, 

100% (5/5) in papillary type, and 92.3% (12/13) in unclassified type (P>0.05). According to the 

``location and ``length, it was 90.6% (29/32) in upper, 94.2% (49/52) in mid, and 90.6% (36/42) 

in lower third type (P>0.05), and 86.2% (25/29) in <1 cm, 90.9% (70/77) in 1-3 cm, and 95.0% 

(19/20) in >3 cm type (P>0.05), respectively. 

{ Conclusion:}  These results show that characteristics of malignant biliary stricture do not 

influence on the success rate of EBS for the palliation of MBDO and suggest that, to increase 

success rate of EBS, endoscopists should be familiar with standard or specialized guide wire and 

their handling techniques to overcome difficult guide wire passage across especially short 

segment, nodular, and distal stricture of the common bile duct. }" "EFFECT OF 

CHOLANGIOGRAPHIC CHARACTERISTICS OF STRICTURE ON THE SUCCESSFUL 



ENDOSCOPIC BILIARY STENTING FOR THE PALLIATION OF MALIGNANT BILE 
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{ Introduction:} In general, PSC patients are in good condition for many years until progressive 

bile duct stenoses lead to cholestasis deteriorating the physical condition. Extrahepatic bile duct 

stenoses contributing to symptomatic cholestasis in PSC patients are referred to as dominant 

stenoses. So far, reported techniques and outcome of endoscopic dilation therapy of dominant 

stenoses are contradictory.  

{ Objective:} We estimated the benefit of endoscopic dilation of dominant stenoses in patients 

with PSC. Methods: Our PSC patient pool of the last 9 years (11/90 - 10/99) was studied 

retrospectively. Dominant stenoses were treated by balloon dilation and bouginage. Stenting of 

dominant stenoses was only carried out in case of unsuccessfull dilation therapy.  

{ Results:} 72 patients suffering from symptomatic PSC were investigated by ERC. 40% (29/72) 

of all PSC patients presented dominant stenoses. The mean age was 40.9±14.2 years, 65% 

(19/72) were male and 35% (10/72) female. Patients suffering from dominant stenoses were 

treated by repeated dilation procedures (98 interventions in 29 patients, mean: 3.4 interventions 

per patient). Endoscopic therapy improved physical condition as well as decreased cholestatic 

parameters. AST, ALT, AP, gGT and bilirubin (78% from 6.1±6.4 down to 1.4±0.6 mg/dl). 98 

interventions were accompanied by 8.2% of complications in terms of post-ERC pancreatitis 

(2.0%), CBD perforation (3.1%) and post-ERC cholangitis (3.1%). All complications were 

considered as mild to moderate since all disappeared within a few days following conservative 

therapy.  

{ Conclusions:} Many PSC patients suffer from extrahepatic dominant bile duct stenoses. 

Dilation therapy was able to broaden dominant stenoses as well as to relieve from cholestasis 

thus improving the general state of health. Conclusively, we recommend to screen symptomatic 

PSC patients for dominant bile duct stenoses. Dominant bile duct stenoses should be repeatedly 

treated by endoscopic dilation therapy since most afflicted PSC patients benefit significantly. }" 

"ENDOSCOPIC MANAGEMENT OF EXTRAHEPATIC DOMINANT BILE DUCT 

STRICTURES IN PSC PATIENTS"  
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{ Background:} Outpatient therapeutic ERCP is a safe and cost-effective procedure. The aim of 

this study is to determine the safety of discharge following EPT for bile duct stones.  

{ Methods:} Between 10/95 and 05/2000, 853 ERCP in 726 patients were performed by one sole 

endoscopist in one Department. Of these, 468 were performed to treat 397 patients [285F/112M; 

mean age=56.5yr.(13-93)] with duct stones on an ambulatory setting. Of these 397 cases, 123 

were in the context of a laparoscopic cholecystectomy and the remaining have retained or 

recurrent stones. Patient selection was not based on patient,s general health state, since any 

patient could be hospitalized, in case of complications. Patients were observed for, at least, 2 

hours after the procedure and were told to contact our Service if any symptom developed. All 

patients were contacted by phone 7 days later. Potentially relevant predictors for admission were 

assessed by univariate analysis, and in case of significance, by multivariate analysis.  

{ Results:} Bile duct clearance was achieved in 361 patients (91%). Pre-cut papillotomy was 

performed in 32 cases (8%). Twenty-eight (7%) patients developed some complication 

[pancreatitis=3.3% (n=13); bleeding=2.3% (n=9); acute cholecystitis=0.8% (n=3); 

perforation=0.5% (n=2) and cholangitis in 0.25% (n=1)], with one bleeding-related death in a 

cirrhotic patient (0.25%). Admission or readmission was necessary in 10 (2.5%) cases (the cases 

with cholangitis, cholecystitis and perforation, 3 cases with bleeding and one case with 

pancreatitis). Pre-cut was a risk factor for complications, but not for admission. Age, sex, 

presence of giant bile duct stones were not risk factors, neither for complications, nor for 

admission.  

{ Conclusions:} Outpatient endoscopic papillotomy for bile duct stones is a safe procedure and 

can be performed in an ambulatory setting. Admission or readmission following complications 

are infrequent. }" "ENDOSCOPIC PAPILLOTOMY FOR BILE DUCT STONES ON AN 

OUTPATIENT BASIS - PROSPECTIVE ANALYSIS OF 397 CONSECUTIVE CASES"  
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{ Introduction:} Acute pencreatitis (AP) is one of the most dangerous and unavoidable 

complications of ERCP and ES. The aim of the study was the identification of risk factors of 

pancreatic complications after ERCP and ES.  

{ Methods:} 373 patients (266 F, 107 M) underwent elective ERCP (diagnostic 134, therapeutic 

239). Procedures performed, as well as anatomical and clinical factors that could influence the 

incidence of AP were assessed. Serum levels of amylase, lipase and WBC were measured before 

and 4, 8 and 24 hours after ERCP. Diagnosis and grading of post-ERCP AP were based on the 

criteria of Cotton.  

{ Results:} AP after ERCP was diagnosed in 37 (9.9%) patients. The significant risk factors 

were: abnormal papilla of Vater (12.4 vs. 5.8%; p=0.033), the presence of biliary tree stricture 

(18.0 vs. 8.7%; p=0.042), therapeutic versus diagnostic procedures (12.1 vs. 6.9%; p=0.056), the 

difficulty of cannulation of the papilla (14.1 vs. 5.7%; p=0.010), the necessity of use of multiple 

catheters for cannulation (17.1 vs. 8.1%; p=0.019), multiple manipulations on the papilla (16.2 

vs. 6.9%; p=0.006), pre-cutting (18.5 vs. 8,5%; p=0.022), the failure of completion of ES (17.5 

vs. 8,5%; p=0.036) and the injection of contrast medium to the pancreatic duet (12.4 vs. 6.1%; 

p=0.054). Sex, age, the history of AP, the presence of peri-papillary diverticulum, the diameter 

of CBD and the number of post-ERCP acute pancreatitis. 

{ Conclusion:}  The most important risk factors of post-ERCP acute pancreatitis are technical 

dificulties with deep selective cannulation of the biliary tree. }" "RISK FACTORS OF 

IATROGENIC ACUTE PANCREATITIS AFTER ERCP AND ES"  
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{ Background:} As development of side effects may be associated with prolonged stent 

placement in chronic pancreatitis, we assessed the potential of a fixed protocol to reduce the 

duration of stenting required.  

{ Methods:} 40 consecutive patients (14-75 yrs.) with symptomatic proximal strictures were 

aimed to be treated according to a fixed protocol to achieve 10F stenting <3 mos. for stricture 

resolution. The etiology of chronic pancreatitis was alcohol abuse (n = 22), idiopathic (n = 17), 

hereditary (n = 1). Pancreas divisum was present in 8 and pancreaticolithiasis in 25 cases.  

{ Results:} Median 2 (1-6) stents were placed for 182 (6-435) days to achieve short term 

resolution of strictures in 85%. Sustained improvement of pain score was reported in 26 patients 

with stricture resolution and stent placement due to recurrence of strictures was effective in 8/11 

patients with relapse of strictures. Symptomatic relaps occurred more often in patients with 

pancreaticolithiasis. Side effects showed an association with stenting prior to stone fragmentation 

and occurred independent from stent size or duration of stenting.  

{ Conclusions:} With the protocol shown in this study, sustained relief of strictures as well as 

symptoms was achieved in a considerable number of cases, while symptomatic side effects were 

relatively infrequent. Presence of pancreaticolithiasis is a possible risk factor for clinically 

relevant side effects, which is probably due to clogging of stents by stone fragments. }" 

"IMPROVING TREATMENT STRATEGIES IN PANCREATIC DUCT STENTING: IS A 

FIXED SCHEDULE THE CLUE?"  
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Occurrence of pain is a key factor for quality of life in patients with chronic pancreatitis. 

Development of pancreatic pain is at least partly related to obstruction of the pancreatic duct due 

to stenosis, stones or pseudocysts. Therapeutic endoscopy should therefore be an efficient 

treatment. From January 1993 to December 1999 120 patients with chronic pancreatitis were 

treated endoscopically, 88 with significant stenoses of the pancreatic duct, 37 with stones, 31 

with pseudocysts, 8 with a complete pancreas divisum, 6 with an incomplete pancreas divisum. 

Bile duct stenoses and therapy are not registered. Indication for treatment was ongoing or 

intermittent pain and obstruction of the pancreatic duct or a pseudocyst larger than 40 mm in 

diameter. In 68% pancreatic sphincterotomy was performed, in 39% an endoprosthesis was 

placed, pancreatic pseudocysts were drained either transpapillary (n= 6), transgastric (n= 13) or 

transduodenal (n= 3). Mean period between diagnosis and treatment of chronic pancreatitis was 

40 months. 85 of 120 endoscopically treated patients are in constant follow - up, 10 patients died, 

3 of them related with pancreatic disease (1x pancreatic carcinoma, 1x acute pancreatitis, 1x 

pancreatic abscess) and 25 were lost from follow up. On average 2,9 ERCPs were performed. 

14% of our patients had to undergo surgery, the remaining patients were treated endoscopically 

only. After a median follow up period of 27 months 46 (53%) of that 73 patients are completely 

free of pain, 15 characterize little, 8 average and 4 strong pain. 26% of our patients could gain 

weight after endoscopic treatment, 53% stabilized their weight and 21% reported continuing 

weight loss. Endoscopic therapy is a powerful tool for pain relief in patients with chronic 

pancreatitis. Long term effect and surgery ratio are similar to the few prior published data. In 

most cases surgical intervention can be avoided. }" "OUTCOME OF ENDOSCOPIC THERAPY 

IN PATIENTS WITH CHRONIC PANCREATITIS"  
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{ Objective:} The early diagnosis of acute pancreatitis is mandatory to estabilish the most 

appropriate treatment, when the recognition of the necrotizing variant from the beginning 

requires an intensive surgical approach.  

{ Methods:} Forty patients with clinically diagnosed acute pancreatitis, previously submitted to 

abdominal ultrasound and CT, prospectively underwent endoscopic ultrasonography (EUS). The 

investigated EUS findings were: visualization of the pancreas and the common bile duct (CBD), 

capability of differentiation between edematous and necrotizing pancreatitis and evaluation of 

the extrapancreatic spread of the disease. EUS can be performed at the bedside noninvasively 

and repeatdly.  

{ Result:} In twenty-one cases the diagnosis of necrotizing pancreatitis was made. EUS 

differentiated edematous and necrotizing variant in all cases. The ecogenicity of the pancreas 

was inhomogeneous with focal hypoecoic masses and echogenic spots in 71%, hypoecoic in 19% 

and hyperecoic in 10% of cases. Visualization of the pancreas and CBD was possible in all cases, 

when for the latter was possible in only 65% with CT. Besides, in 16/41 patients CBD stones 

were depicted, and EUS was more sensitive (100%) than conventional ultrasound and CT. The 

sensibility of EUS in diagnosing necrotizing versus edematous pancreatitis was 100% compared 

with 40% of CT and transabdominal ultrasonography, and EUS showed she same accuracy of 

contrast-enhanced CT in demonstrating the inflammatory extra-pancreatic spread. 

{ Conclusion:}  This study suggests that EUS is useful in diagnosis of acute pancretitis, in 

distinguishing edematous from necrotizing variant, in detection of CBD stones, and, 

perspectively, in monitoring the outcome of the disease. }" "DIAGNOSIS OF ACUTE 

NECROTIZING PANCREATITIS: VALUE OF ENDOSCOPIC ULTRASONOGRAPHY"  
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{ Introduction:} After liver transplantation a variety of different biliary complications occur. The 

value of endoscopic therapy as an alternative to surgical reconstruction is still unclear. Objective: 

We investigated post-OLT lesions by means of ERC to identify type, location and functional 

relevance of bile duct lesions. Furthermore, we evaluated endoscopic success treating post-OLT 

bile duct lesions.  

{ Methods:} We performed a retrospective study over the last 9 years (11/90-9/99) considering 

1,017 consecutive liver transplantations in 931 patients at our hospital.  

{ Results:} After liver transplantation 19.8% (202/1,017) of patients received ERC. ERC 

revealed biliary lesions in 12.2% (124/1,017) of patients after OLT. Since some patients 

presented two or more lesions a total of 152 biliary lesions could be identified in these 124 

patients. Biliary lesions were found in the donor bile duct system (3.6%=37/1.017), the recipient 

bile duct system (8.5%=87/1.017) or the bile duct anastomosis (2.9%=(29/1.017). Most bile duct 

anastomosis manifested as anastomotic stenosis caused either by early inflammatory tissue 

swelling or by late anastomotic scar formation. In contrast, only 0.5% (5/1,017) of anastomotic 

insufficiencies were identified. Ischemic type biliary lesions (ITBL) and ischemic biliary lesions 

caused by hepatic artery occlusion were the main lesions in the donor bile duct system. Post-

OLT lesions in the recipient bile duct system comprised mainly papillary stenoses 

(4.8%=49/1,017) as well as bile aggregates (stones, sludge) in 1.2% (11/1.017). Endoscopic 

therapy was performed by means of EST in 8.9% (91/1,017). In addition, stenoses were dilated 

by bouginage or balloon dilation. If necessary, stenoses as well as anastomotic insufficiencies 

were stented. Endoscopic treatment was able to relieve 65.3% (81/124) of patients suffering from 

post-OLT biliary lesions. These patients needed no additional surgical therapy.  

{ Conclusions:} ERC is able to identify exactly type and location of biliary lesions after OLT 

which occurred in 12.2% of our patients. Proper identification of bile duct lesions guides further 

endoscopic treatment strategy. In our hospital endoscopic therapy was able to cure definitely 

most patients (65.3%) suffering from post-OLT biliary lesions thus avoiding the need for 

subsequent surgery. }" "ENDOSCOPIC MANAGEMENT OF BILIARY COMPLICATIONS 

AFTER LIVER TRANSPLANTATION"  
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{ Background:} The selection of the subset of portal hypertensive patients at high risk of variceal 

bleeding may entail a better prognosis by undertaking prophylactic measures against the first 

bleeding episode. EUS may play a role in that respect by delineating the superior portosystemic 

collateral circulation underlying varices.  

{ Aims:} The aim of the study is to find out the endosonographic differences between variceal 

bleeders from esophagogastric varices and non-bleeders and between high risk and low risk non-

bleeders as assessed by the NIEC index (North Italian Endoscopic Club for the Study and 

Treatment of Varices).  

{ Methods:} 95 non-bleeders and 31 bleeders were included in the study. Non-bleeders were 

further classified into high risk group (75 patients) and low risk group (20 patients) according to 

the NIEC index. Endosonography was performed in all patients using the Pentax FG 32 UA 

echoendoscope attached to a Hitachi EUB 515 scanner.  

{ Results:} Lake intramural arrangement of esophageal varices was found exclusively in 

bleeders., while extensive intramural varices with multiple perforators were significantly 

commoner in bleeders than in non-bleeders. The presence of large intramural esophageal varices 

(>5mm in diameter) and gastric extension of intramural esophageal collaterals as well as larger 

perforators were seen more in the high risk than in the low risk non-bleeders. Large paramural 

esophageal collaterals were detected more in the non-bleeder group.  

{ Conclusions:} Endosonographic findings differ in bleeding patients with varices from non-

bleeders. It seems, thus, that endosonographic criteria can be used to select the subset of patients, 

which is at a higher risk for bleeding and in whom prophylactic management of varices may be 

then justified. This has to be further assessed in larger prospective trials. }" "THE ROLE OF 

ENDOSCOPIC ULTRASONOGRAPHY (EUS) IN THE PREDICTION OF VARICEAL 

BLEEDING"  
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{ Background and Aim:} Tissue adhesive material has been used to control bleeding from 

esophagogastric varices and to prevent rebleeding. The N-Butyl-2-cyanoacrylate (Histoacryl 

glue, Braun, Melsulgen Germany) was the glue traditionally used in all the previous published 

studies. Since 1998 a new, chemically different, cyanoacrylate (N-Butil-cyanoacrylate + 

metacrylossisulfan, Glubran2{\up6 {\f1\'d7}}, GEM, Italy) has been approved for endoscopic 

injection. The present study aims to assess the feasibility, the efficacy and the safety of this new 

glue in the management of bleeding varices.  

{ Patients and methods:} Since June 1998, 40 consecutive patients admitted to the emergency 

room with esophageal or gastric variceal bleeding were included into the study. Twenty-eight 

patients were male and 12 female with a mean age of 60 year (range 33-85 years) (16 Child C, 

14 Child B, 10 Child A). Twenty patients bled from esophageal varices, 12 from junctional 

gastroesophageal varices, 8 from fundal varices. Following initial clinical evaluation all patients 

underwent emergency endoscopy, using a large channel endoscope within 6 hours from hospital 

admittance. When a source of active bleeding or a stigmata of previous bleeding was identified 

the glue was injected using the same technique described by Soehendra for Histoacryl injection 

in the order to achieve intravariceal obliteration. Single injection of the glue was performed in 22 

patients while 17 patients required 2 or more glue injections. The amount of the injected glue 

ranged from 0.5 to 6 ml. Treatment failure was defined as failure to control bleeding or recurrent 

bleeding within 7 days from the index treatment.  

{ Results:} The injection of the new glue was successfully carried out in all the attempted 

patients. Bleeding was immediately controlled in 35 out of 36 treated patients. One patient died 

because of persisting massive bleeding. Three patients died within 30 days from treatment for 

causes unrelated to the bleeding. No damages for the endoscopes were recorded. No local or 

systemic complications were observed in the short and long time follow-up (median 4 months). 

Twenty-four hours following glue injection rebleeding occurred in 2 patients requiring 

sclerotherapy. All patients were subsequently treated with band ligation or sclerotherapy in order 

to obtain eradication.  

{ Conclusions:} The new GLUBRAN2{\up6 {\f1\'d7}} glue injection seems in our preliminary 

experience a safe and effective method to control variceal bleeding with results at least 

comparable with those obtained with old glue Histoacryl. }" "A NEW CYANOACRYLATE 
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{ Aim:} The present retrospective analysis aimed at determining efficacy and safety as well as 

cost of using butyl cyanoacrylate to control bleeding from gastric fundal varices.  

{ Method:} Data of 150 patients were analyzed. All patients were presented with upper 

gastrointestinal bleeding that was proved by emergency endoscopic examinations to be from 

gastric fundal varices. Injection therapy was administered as the first active measure. No specific 

drug therapy or tamponade were used. Cyanoacrylate was mixed with lipiodol (1:1) and injected 

strictly intravariceal through a teflon injection device.  

{ Results:} All patients had post-hepatitic cirrhosis and/or schistosomal hepatic fibrosis. A mean 

of 3.5 (range 2-10) ampoules of cyanoacrylate were injected per injection session. A mean of 1.2 

(range 1-2) injectors were used per session. Bleeding stopped at end of all sessions. Three 

patients (2%) had rebleeding during the first 24 hours which was controlled by reinjection of 

cyanoacrylate. Therapy was well tolerated and no major complications were developed. No 

bleeding-related mortality was encountered. Direct cost calculation included cost of material 

specific for cyanoacrylate injection (butyl cyanoacrylate, lipiodol, distilled water, injectors and 

syringes). The average cost per session was 108.43 European Euro (range: 79.27: 233.32).  

{ Conclusions:} Cyanoacrylate injection to control gastric fundal variceal bleeding has been 

found to be highly effective and safe technique with reasonable cost. }" "BUTYL 

CYANOACRYLATE FOR GASTRIC VARICEAL BLEEDING - A COST ANALYSIS"  
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{ Aim of the study:} duodenoscopy is important in Malabsorption Syndromes, due to some 

endoscopic markers recently reported in literature. The aim of this study is to evaluate diagnostic 

usefulness of enteroscopy in diagnosing malabsorption syndromes.  

{ Methods:} 87 patients (35 M; 52 F) suspected of malabsorption (celiac relatives, chronic 

diarrhoea, AGA/AEA+), or affected by celiac disease in gluten-free diet underwent enteroscopy; 

at least 3 biopsies were performed 20-30 cm. beyond Treitz and anywhere it was necessesary, on 

the bases of particular mucosal appearance. The presence of villus atrophy was graded according 

to Marsh. The statistical analysis was performed using a K of Cohen Test.  

{ Results:} 87 patients underwent the study; 26/87 showed different endoscopic signs; 21 

presented endoscopic features only in the descending duodenum (Scalloped valvulae, Reduction 

of Kerckrings folds and Nodular); 5 patients showed different endoscopic appearances in the 

tract studied. Comparing the histologic findings, only 10/87 cases reported different aspects; in 

6/87 cases, histological features were noticed only in the jejunum (1 patient was affected by 

Coeliac Disease, 1 by Whipple and 1 by Sarcoidosis). In 6 cases there was atrophy only in 

descending duodenum.Statistical analysis showed a substantial grade of agreement in the 

findings.  

{ Conclusions:} we want to stress the fact that in 6/87 patients the diagnosis was performed only 

thanks to the observation of the jejunum. In 3/87 cases, enteroscopy proved to be important to 

detect uncommon types of Coeliac Disease (patchy distribution of the atrophic area?), in 1/87 

Ulcerative Jejunitis; in 2/87 cases were detected Sarcoidosis and Whipples Disease. }" 
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{ Background:} Push-enteroscopy (PE) was first used for study of obscure gastrointestinal 

bleeding (OGB). Indications are still being defined. It also offers the potential for therapeutic 

intervention.  

{ Aims:} To evaluate indications, diagnostic and therapeutic efficacy and complications in a 

retrospective series of PE (1993-1999).  

{ Methods:} 204 consecutive patients (mean age 52 years). PE was made under conscious 

sedation (midazolam). Flexible overtube was used to reach appropiate distance when necessary.  

{ Results:} 1)Indications: a)OGB: 117 cases (41% not diagnostic; 29,9% angiodysplasia; 17% 

other lesions in jejunumileum; 11%lesions Pre-Treitz) 2)Crohns disease(CD): 34 cases (12 with 

jejunal lesions, 7 new diagnosis)c)Malabsortion: 7 cases (3 coeliac disease,1 lymphoid nodular 

hyperplasia)d)Intestinal subocclusion:11 cases(no diagnostic).2) PE Therapy was made in 45 

cases with different methods according to indication showing a tendency to lower transfusional 

requeriment and admissions to Hospital. 3)Complications: a) Overtube associated: pharyngeal 

and gastric erosions 12 cases, 1 Mallory Weiss syndrome b) Technique associated: no 

complications c) Therapeutic associated: 1 microperforation after coagulation.  

{ Conclusions:} 1) PE is similar to upper endoscopy in realization and complications, even using 

flexible overtube 2) In our series the major diagnostic rentability of PE was reached with OGB 

and CD 3) PE has high diagnostic efficacy in isolated jejunal and extension of CD 4) Treatment 

of OGB by PE demostrated less transfusional requeriments and less admissions to Hospital 

justifying its use as first-line. }" "DIAGNOSTIC AND THERAPEUTIC EFFICACY IN A 

PUSH-ENTEROSCOPY SERIES"  
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Whipples disease is an uncommon systemic disease caused by Tropheryma whippelii (closely 

related to Actinomyces). The small bowel has been involved in the great majority of cases. 

Major clinical findings are intestinal malabsorption with weight loss and diarrhoea. Without 

treatment there was progression to a fatal outcome. Enteroscopy with biopsies of the small 

intestine is the diagnostic procedure of choice (typical pattern seen during small bowel 

endoscopy, PAS staining and electron microscopy). From 1995 to 1999 we have recognised 3 

cases of Whipples disease (out of 518 consecutive enteroscopies). All patients were males (born 

1938, 1944 and 1955) coming because of anaemia (haemoglobin 110 g/L, 94 g/L, 81 g/L) and 

weight loss (6 kg / 3 months, 15 kg / 10 months, 18 kg / 6 months) and severe malnutrition. Two 

patients had diarrhoea while one man paradoxically suffered from constipation. Typical 

endoscopy pattern was seen in enteroscopy, diagnosis was confirmed by histology (PAS 

staining) and electron microscopy (Tropheryma rod-shaped bacilli). Treatment was started with 

i.v. penicillin (3 million units six times per day) and i.v. gentamicin (240 mg once per day) for 10 

days, followed by doxycycline (100 mg per day) and sulfasalazine (3 grams per day) with folic 

acid for one year. Therapy was fully successful in all three patients. Control enteroscopy has 

been performed several-times during the follow-up (lasting 33, 31 and 4 months). Clinical 

improvement was seen within 2 - 3 weeks. Endoscopy, histology and electron microscopy have 

been normalised during the period of 3 months. Enteroscopy is method of choice not only to 

diagnose Whipples disease but also for the follow-up to monitor treatment efficacy and to 

recognise contingent relapse of the disease. }" "LONG-TERM ENTEROSCOPY FOLLOW-UP 

OF WHIPPLES DISEASE - REPORT OF THREE CASES"  
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{ Background:} Video capsule endoscopy propelled by peristalsis is a new type of painless 

endoscopy imaging of the oesophagus, stomach, small bowel and caecum. More information 

about gastric and small bowel transit times of the capsule endoscope (Given\'e1M2A video 

capsule system) is required for optimising the endoscopic images.  

{ Aim:} To measure the gastric and small bowel transit times of the capsule endoscope and to 

develop methods to speed gastric transit.  

{ Methods:} Measurements of gastric and small bowel capsule transit times in pigs, dogs and 

humans were made using image analysis and radiology. An endoscopic method of delivering the 

capsule into the small bowel was developed comprising a back loaded suction cup with hydraulic 

capsule release. The effect of prokinetic drugs were observed.  

{ Results:} Considerable delays in gastric emptying were observed in the pig and dog stomach 

range 6-48 hrs. Xrays sometimes demonstrated antral retropulsion of the capsule in these 

animals. The ball valve pylorus located high above a voluminous stomach in the pig and the 

hypertonic pylorus in the dog contributed to the delay preventing small bowel imaging. Reliable 

delivery of the capsule into pig small bowel was assessed using endoscopic snares and suction 

devices, surgical formation of gastrostomies and gastrectomy. The capsules did not move in the 

small bowel of pigs anaesthetised with Ketamine and Halothane. In dogs anaesthetised with 

Ketamine and Pentobarbitone, small bowel transit was more than 5 hrs and small bowel transit 

speed was up to 2 mm/sec. In human studies gastric emptying and small bowel transit was 0.3-3 

hrs and 0.7-2.3 hrs respectively in 15 volunteers and 4 patients. Cisapride was used in 3 

volunteers and appeared to speed capsule entry into the duodenum (20 min vs 60 min) 

{ Conclusion:}  Anatomy and anaesthesia delay gastrointestinal motility in the pig and dog. 

Endoscopic duodenal delivery allowed successful small bowel capsule endoscopy in dogs. Mean 

human gastric and small bowel transit times of 0.8 and 1.65 hours respectively suggest that 

capsule endoscopes, with battery life currently of 5 hours, can successfully examine the entire 

upper gastrointestinal tract and small bowel. }" "STUDIES OF GASTRIC AND SMALL 

BOWEL TRANSIT TIMES OF VIDEO CAPSULE ENDOSCOPES"  
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{ Background:} Methods are required for tip propulsion of endoscopes passing through the small 

bowel and for propelling miniature capsule endoscopes without cables.  

{ Aim:} To test the hypothesis that electrical stimulation could propel an endoscope by 

stimulating muscular contraction.  

{ Methods:} Prototype devices of ovoid shape were constructed with electrodes mounted on the 

tapered section of the device. When in contact with the bowel wall electrical stimulation was 

applied causing circular muscle contraction of the adjacent muscle which when applied to the 

taper of the ovoid resulted in forward propulsion of the device. The device was connected by 

wires to an electrical generator allowing a range of currents and voltages to be tested. The device 

was tested in the small bowel (non-striated muscle) and in the oesophagus (transition of striated 

to non striated muscle) of the anaesthetised pig. A further prototype incorporating the Given 

M2A\'e4 video capsule system was made to assess the performance of the electrical stimulation 

system with a video capsule.  

{ Results:} In initial tests in the pig oesophagus electrostimulation caused the ovoid to advance 

rapidly (6 mm/sec) down the oesophagus by inducing circular oesophageal muscle contraction. 

To our surprise the device moved at the same speed back up the oesophagus when reversed. 

Testing in the small bowel showed that this device was capable of moving in both directions and 

was capable of negotiating tight curves which could not be passed by conventional enteroscopes. 

Measured rates of travel at optimal settings were 3-4.5 mm/sec. The method does not induce 

peristalsis but works by stimulating local contraction. The current of 10 milliamps required for 

optimal movement seems to be below the threshold current that is reported as being perceived as 

painful in the human bowel although this remains to be demonstrated in man. The animals 

showed no ill effects and no effect on the cardiac cycle was noted during stimulation. The 

prototype incorporating the video capsule was able to move the capsule within the bowel 

independent of peristalsis. The video capsule transmitted continuous images during movement, 

the electrical stimulation system did not interfere with video transmission. A button battery, 

similar to those currently within the video capsule, could supply the very small amount of power 

needed to keep this device moving in the bowel for several hours. 

{ Conclusion:}  Electrostimulation might be used to move endoscopes in the small bowel. }" 
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{ Background:} Current endoscopic methods to image the small bowel are limited In patients 

with obscure GI bleeding (-ve gastroscopy/colonoscopy), push-enteroscopy fails to find the 

source in up to 60%. Improved methods are required to visualise the entire small bowel which 

are less invasive and better tolerated.  

{ Methods:} A new wireless capsule endoscope(GIven\'e1M2A video capsule system) was used 

to assess 4 patients with obscure or uncontrolled GI bleeding after ethical committee approval 

had been given. The patients were fasted overnight and swallowed the capsule endoscope with a 

glass of water.  

{ Case 1:} 60 year old female with Hereditary Haemorrhagic Telangiectasia (HHT) with a 

transfusion requirement of 12-15 units/year. Treatment with combined hormone therapy and 

enteroscopy with bipolar electrocoagulation of bleeding lesions reduced the requirement to ~4 

units/year. Capsule endoscopy revealed several angiodysplasias in the stomach, duodenum and 

proximal jejunum. 2 large bleeding lesions were seen in the jejunum and ileum. Reasonable 

views of the caecum and right colon were obtained with no further lesions seen.  

{ Case 2:} 39 year old male with HHT and a transfusion requirement of 10 units every 2 months 

unresponsive to hormonal therapy or endoscopic treatment. Capsule endoscopy revealed 8 

moderately sized angiodysplasias in the duodenum and proximal jejunum. No further lesions 

were seen in the small bowel. Good views of the large bowel to the sigmoid colon revealed 3 

further angiodyplasias not seen on a recent colonoscopy.  

{ Case 3:} 16 year old male with an episode of melaena aged 2. No transfusion or endoscopy 

given. Aged 16 large episode of melaena, Hb 9 with normal endoscopy, colonoscopy and 

Meckels scan. No other family or drug history. Capsule endoscopy revealed excellent images of 

the stomach, small bowel and right colon. No mucosal abnormalities were seen.  

{ Case 4:} 78 year old male with HHT with a transfusion requirement of 8 units every 6 weeks. 

Treatment with combined hormone therapy and enteroscopy with bipolar electrocoagulation of 

bleeding lesions reduced this requirement to 8 units every 12 weeks. Previous gastroenterostomy 

and vagotomy for duodenal ulcer (1955). Capsule endoscopy revealed multiple angiodysplasias 

affecting the proximal small bowel only. Previous surgery did not hinder capsule movement. 

{ Conclusion:}  Capsule endoscopy provides good views of the small and proximal large bowel 

and limited views of the stomach. All 4 patients described the capsule as easy to swallow, the 

procedure as completely painless and much preferable to conventional endoscopy. The 



information gained has been helpful in directing the management in these difficult patients. }" 
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{ Background:} In 1922, Alvarez et al. first reported the procedure of electrogastrography, which 

facilitated noninvasive percutaneous measurement of electrical activity of the stomach related to 

gastric motility. However, electrogastrography was very difficult to perform until recently 

because it was easily affected by respiratory movement, electrocardiography, and 

electromyography. In recent years, advanced higher-order digital filters and computers facilitated 

stable recording and analysis of electrogastrograms. Therefore, an improvement in the clinical 

usefulness of electrogastrography is expected. In addition, the results of previous 

electrogastrography demonstrated that gastric motility is decreased in patients with underlying 

diseases such as diabetes mellitus or liver cirrhosis. In the present study, we evaluated the 

influence of endoscopic treatment for esophageal varices on gastric motility in cirrhotic patients 

using electrogastrography.  

{ Subjects and methods:} The subjects consisted of 11 patients with liver cirrhosis who 

underwent combination therapy for esophageal varices consisting of endoscopic variceal ligation 

and injection sclerotherapy. Using an electrogastrograph (Nipro), electrogastrography was 

performed before endoscopic treatment and 1 week after the completion of the treatment. 

Subsequently, electrogastrographic data were input into a computer and processed by fast 

Fourier transformation to analyze dominant frequencies and peak powers that were then used as 

indices of gastric motility. It was previously reported that both dominant frequencies and peak 

powers of electrogastrograms are generally increased by eating in healthy subjects. Therefore, 

electrogastrography was performed before and after meals to evaluate eating-related changes in 

gastric motility.  

{ Results:} The dominant frequencies of electrogastrograms were significantly increased after 

meals both before and after endoscopic treatment (before treatment: 2.84 cycle/min before meal 

\'c6 3.03 cycle/min after meal, after treatment: 2.86 cycle/min before meal \'c6 3.05 cycle/min 

after meal). Therefore, it was clarified that gastric motility was increased by eating. Although the 

peak powers in the electrogastrograms were increased by eating before treatment, significant 

postprandial increases in peak powers were not observed after endoscopic treatment (before 

treatment: 129.4 mV before meal \'c6 143.6 mV after meal, after treatment: 124.4 mV before 

meal \'c6 133.0 mV after meal). These results clarified that postprandial increases in gastric 

motility after endoscopic treatment of esophageal varices were smaller than those before 

treatment, probably because gastric motility was decreased by posttreatment changes in 

perigastric hemodynamics. 



{ Conclusion:}  It is suggested that endoscopic treatment for esophageal varices may decrease 

gastric motility. Moreover, electrogastrography may be useful for evaluating gastric motility. }" 

"INFLUENCE OF ENDOSCOPIC TREATMENT FOR ESOPHAGEAL VARICES ON 

GASTRIC MOTILITY"  
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E60 DOES ENDOSCOPIC SURVEILLANCE IMPROVE COLORECTAL CANCER STAGE 

IN PATIENTS WITH ULCERATIVE COLITIS? RESULTS OF A COLLABORATIVE GISC-

GSMII STUDY  

G. Riegler, F. Bossa, L. Caserta, M.T. Tartaglione, S. Giaquinto, R. Carrat\'f9  

\i GISC-GSMII Group* (*F. Tonelli, G. Poggioli, P.L. Fracasso, L. Oliva, D. Cantarini, M.L. 

Caruso, S. Ardizzone, D. Valpiani, G.G. Delaini, A. Pelli, A. Pera, V. Annese, M. Vecchi, P. 

Ravelli, G. Minoli, L. Bertario, A. Andreoli, P. Doldo, P. Beretta, A. Balzano, I. Sorrentini, A. 

Saggioro, M. Fornasarig, M.C. Di Paolo); Gastroenterology Unit, Second University of Naples, 

Italy  

{ Aim:} To take a collection of the cases of colorectal cancer (CRC) in ulcerative colitis (UC) 

pts observed in Italy, where population registers are still lacking. { Material and Methods:} 75 

cases of CRC in UC, observed in 25 national centres, were studied by a questionnaire. Some 

parameters concerning UC and CRC were evaluated.  

{ Results:} UC onset, UC and CRC diagnosis were at the mean age of 33.2 ± 16.8 yrs (range 3-

80), 36.4 ± 16.1 yrs (range 12-80) and 50.4 ± 14.6 yrs (range 22-82), respectively. The mean 

interval between UC onset and UC diagnosis (T1), UC diagnosis and CRC diagnosis (T2) was 

2.3 ± 5.0 yrs (range 0-20) and 14.7 ± 9.6 (range 0-47), respectively. In 16 pts (21.3%), T2 was 

{\f1\'a3}7 yrs (contemporaneous in 4 pts.); neverthless, only 9 pts (12%) showed an interval 

between UC onset and CRC diagnosis {\f1\'a3} 7 yrs. The inflammation was proximal to the 

splenic flexure in 56 cases (74.6%), but at the UC diagnosis only 36 pts (48%) presented this 

extension. Totally, 78 CRC were diagnosed (3 cases sincronous: 3.8%), of which 14 (17.9%) in 

the right and 64 (82.1%) in the left emicolon. 3 pts (4.7%) out of 63 collected had first degree 

relatives with CRC. Dukes stage A or B was observed in 54% of 24 pts enclosed in a cancer 

endoscopic surveillance program versus 44% of pts not enclosed.  

{ Conclusions:} These preliminary data show an earlier CRC diagnosis, also in distal UC. 

Patients enclosed in an endoscopic surveillance seem to show a trend toward a better CRC stage. 

}" "DOES ENDOSCOPIC SURVEILLANCE IMPROVE COLORECTAL CANCER STAGE 

IN PATIENTS WITH ULCERATIVE COLITIS? RESULTS OF A COLLABORATIVE GISC-

GSMII STUDY"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 

granted.



“PO P.977E#" " Abstract: P.977E 0 Citation: Endoscopy 2000; 32(Suppl1): 
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Luigina Bonelli, Stefania Sciallero, Hugo Aste, Francesco Munizzi, Vittorio Pugliese, Sebastiano 

Saccomanno, Guido Nicolo, Anna Maria Nicora, Luca Boni, Paolo Bruzzi  

\i Department of Clinical Epidemiology & Trials, Istituto Nazionale per la Ricerca sul Cancro, 

Genoa, Italy  

{ Aim:} To evaluate the effect of the type of information on a colorectal cancer (CRC) screening 

programme in the interest for screening with flexible sigmoidoscopy (SFS) and on compliance 

with the test.  

{ Design and setting:} The study was carried out within the multicentre randomised controlled 

SCORE trial in Italy (co-ordinator: N. Segnan) as part of the UK once-only FS trial (co-

ordinator: W.S.Atkin). These analyses concern the centre of Genoa. Subjects aged 55-64 years 

were mailed a questionnaire to assess eligibility and interest (definite or probable) in taking part 

in a SFS programme. Exclusion criteria were IBD, colorectal polyps, cancer, a negative 

colorectal endoscopy (CE) in the last two years, {\f1\'b3} two 1st degree relatives with CRC (Fh-

CRC) and no interest in SFS. Eligible subjects were randomised to intervention (invitation to FS) 

or to the control group. From 1996 to 1998, the questionnaire was sent to 92,462 subjects. The 

first 18,879 subjects were randomly allocated to receive the questionnaire with a brief letter 

(type-1; n=9,431) or with a detailed letter (type-2; n=9,448) of information on the CRC 

screening programme.  

{ Results:} The questionnaire was returned by 1,733 subjects in the type-1 group (18.4%) and by 

1,641 subjects in the type-2 group (17.4%) (P=0.07). The probability of being definitely 

interested in undergoing SFS was 39.2 % in the type-1 and 44.0% in the type-2 group (P=0.004). 

The association was confirmed after adjustment by age, gender, education, previous CE and Fh-

CRC. Compliance according to the type of letter (1 or 2) was 59.4% and 61% among those 

definitely interested (P=0.7) and 29.4% and 35.4% among those probably interested (P=0.13).  

{ Conclusions:} Information was an independent determinant of interest in SFS and an indirect 

predictor of compliance with the test. }" "INFORMATION AFFECTS COMPLIANCE WITH 

SCREENING SIGMOIDOSCOPY"  
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1
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\i Survey Supported by the Belgian Ministry of Social Affairs, Public Health and Environment; 
1
 

Erasmus Hospital, University of Brussels; {\up6 2} University Hospitals Leuven, Belgium; 

{\up6 3} Belgium Endoscopy Society  

{ Method:} Fifty three Belgian hospitals (53) voluntarily participated to the study from February 

to April 1999 with 1391 ambulatory and 643 hospitalised patients (2034). The measurement tool, 

a questionnaire of 39 criteria, was validated first by the specialists from Belgian Scientific 

Societies and second, by participating hospitals. The questionnaire contains quality indicators of 

the organisation (5), patient satisfaction (10) and the intestinal visibility estimated by grades I, II 

and III. Other variables were added to explore their influence on the quality indicators. Bivariate 

and multivariate analyses were performed.  

{ Results:} On the whole, the patients were satisfied in more than 90% of the cases. The photofit 

patient with grade III of visibility of the intestine is an ambulatory patient (p < 0.000), with an 

age under 69 years (p < 0.000), having received more information on diet (p < 0.006), and 

following it more closely (p < 0.02). The visibility of the instestine also seems to be influenced 

by the amount and type of the liquid taken (more than 2 litres) (p < 0.00), and the patients 

satisfaction with the oral (p < 0.001) and written information received (p < 0.036). Last but not 

least is that the procedure becomes shorter (p < 0.05).  

{ Conclusions:} Informed patient is one of the most important components of quality of care. 

The time spent on information gives a high level of satisfaction to the patient and is repaid by a 

shorter examination. There shoud be a better level of communication between the endoscopy 

medico-technic staff and the bedside personnel to set up more effective reformation giving at an 

ealier stage. It is the responsibility of the executive to help staff to become more aware of this 

problem and to deal with it more successfully. }" "EVALUATION OF THE QUALITY OF 

ORGANISATION OF THE COLONOSCOPY AND THE LEVEL OF THE PATIENT 

SATISFACTION"  
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Guido Nicolo, Anna Maria Nicora, Luca Boni, Paolo Bruzzi, Luigina Bonelli  

\i Department of Gastroenterology, Istituto Nazionale per la Ricerca sul Cancro, Genoa, Italy  

{ Aim:} To evaluate the role of demographic characteristics, previous colorectal endoscopy 

(CE), family history of colorectal cancer (Fh-CRC) in the interest in screening flexible 

sigmoidoscopy (SFS) and in compliance with the test.  

{ Methods:} the study was carried out within the multicenter randomised controlled SCORE trial 

(co-ordinator: N. Segnan). It is part of the UK ``once-only sigmoidoscopy trial co-ordinated by 

W.S. Atkin. These analyses concern the centre of Genoa. Subjects aged 55-64 were mailed a 

questionnaire to assess eligibility. Exclusion criteria were IBD, colorectal polyps, any cancer, a 

negative CE in the last 2 years, {\f1\'b3} two 1st degree relatives with CRC and no interest in 

SFS.  

{ Results:} from 1996 to 1998, 92,462 subjects were sent the questionnaire and 17,486 (18.9%) 

returned it. Only education in the area of residence was associated with the response rate (from 

16.9% in the low to 23.1% in the high education level area). Interest in SFS was higher in males 

than in females (81% vs 73%; P<0.01), in subjects aged {\f1\'a3} 59 than in older (78% vs 75%, 

P<0.01), in those with previous CE (86% vs 73%, P<0.01) and in those with positive than in 

those with negative Fh-CRC (90% vs 75%, P<0.01). Eligible subjects (N=7,564) were 

randomised to the intervention (SFS) or to the control group. Out of the 3,780 subjects invited to 

SFS, 2,474 (65%) had the test. Compliance was higher in males than in females (70% vs 60%, 

P<0.01), in people with previous CE (74% vs 61%, P<0.01) and in those with positive Fh-CRC 

(74% vs 64%, P<0.01).  

{ Conclusions:} The lower compliance with SFS in women than in males might be a serious 

problem. Investigation on general practitioner attitudes towards SFS in our area will probably 

help to improve women compliance with the test. }" "DETERMINANTS OF ACCEPTANCE 

AND COMPLIANCE WITH SCREENING SIGMOIDOSCOPY"  
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Ichiro Yoshikawa, Hidekazu Honda, Kaori Nagata, Kikuo Kanda, Keiichiro Kume, Akinari 

Tabaru, Makoto Otsuki  

\i Third Department of Internal Medicine, University of Occupational and Environmental Health, 

Kitakyushu, Japan  

{ Background/aim:} Wide variations in the shape, size, and contours of individual colons make 

insertion of a colonoscope a difficult procedure. Application of novel variable stiffness 

colonoscopes (Olympus CF-240AI) (VSCs) which can be altered from flexible to stiff on 

demand during examinations is expected to control loop formation of the colon and to offer 

patient comfort. The aim of this prospective study was to evaluate the efficacy of VSCs 

compared with standard colonoscopes (Olympus CF-230I) (SCs) in total colonoscopy without 

sedation.  

{ Methods:} Two hundred and fourteen patients underwent total colonoscopy with an instrument 

of SC or VSC in a random fashion. Examiners included both trainees (T) during their first 300 

colonoscopies and experienced staffs (E). Completeness and required time of intubation to the 

cecum were recorded. Physiologic changes including systolic blood pressure (SBP), heart rate 

(HR), and oxygen saturation (SO2) were monitored before colonoscope insertion and at 3-min 

intervals during colonoscopy in 60 patients. Patients were asked to rated their pain on a 5 point 

pain score (0: no pain, 4: severe pain).  

{ Results:} Completeness of intubation to the cecum in SC and in VSC were 95.4% (83/87) and 

100% (27/27) by T (p=0.3), 95.6% (65/68) and 100% (32/32) by E (p=0.2), respectively. 

Minutes of intubation to the cecum in SC and in VSC were 29.4 and 25.4 by T (p=0.08), 12.3 

and 11.3 by E (p=0.6), respectively. More than 20 mmHg change from baseline in SBP occurred 

in 59.3% (16/27) of SC-patients and in 48.5% (16/33) of VSC-patients (p=0.4). HR changed 

more than 20/min in 29.6% (8/27) of SC-patients and in 12.1% (4/33) of VSC-patients (p=0.09). 

SO2 decreased more than 4% in 18.5% (5/27) of SC-patients and in 12.1% (4/33) of VSC-

patients (p=0.49). VSC-patients reported significantly lower pain score (2.0±1.2) compared with 

SC-patients (2.4±1.1)(mean±SD, p=0.02).  

{ Conclusions:} There was a tendency towards more favorable examinations with VSC than with 

SC for patients regarding completeness and time of intubation to the cecum and physiologic 

changes during procedure. Moreover, VSC provided significant comfort for patients undergoing 

total colonoscopy without sedation. }" "NOVEL VARIABLE STIFFNESS COLONOSCOPES 

PROVIDE SIGNIFICANT COMFORT FOR PATIENT UNDERGOING TOTAL 

COLONOSCOPY WITHOUT SEDATION"  
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Although osmotic laxatives like polyethylene glycol (PEG) are efficient they are badly accepted 

by the patients because of their taste and the volume to be drunk (4 litres). Because Fleet\'ae 

Phospho-Soda (FPS) allows to drink a much smaller volume of preparation (90 ml) and during 

the day of preparation (2 litres of clear liquids of their choice) it should be better accepted.  

Methods: 252 patients (113 men and 139 women, age 50.6±13.2) were randomly allocated in 2 

groups and received either PEG (Klean Prep\'ae n=127) or FPS (n=125) before a first-intent 

colonoscopy. 1 refused and 1 had a sigmoidal stenosis. Colonic cleansing was evaluated by the 

endoscopist with an ordinal scale (1: clean to 5: stools remnants).  

Results: 250 patients were kept in an intent-to-treat analysis. 89 (71.8%) of the FPS patients had 

a score 1 or 2 versus 84 (66.7%) of the PEG patients (CI 95% of the risk difference [-6.3%-

+16.5%]). The global evaluation of the colonic cleansing was better in FPS group (85±15 versus 

80±20 on a 100 mm VAS, p=0.01). 58% of the PEG patients found the preparation hard to drink 

(30% in FPS group, p=0.001) and only 68% took all the preparation (96% in FPS group, 

p=0.001). Bloating sensations were more frequent in PEG group (59% versus 36%, p=0.001). 

90% of FPS versus 66% in PEG group (p=0.001) were willing to take the same preparation again 

if required. The biological safety profile was the same in the two groups except differences were 

on phosphorus, calcium and potassium. The potassium decrease was more important in FPS 

group but only two patients reached the lower normal bound (2.5mEq/l) in this group compared 

to 1 patient at 2.6mEq/l in PEG group. Whereas phosphorus markedly increased in FPS group, 

calcium decreased in the two groups and more specifically in FPS group (p=0.001). No clinical 

signs were associated with the transitory biological changes. We conclude that for an at least 

comparable efficacy, FPS was better accepted. }" "FLEET PHOSPHO SODA: A STEP 

TOWARDS A BETTER ACCEPTABILITY OF COLONIC PREPARATIONS BEFORE 

COLONOSCOPY. A RANDOMISED COMPARATIVE MULTICENTRIC STUDY VERSUS 

POLYETHYLENE GLYCOL"  

Disclaimer: The responsibility for the accuracy of the abstracts lies with the authors. BMJ 

Publishing Group Ltd (BMJ) is not responsible for errors or omissions in the abstracts 

 

Copyright line: © Article author(s) (or their employer(s) unless otherwise stated in the text of the 

article) [year]. All rights reserved. No commercial use is permitted unless otherwise expressly 



granted.



“PO P.982E#" " Abstract: P.982E 0 Citation: Endoscopy 2000; 32(Suppl1): 

E61 A RANDOMIZED CONTROLLED DOUBLE-BLINDED TRIAL TO PROVE THE 

SAFETY AND EFFICACY OF CARBON DIOXIDE VERSUS AIR IN COLONOSCOPY  

Michael Bretthauer  
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{ Background:} More than 15 years ago, leading endoscopists re-commended the use of carbon 

dioxide (CO2) insufflation during colo-noscopy. In spite of this, air insufflation is still the 

standard method in most centres, possibly due to the lack of randomised trials. The present study 

was designed to investigate the ability of CO2 to reduce patient discomfort and to investigate 

possible side effects of CO2 during colonoscopy.  

{ Methods:} All patients having a colonoscopy during an 8-month period in the ongoing 

NORCCAP screening trial for colorectal adeno-mas and cancer were randomly assigned to the 

use of either air or CO2 insufflation. Endoscopists and patients were blinded. Sedation was not 

used routinely. End tidal (ET) CO2, a non-invasive parameter for arterial pCO2, was registered 

directly before, twice during and 10 minutes after the examination. Patients pain during 

examination and at 1, 3, 6 and 24 hours following examination was registered using a 

questionnaire with a 100 mm visual analogue scale (VAS).  

{ Results:} 249 patients (123 CO2 group, 126 air group) (93%) answe-red the questionnaire. The 

groups were similar regarding age, sex and cecal intubation ratio. A rise in ET CO2 did not occur 

in neither of the groups. The table below shows patients scored 0 on VAS (=no pain): 

\tx1350\tx2490\tx3510\tx4530\tx5550\tx6195\tx8150\fs4 \ul \tab \tab During ex. 1 hour 3 hours 

6 hours 24 hours \tab CO2, no. (%) 81 (66) 111 (91) 111 (91) 112 (92) 114 (93) Air, no. (%) 74 

(58) 71 (56) 74 (58) 84 (67) 106 (84) p-value 0.1 <0.0001 <0.0001 <0.0001 0.03 \tab d\fs20 

{ Conclusion:}  This randomised study of unsedated patients showed for the first time that CO2 

insufflation is safe during colonoscopy with no rise in ET CO2 level. CO2 was found to be much 

superior to air regarding post-examination pain. We strongly recommend CO2 insufflation in 

colonoscopy. }" "A RANDOMIZED CONTROLLED DOUBLE-BLINDED TRIAL TO 

PROVE THE SAFETY AND EFFICACY OF CARBON DIOXIDE VERSUS AIR IN 

COLONOSCOPY"  
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{ Background:} In recent years, colonoscopic polypectomy has increasingly been practiced as 

Endoscopic Day Surgery. However the possibility of complications such as bleeding and 

perforation, still makes difficult the selection of patients for Day Surgery.  

{ Aim:} We investigated the difference in the complications related to the type of current used in 

the endoscopic polypectomy.  

{ Material and method:} A total of 1218 lesions in 476 patients who underwent endoscopic 

colonic polypectomy using either pure cutting or coagulation current at Fujigaoka Hospital since 

July 1999 to April 2000 were included in this study. PSD-10 (Olympus Co.) was used as 

Electrical Surgical Unit. The informed consent was obtained from all patients.  

{ Results:} 620 lesions were resected with pure cutting current, 598 lesions with coagulation 

current. Immediate bleeding was observed in 64 lesions (cutting: 20, coagulation: 44), all of 

them successfully treated with hemoclips. Delay bleeding 24 to 48 hours after the procedure was 

seen in 7 lesions (cutting: 3, coagulation: 4), all of them handled with hemoclips. Considering the 

lesions less than 10mm, Immediate bleeding with a cutting current was significantly more than 

those with coagulation current (6 and 2%, respectively, p<0.05). In snare polypectomy, the 

incidence of bleeding with coagulation current was significantly high (coagulation 7% vs. cut 

current 3%), while the incidence of bleeding with other removal methods was same in both 

currents. Comparing the lesions that presented delay bleeding, the lesions with coagulation 

current were less than 6mm in size, however the lesions with pure cutting current were slightly 

bigger (5, 11 and 18mm in size). There was no perforation, but the two cases with coagulation 

current presented localized abdominal pain that required fasting. 

{ Conclusion:}  we recommend the use of pure cutting current for colonoscopic polypectomy 

that seems to have less complication than the coagulation current. }" "COMPARISON 

BETWEEN PURE CUTTING AND COAGULATION CURRENT IN COLONOSCOPIC 

POLYPECTOMY. WHICH IS SAFER?"  
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{ Background & Aim:} It is difficult, dangerous, and time-consuming to resect colorectal polyps 

situated behind the semilunar folds. The aim of this study is to examine the efficacy of a distal 

attachment in the endoscopic resection of colorectal polyps situated behind the semilunar folds.  

{ Patients and methods:} The study group consisted of 11 patients, each with a colorectal polyp 

situated behind a semilunar folds and the base of which was invisible without a distal attachment. 

With the attachment fitted to the distal end of the endoscope, we pressed the semilunar fold 

situated at the anal side of the polyp so that the polyp, including its base, could be brought within 

the visual field. Holding the optimal position, we snared, ligated and resected all polyps by 

electrocautery.  

{ Results:} The polyps were of sessile type in 8 patients and pedunculated type in 3, with a 

diameter ranging from 7 to 18 mm (mean 11 mm). Although the base of the polyp was invisible 

under conventional observation, pressing the fold brought good visualization. Optimal position 

to snare the polyps was secured by fine endoscopic adjustment, and they were easily resected in 

all patients.  

{ Conclusions:} We conclude that the distal attachment is a simple but very valuable tool in the 

endoscopic resection of colorectal polyps situated behind the semilunar folds, and recommend its 

routine use in both diagnostic and therapeutic colonoscopy. }" "EFFICACY OF DISTAL 

ATTACHMENT IN ENDOSCOPIC RESECTION OF COLORECTAL POLYPS SITUATED 

BEHIND SEMILUNAR FOLDS"  
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Patrick Rampal \i Department of Gastroenterology, Archet II University Hospital, Nice, France  

Mucosal resection assisted with saline injection of sessile colorectal polyps has shown to 

decrease the risk of perforation. The bleeding risk, in contrast, does persist. We report our 

experience of endoscopic hemostasis in arteriolar bleeding occuring after colorectal mucosal 

resctions.  

{ Patients and methods:} in our endoscopy unit, between July 97 and April 2000, 5929 

colonoscopies were performed with 1715 polypectomies among which there were 99 mucosal 

resections in 97 patients (57 males and 40 females), with a mean age of 72,8 years (range: 43-

87). Between 5 and 20 cc of saline without adrenaline were injected for sessile polyps (all > 10 

mm in size).Twelve out 99 mucosal resctions were complicated by an arteriolar bleeding. None 

of these patients had any bleeding risk factors. Hemostasis was performed with in situ adrenaline 

(1: 20000) injection, followed by one or several hemoclips.  

{ Results:} immediate hemostasis was obtained in all cases with a mean adrenaline volume of 

6,8 cc (range: 2-20) and a mean of 3 hemoclips (range: 1-8). There were 8 tubulovillous 

adenomas with moderate dysplasia and 4 villous adenomas with high-grade dysplasia, of which 

the mean volume was 25 mm as measured by the pathologist (range: 11-46mm). A single patient, 

with a 30 mm polyp, had a bleeding relapse after 7 hours and was successfully treated with 5 cc 

of adrenaline and 8 hemoclips. None of these patients did require blood transfusion and there 

was no further relapse during the follow-up period of 4 weeks. 

{ Conclusion:}  combined treatment with adrenaline and hemoclips in bleeding occuring after 

colorectal mucosal resections is efficient and definitive. We recommend that the specifically 

required material be available in all endoscopy units where such mucosal resections are 

performed, especially for large sessile polyps. }" "EFFICACY OF THE ASSOCIATION 

ADRENALINE AND HEMOCLIPS IN ENDOSCOPIC HEMOSTASIS OF BLEEDING 

COLORECTAL MUCOSAL RESECTIONS"  
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Endoscopic treatment of sessile and semipedunculated polyps remains controversial because of 

incomplete resection and safety issues. Residual tissue after piecemeal resection of those polyps 

is frequently present. In recent years argon plasma coagulation (APC), a new endoscopic method 

of contact free electrocoagulation aroused significant interest. Neverthless, its clinical efficacy, 

safety and specific indication are not clearly established yet. In addition the correlation between 

APC technical and different clinical parameters have not been studied yet. The aim of the study 

was to assess the efficacy and safety of APC in the management of colorectal polyps remnants 

after polypectomy and the correlation between power output used and polyp size, localization 

and histopathologic findings. APC was used as a supplement to piecemeal polypectomy of total 

of 58 polyps in 29 patients, 12 men, 17 women, aged 42-75.Argon Beamer source (Erbe, 

Germany) with 2,3 mm probe was used with power output range 40-90 Watts and gas flow 1- 2,5 

l/min. Power output was initially set at 40 Watts in proximal (PC) and 60 Watts in distal colon 

(DC). In case of insufficient coagulation it was increased up to 60 (PC) and 90 (DC) Watts. APC 

sessions ranged from 1-7 in one patient, with 2-4 day intervals, until total destruction of residual 

tissue was achieved. Follow-up examinations every 6 months endured until 3 years. Pathologic 

examination revealed 17 hyperplastic polyps, 26 tubular adenomas, 8 tubulo-villous adenomas, 4 

villous adenomas and 3 pseudopolyps. Effective destroying of remnant polyp tissue was 

achieved in 56 (96,5 %) polyps in 27 (96,4 %) patients. Within follow-up time, only 2 rectal 

polyps - both villous adenomas- in 2 patients recurred. No complications rather than mild 

abdominal distention were encountered. Higher electrical power use was necessary for polyps of 

larger size, with villous component and distal localization. APC is an effective and safe method 

in the management of remnants of colorectal polyps. In larger, villous and distally localized 

polyps higher electrical power use should be recommended. }" "THE EFFICACY AND 

SAFETY OF ARGON PLASMA COAGULATION IN THE MANAGEMENT OF POLYPS 

REMNANTS IN COLON"  
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{ Back ground:} Depressed-type early colorectal neoplasms have been reported to have a 

tendency of invasion into the submucosal layer rapidly even if it is small. Moreover recently not 

only in Japan but also in the western countries, more lesions have been detected each year.  

Materials and Methods: From April 1985 to February 2000, 393 depessed-type early colorectal 

neoplasms, including 114 submucosal invasive cancers, were resected endoscopically and 

surgically. Of the lesions mentioned above, 202 lesions were examined clinicopathologically 

focusing on the shape of the depressions. We used the magnifying videoscope (CF240PZ and 

CF200Z, Olmpus) with dye-spraying(0.4% indigo carmine or 0.1% crystal violet). 

Results: The depression portion of depressed lesions was divided into two types, star-shaped and 

roundish. Of depressed lesions, 121 lesions were of the former and 81 lesions were of the latter. 

Average sizes were as follows: 5.2mm for the lesions with a star-shaped depression, 11.4mm for 

the lesions with a roundish depression.The histopathological findings of the lesions with a star-

shaped depression were as follows: 72.7% for adenoma, 14.0% for mucosal cancer, 13.3% for 

submucosal invaive cancer. Furthermore, considering the size of the lesions mentioned-above, 

the histopathological findings were as follows: less than 5mm in diameter(84.7% for adenoma, 

10.6% for mucosal cancer, 4.7% for submucosal invasive cancer), from 6mm to 10mm in 

diameter(58.6% for adenoma, 13.8% for mucosal cancer, 27.6% for submucosal invaive cancer), 

over 11mm in diameter(0% for adenoma, 66.7% for mucosal cancer, 33.3% for submucosal 

invasive cancer). On the other hand, the histopathological findings of the lesions with a roundish 

depression were as follows: 12.2% for adenoma, 8.9% for mucosal cancer, 78.9% for 

submucosal invasive cancer.Considering the size of the lesions mentioned-above, the 

histopathological findings were as follows: less than 5mm in diameter(64.3% for adenoma, 0% 

for mucosal cancer, 35.7% for submucosal invasive cancer), from 6mm to 10mm in 

diameter(7.7% for adenoma, 19.2% for mucosal cancer, 73.1% for submucosal invasive cancer), 

over 11mm in diameter(0% for adenoma, 7.3% for mucosal cancer, 92.7% for submucosal 

invasive cancer). Conclusion: Because of the tendency of submucosal invasion, the lesions with 

a roundish depression are thought to be more malignant than those with a roundish depression. }" 
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The objective of the present study was to assess the reliability of digitized images of polyps and 

flat-topped elevated lesions of the colon for diagnostic purposes in comparison to conventional 

colonoscopic images. One hundred (100) consecutive patients were submitted to colonoscopy. 

The colonoscopic images were recorded and digitized using appropriate equipment. The 

conventional images were analyzed by one examiner, and the digitized images were analyzed by 

a second examiner. The two diagnoses were compared. In the 100 patients studied we found 15 

cases of single polyps, 11 cases of multiple polyps, 9 cases of polyps associated with diverticula, 

1 case of polyps in a patient with inflammatory bowel disease, and 1 case of polyps after colonic 

anastomosis. We also found 4 flat-topped lesions in different sections of the colon, 1 flat-topped 

lesion associated with polyps, and 1 case of lateral spreading tumor of the rectum. Several other 

lesions, as well as cases of normal colon, were also found, and the kappa coefficient was used to 

assess the agreement between the diagnoses based on each type of image. Taking into 

consideration all the cases, the kappa coefficient for the agreement between the two types of 

diagnosis was 0.897; the positive predictive value was 95.5%, and the negative predictive value 

was 83.3%. In terms of agreement, the two observers reached the same diagnosis in 100% of the 

cases of polyps and in 83.3% of the cases of flat-topped elevated lesions. These results support 

the efficacy of digitized colonoscopic images for diagnostic purposes, and the notion that these 

images are reliable for applications such as telemedicine. }" "POLYPS AND FLAT-TOPPED 

ELEVATED LESIONS OF THE COLON: COMPARATIVE STUDY BETWEEN 

CONVENTIONAL VIDEOCOLONOSCOPIC AND DIGITIZED IMAGES FOR 

DIAGNOSTIC PURPOSES"  
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{ Background:} Endoscopic ultrasonograpy (EUS) can provide detailed information about 

gastrointestinal wall structure and adjacent organs. Therefore, EUS is highly accurate in the 

visualization of submucosal lesions and their sonographic layer of origin within the 

gastrointestinal wall. Several studies of EUS in the evaluation of submucosal upper G-I tract 

tumors have been published, but there have been few studies of submucosal lesions of the large 

intestine.  

{ Aim:} We evaluated the usefulness of the miniature ultrasonic probe in the submucosal lesions 

of the large intestine. { Methods and Materials:} The miniature ultrasonic probe was applied to 

24 patients who were suspected of having submucosal lesions of the large intestine, by barium 

enema or colonoscopy. Clinical studies were performed with the miniature ultrasonic probe 

(Olympus UM-2R/ 3R with 12 MHz/ 20 MHz radial-scan transducer). We evaluated the size, 

internal echogenicity, border characteristics, and layer of origin of the submucosal lesions by 

endosonographic findings. All of the lesions were confirmed histologically by endoscopic or 

surgical resection, and their ultrasonic images were compared with resected specimens.  

{ Results:} The lipomas (n=9) were visualized as hyperechoic masses and the carcinoids (n=7), 

and the granulomas (n=2) were all hypoechoic masses in the submucosal layer. The 

lymphangiomas (n=6) were visualized as cystic lesions with septal structures. Leiomyoma (n=1) 

was hypoechoic mass in the second layer. The overall diagnostic accuracy for submucosal 

tumors in the large intestine using the miniature ultrasonic probe was 96%.  

{ Conclusions:} A miniature ultrasonic probe scanning is useful in the diagnosis of submucosal 

lesions of the large intestine and can have an important role in the choice of therapy because it 

provides precise information about the size, layer of origin, and nature of these lesions. It is also 

a very simple and convenient procedure to assess submucosal tumors of the colon during the 

total colonoscopic procedure. }" "USEFULNESS OF THE MINIATURE ULTRASONIC 

PROBE FOR SUBMUCOSAL TUMORS OF THE LARGE INTESTINE"  
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{ Background:} Flat or depressed type colorectal cancers have been comprehensively described 

in the Japanese literature but are thought to occur only rarely in Western countries. High-

resolution videoendoscopy affords us to observe the fine structure of the lesions even in vivos. 

We reviewed one endoscopists experience in detecting these lesions using of videoendoscopy 

with vital dye staining.  

{ Patients and methods:} Between Sep. 1987 and May 2000, one experienced endoscopist (M.T.) 

performed colonoscopies in 26171 patients, mainly at NDDC with high-resolution 

endoscope(Fujinon EC410CW and etc).  

{ Results:} 1147 lesions of colonic cancer were found, of which 165 lesions (128 male, 37 

female, mean age 60.4 years) were early, flat or depressed cancers (14.3%). Furthermore, 9282 

lesons (mean age 58.3 years) of flat or depressed adenomas were found. Size was between 1-

65mm (mean 16mm) in cancers and 0.5-63mm (mean 3.5mm) in adenomas. Flat or depressed 

cancers and adenomas were located as follows, rectum; cancer (C) 25, adenoma (A) 241, 

sigmoid colon; C 35, A 1500, descending colon; C 19, A 1622, transverse colon; C 52, A 4036, 

ascending colon; C 26, A1465, cecum; C 8, A 418. We have performed endoscopic mucosal 

resection (EMR) in 834 flat or depressed lesions and 14 cases were needed surgical procedure. 

Macroscopic appearances, by Japanese classification, IIc; C 2, A 139, IIb; C 7, A 2249, IIa+IIc; 

C 52, A 1589, IIc+IIa; C 15, A 556, IIc+IIb; C 5,A45, IIa; 84, 4713. Dye-spray (0.1% methylene 

blue and 0.05% crystal violet) was used to define a pit pattern of each lesion. The pit pattern 

(Our classification reported UEGW Rome, 1999) of these lesions is really correlated with 

histological atypia.  

{ Conclusions:} Flat or depressed type neoplasms were common in our study series, as was 

reported by Kudo et al(Gastrointest Endosc 2000;51:AB232). The pure IIc (depressed) cancer 

was rare but existed. The small flat or depressed tumors were easily found and diagnosed 

correctly with high-resolution videoendoscopy with vital dye staining. }" "FLAT AND 

DEPRESSED CANCER AND ADENOMA:EXPERIENCE IN 26171 CONSECUTIVE 

COLONOSCOPY,USEFULNESS OF HIGH RESOLUTION COLONOSCOPY WITH 

DOUBLE DYE STAINING:METHYLENE BLUE AND CRYSTAL VIOLET"  
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{ Background and aims:} Laser (Nd:YAG) therapy and Argon plasma coagulation (APC) are 

effective modes of treatment for inoperable oesophageal and rectal cancers. This study aims to 

determine the clinical outcome of our practice over the last ten years. 

Methods: Retrospective review of case notes of all patients who received laser therapy and APC 

in the last ten years, was done. Following data was collected: Patient details, diagnosis, major 

symptoms, reason for laser therapy, number of sessions (Nd:YAG/APC), response to therapy and 

outcome. Positive response was defined as documented symptomatic improvement in at least 

50% of the sessions. Any adjuvant therapy given during or after laser was also noted.  

RESULTS: A total of 282 patients received laser therapy in the year 1990-1999;Oesophageal 

malignancy (157), Rectal cancers (64), Others (61). Total number of sessions were(911); laser 

(626), APC (285). Symptomatic improvement was achieved in 54% patients with oesophageal 

cancers and 50% patients with rectal malignancy. Mean survival in oesophageal cancer was 7 

months and rectal cancer was 12 months. 

CONCLUSION: Laser therapy is effective in improving symptoms in inoperable oesophageal 

and rectal cancers. Its true usefulness can only be determined by documentation of not only 

symptomatic improvement but also quality of life data. }" "RETROSPECTIVE CASE SERIES 

ANALYSIS OF PATIENTS RECEIVING PALLIATIVE LASER THERAPY: 10 YEARS 

EXPERIENCE"  
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{ Background:} The aim of this study was to retrospectively analyze the endoscopic placement 

of new colonic stents carried out in our department as palliative treatment in patients with 

colorectal stenosis of tumoral origin.  

{ Patients and methods:} From May 1998 to May 2000, 23 colonic stents were placed in 18 

patients (6 F, 12 M, mean age 67 years, range 41 - 86). 17 patients presented tumoral stenosis by 

adenocarci-noma colorectal and 1 had an extrinsec compression by a carcinoid tumor. Six 

patients with colorectal cancer were not metastatic but juged inoperable (poor general health). 

Twelve patients were metastatic and 5 had a colorectal anastomostic recurrence. All stents were 

placed by the same endoscopist under fluoroscopic and endoscopic guidance.  

{ Results:} The site of obstruction were the high rectum in 2, the sig-moid in 11 and the 

descending colon in 5. The type of stents used were Wallstent (n=12), Choostent (n=7), Bard 

(n=4). In 3 patients endoscopic dilatation was performed prior to placement of the stent. 

Decompression was achieved in 15/18 (83%). Stenting failure was due to an immediate 

perforation post dilatation in 1, early migration with an impossibility to insert another stent in 1 

and inexpansion of the stent through the stenosis in 1. Major complications occurred in 5/15 

(33%): 2 perforations (1 on diverticulosis area) after 15 days, 1 migration, 1 had a tumor 

overgrowth to the inferior limit of the stent, treated by a 2th stent. One patient had a persistence 

diarrhoea due to carcinosis and need a colostomy. In intent to treat, 6/18 patients need a 

colostomy. 

{ Conclusion:}  Stent is an effective alternative as a primary malignant colorectal obstruction, 

though the frequent complication and need for repeat intervention and colostomy during follow 

up should be taken into account. }" "PALLIATIVE TREATMENT OF MALIGNANT 

COLORECTAL STRICTURES WITH SELF-EXPANDIBLE METALLIC STENTS"  
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Endoscopic strip biopsy (ESB) is an established method for treatment of gastrointestinal tumors. 

Recently, the other method, ESB using an aspiration mucosectomy method with a translucent 

cap attached in the tip of endoscope (ESBC), was invented for treatment of tumors in the 

esophagus or the small intestine. Three patients with carcinoid tumor, two in the duodenum and 

one in the terminal ileum, were treated with ESBC. Before ESBC, ultrasonographic examination 

using 20MHz probe was performed in all patients and all tumors were diagnosed as well defined 

solid mass limited in the submucosal layer. Histologically, all tumors were perfectly resected 

with surrounding normal mucosa and all of them were diagnosed as a carcinoid tumor without 

malignant change. All the diameters were within 4mm in size. All cases have no recurrence and 

no metastasis thereafter. 

{ Conclusion:}  For choosing the therapeutic procedure of the small carcinoid tumor in the 

duodenum and terminal ileum where lumen is too narrow to manipulate endoscope and snare, 

ESBC would be an useful and appropriate method. }" "THREE CASES WITH A SMALL 

CARCINOID TUMOR IN THE SMALL INTESTINE RESECTED BY ENDOSCOPIC STRIP 

BIOPSY USING CAP METHOD"  
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Evaluation of appropriateness of gastrointestinal endoscopy practice has been assessed in several 

European countries. Belgium is characterised by a high number of UGI procedures performed 

which could be due to open-access endoscopy, a relatively high number of endoscopists 

(8/100000 inhabitants) and a low charge for the procedure (<90 EUR). The aim of our work was 

to assess gastroscopy indications in a random selection of general practitioners (GPs) and 

gastroenterologists (GEs) and to compare these results with a British Audit (Axon et al, BMJ 

1995) where questionnaires had been sent to a random selection of GEs (477) and GPs (70).  

{ Methods:} Eighty GEs and 200 GPs were questioned if they would order or perform an 

endoscopy in a series of 29 hypothetical clinical cases. Twenty-one of these were adapted from 

the British audit and used for comparison. A panel of experts had classified these scenarios into 

inappropriate (n=6), uncertain (n=6), and appropriate (n=9) groups. The possible answers were 

always and often (categorised as ``yes) and sometimes and never (``no).  

{ Results:} The frequency of ``yes answers from all physicians closely followed the 

categorisation (13.4%, 52.4%, 92.4%). \tx1635\tx2565\tx3435\tx4230\tx8150\fs4 \ul Groups 

Belgian British Chi-square \tab \tab \tab \tab Inappropriate (A) 25.4% 9.3% P<0.001 Uncertain 

(B) 58.6% 48.8% P<0.001 Appropriate (C) 86.4% 94.5% P<0.001 Total 61% 56.8% P<0.001 

\tab \tab \tab \tab d\fs20 Table shows the frequency of ``yes answers (%) in the 3 groups of 

scenarios.The differences were mainly seen in scenarios on functional dyspepsia and reflux 

disease in patients under the age of 45y without alarm symptoms. British physicians answered 

yes more frequently in group C scenarios (patients over the age of 45y with dyspepsia, vomiting, 

alarm symptoms). Underuse (8%) of UGI endoscopy by Belgian physicians in appropriate 

indications was observed among GPs and not among GEs. 

{ Conclusion:}  Belgian GPs and GEs seem to use gastroscopy more often in inappropriate and 

uncertain indications when compared with British physicians. Underuse is also observed in 

appropriate indications among Belgian GPs. Although national particularities can explain some 

of these differences, our results suggest the need of a better implementation of guidelines on 

appropriate indications for upper GI endoscopy. }" "OVERUSE OR UNDERUSE OF UGI 

ENDOSCOPY IN BELGIUM? REFERENCE TO A BRITISH AUDIT"  
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The possible indications for upper gastrointestinal endoscopy can be classified as inappropriate, 

uncertain, appropriate (and necessary). Our aim was (1) to evaluate possible differences between 

Belgian gastroenterologists (GE) and general practitioners (GP) in considering upper endoscopy 

in a series of clinical scenarios, and (2) to compare results between the 3 regions of the country.  

{ Methods:} Eighty GE and 200 GP sampled from the 3 regions of the country (Brussels, 

Flanders, Wallonia) were asked (in a face to face interview) if they would either order or perform 

an endoscopy (as a first line approach) in a series of 29 hypothetical clinical cases. Possible 

answers were: always - often - sometimes - never. A panel of experts had categorised these 

scenarios into inappropriate, uncertain, and appropriate. Most clinical scenarios were adapted 

from Axon et al. (BMJ 1995).  

{ Results:} For 14 of the 29 clinical scenarios GE would perform significantly more often an 

endoscopy than GP (chi-square tests). This was the case for 6/11 case stories where the experts 

deemed endoscopy appropriate or necessary (e.g. dyspepsia during 2-6 months in patient > 45 

years, follow-up after treatment of a stomach ulcer), but also for 4/9 cases with an inappropriate 

indication for upper endoscopy (e.g. typical reflux symptoms in a young patient, untreated recent 

dyspepsia in a young patient). \tx1350\tx2175\tx3330\tx4485\tx5670\tx6825\tx7725\tx8150\fs4 

\ul \tab \tab \tab Indications Always Often Sometimes Never P (chi-square) \tab \tab 

Inappropriate GEGP 11 %7 % 15 %15 % 34 %29 % 41 %51 % 0.001 Uncertain GEGP 43 %31 

% 31 %29 % 20 %28 % 7 %12 % 0.001 Appropriate GEGP 82 %61 % 12 %19 % 5 %13 % 1 

%6 % 0.001 \tab \tab d\fs20 The table shows that GE are more prone to perform an endoscopy 

both in appropriate and less appropriate indications, whereas GP more clearly decide not to 

perform an endoscopy. Physicians from Flanders would perform less likely an endoscopy in 2/9 

inappropriate indications than their colleagues from Brussels and Wallonia, and more likely in 

1/11 appropriate indications (60 y old patient with anorexia, early satiety and weight loss). 

Multivariate analysis (manova) showed that 8/29 answers were influenced by profession (GE vs. 

GP), 6/29 by region, 5/29 by working area (hospital vs. private practice), 4/29 by age and 1/29 

by gender.  

{ Conclusion} There are significant differences in use of upper endoscopy between GE and GP. 

There is a trend towards overuse in some inappropriate indications by GE and under-use in 

appropriate indications by GP. There are also some significant regional differences. (Sponsored 

by a grant of AstraZeneca, Belgium). }" "INDICATIONS FOR ENDOSCOPY IN BELGIUM: 
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{ Introduction:} In developing countries, endoscopy remains one of the most important 

instruments in gastroenterologic decision making. Since 1998 there is a strong collaboration 

between the Cercle Senegalais dHepato-Gastroenterology and the Belgian Society of Digestive 

Endoscopy resulting in exchanging projects and a common annual meeting and workshops held 

in Dakar to support gastroenterology in Senegal.  

{ Objective:} To evaluate the current situation of endoscopy in Senegal an extended 

questionnaire was sent to the 12 centres performing endoscopy in Senegal in order to obtain 

information on distribution of the centra, type of endoscopies performed, endoscopic equipment 

and accessory material, cleaning and desinfection, maintenance and reparation facilities.  

{ Results:} In Senegal (8.5 million inhabitants) twelve centres perform GI endoscopy of which 

nine are located in the Dakar area (2.5 million inhabitants). Type of endoscopies realised in 

twelve centres (n = centres): \tx2130\tx2715\tx5175\tx5355\tx8150\fs4 \ul Upper GI endoscopy 

n Lower GI endoscopy n \tab \tab \tab \tab Gastroscopy diagnostic 12 Diagnostic rigid 

proctoscopy 9 Removal foreign bodies 4 Sigmoidoscopy 2 Sclerotherapy 1 Colonoscopy 10 

ERCP 0 Therapeutic polypectomy 1 Enteroscopy 0 Sclerotherapy 1 Endoscopic ultrasound 0 \tab 

\tab \tab \tab d\fs20 Cleaning and desinfection is always manual according to procedures of the 

French Society of Digestive Endoscopy (washing machines are not available). Except for two 

private cabinets video and/or other learning devices are not in use. Biopsies are taken in each 

centre. Therapeutic procedures are only performed in a few selected centres.  

{ Conclusions and Recommendations:} Together with ultrasonography, endoscopy is an 

important diagnostic tool for gastroenterology in the developing world. In Senegal acces to these 

procedures does not seem to meet the expected standards, among others, due to long distances. 

Standardisation of endoscopic equipment is presently rather poor. Expansion of and 

collaboration with the medical industry in Senegal must be encouraged. Training programs for 

GI endoscopists in therapeutic procedures should be optimised. The described situation in 

Senegal is not different from those observed in other developing countries in Subsaharan Africa. 

Collaboration between endoscopic centres in Europe and the developing world is strongly 

recommended. }" "DIGESTIVE ENDOSCOPY IN SENEGAL, SITUATION IN 2000"  
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{ Objective:} To investigate the current practices in a sample of endoscopy units in the UK.  

{ Methods:} 200 selected endoscopy units were sent a postal questionnaire inquiring into 

workload and current practices.  

{ Results:} 153 units responded. The average workload was 200 gastroscopies and 70 

colonoscopies/month. ERCP was performed in 78% of units (average 22 procedures/month). 

75% of units gave supplemental oxygen at gastroscopy, 89% during colonoscopy and 97% at 

ERCP. 97% of units monitored O2 saturation during the procedure and 55% during recovery. 

The mean dose of midazolam was 4 mg at gastroscopy, 5 mg at colonoscopy and 6.5 mg at 

ERCP. Most units also gave pethidine at colonoscopy (79%) or ERCP (67%) at a median dose of 

50 mg. 77 units (50%) provided an ``out of hour service for acute GI haemorrhage. Most units 

would either inject bleeding varices with a sclerosant (86%) or apply bands (73%) rather than 

use bovine thrombin (8%) or glue (8%). Bleeding peptic ulcers were usually injected with 

adrenaline (84%) rather than treated with heater probe (25%), argon plasma coagulation (13%) 

or metal clips (6%). Dye spraying techniques was used at gastroscopy or colonoscopy in 20% of 

units. 9% of units (13/147) occasionally carried out endoscopic mucosal resections. 47 units 

(31%) had a nurse endoscopist performing gastroscopies (34%), flexible sigmoidoscopies (36%) 

or both (21%). 13% of nurse endoscopists performed colonoscopies and 10% did both 

colonoscopies and gastroscopies. A minority of units routinely sampled their endoscopes (25%) 

or washing machines (37%) for bacterial contamination. Lack of adequate funding was reported 

as a major or significant problem by 47% of units (70/147), a heavy workload with lists being 

overbooked was reported as a major or significant problem by 44% of units. 

{ Conclusion:}  There is a large variation in practices at endoscopy units throughout the United 

Kingdom. The most common concern was with a high workload. This is likely to increase 

further with the introduction of new two-week waiting list targets for patients with suspected 

gastrointestinal cancer in the UK. }" "WHAT IS HAPPENING IN THE BRITISH 

ENDOSCOPY UNITS?"  
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{ Introduction:} Since 1997 {\ul E}rlangen {\ul A}ctive {\ul S}imulator for {\ul I}nterventional 

{\ul E}ndoscopy (EASIE\'ae) was established for the training of endoscopic hemostasis. Until 

now, interventional ERCP could only be trained on narcotized pigs with tactile tissue feedback 

while performing cannulation, sphincterotomy techniques, stenting or stone extraction. We 

report on our preliminary experiences using the compactEASIE\'ae-simulator for structured 

ERCP-training of beginners and advanced endoscopist. The acceptance of the training was 

evaluated by using a questionnaire.  

{ Methods:} Three structured training courses (3/99, 11/99 [beginners], 1/00 [advanced]) were 

evaluated. The courses were designed as a team-training for groups of 3 doctors and 3 nurses per 

simulator. {\i Simulator:} The compactEASIE\'ae was equipped with an upper GI pig organ 

package including esophagus, stomach, duodenum and the liver. 54 of 77 (70%) participants 

filled in the questionnaire (33 doctors, 21 nurses). {\i Workshop structure:} 30 min. theoretical 

introduction, 1 hour training units for papillary cannulation, sphincterotomy techniques, guide 

wire exchange techniques, stone extraction and stenting. Each technique was demostrated and 

performed subsequently under supervision of a skilled endoscopist and nurse. Furthermore, 

endoscopic and pathologic radiologic findings were discussed.  

{ Results:} Most trainees 42/54 (78%) rated themselves as advanced or experienced 

endoscopists. Previous experience in ERCP: 19% no experience, 11% < 1 year, 33% 1-3 years, 

9% 3-6 years, 28% > 6 years. Nearly all trainees (98%) assessed the training as excellent or 

good: 80% excellent (+++), 18% good (++), 2% unsatisfactory, 0% no statement. {\i Closeness 

to reality} was assessed as follows: 92% excellent or good (46% +++, 46% ++), 4% 

unsatisfactory, 4% no statement. Evaluation of single techniques: {\i papillary cannulation:} 92% 

excellent or good (64% +++, 28% ++), 4% unsatisfactory, 4% no statement; {\i EPT:} 93% 

excellent or good (69% +++, 24% ++), 2% unsatisfactory, 5% no statement; {\i Stenting:} 82% 

excellent or good (56% +++, 26% ++), 18% unsatisfactory, 0% no statement. 

{ Conclusion:}  The team-training ERCP using the compactEASIE\'ae is close to real life, allows 

a great number of interventional ERCP-techniques and was accepted exceedingly by the trainees. 

}" "EASIE-TEAM-TRAINING ERCP - EXPERIENCES WITH A NEW TRAINING 

CONCEPT FOR INTERVENTIONAL ERCP"  
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{ Background:} There is an increasing demand for colonoscopy for investigation of colorectal 

symptoms, for surveillance, as well as in screening for colorectal cancer. In some areas of the 

world trainees working hours are reduced, with reduced possibility for obtaining quantitative 

experience.  

{ Aims:} To evaluate the number of colonoscopies required to obtain cecal intubation rate of 

>=90%.  

{ Patients and methods:} Prospective data base registration of intended and obtained level of 

colonoscopy in 1.341 (Bispebjerg Hospital) and 158 (Hiller\'f8d Hospital) scheduled procedures 

1997-1999 for three competency levels: (1) beginner (registrar), (2) intermediate (senior 

registrar, where colonoscopy training is generally offered) and (3) experienced (fully trained 

specialist). Cecal intubation rates with 95%CI were calculated for procedures 1-20, 21-40, 41-60, 

etc. Cumulated sum score (CUSUM) analysis was doneidentify the number of procedures 

required to reach and maintain or exceed the goal.  

{ Results:} The overall completion rate improved significantly during the period of registration 

from 66% (95% CI 62-72%) in 1997 to 78% (75-82%) in 1999 (P<0.05). The success rates 

varied significantly, with the beginners not reaching the goal. The intermediates completeness 

rates upper confidence level reached 90% after 60 colonoscopies (mean cecal intubation rate was 

74%), while the most experienced endoscopists upper confidence level also reached the goal 

after 60 procedures (mean rate 86%, NS). The 10-11 intermediates each did 20 scheduled 

colonoscopies per year (mean, range 10-54), while the beginners and the experienced did 13 (2-

24) and 71 (2-107). CUSUM analysis showed that it takes at >140 procedures before proficiency 

is maintained. 

{ Conclusion:}  The overall completion rate improved to levels recently published in UK and 

Swedish audits (77% and 75%, respectively), but does not reach the 90% goal. The fact that each 

trainee had a low number per year calls for restructuring training radically to concentrate and 

secure as many supevised procedures as possible. It should be investigated if computerized 

colonoscopy simulation can be used in early training to shift the learning curve. }" 
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{ Background:} Endoscopic techniques have expanded enormously in range and number over 

the last 20 years. The need for objective evalutation of medical interventions is recognized 

increasingly.  

{ Patients and methods:} Data of 180 consecutive patients (M/F 1.1, mean age 62, range 11-90) 

undergoing ERCP for the first time were prospectively recorded on a database. Main symptoms 

at presentation were: abdominal pain 60%, sepsis 15%, weight loss 15%, itch 7%. The main sign 

at presentation was jaundice (60%). Diagnostic evaluation before ERCP (US 97%, CT and/or 

RMN 58%) showed bile duct dilatation in 60%, bile duct stones in 18.5%, pancreatic head tumor 

in 8.4%, dilated pancreatic ducts 6.8%, and pancreatic cyst/psudocyst 4.2% Anaestesiologic risk 

was:. The aim of ERCP was stated and recorded before the examination was started. Only 

impatients were evaluated. Results of diagnostic/therapeutic ERCP were evaluated according to 

Cottons criteria (Gastrointest Endosc; 40:514-18, 1994). Patients were followed up at 1 week, 1 

month and 3 months.  

{ Results:} \tx960\tx1785\tx2370\tx3360\tx4200\tx4890\tx6180\tx7170\tx7965\tx8150\fs4 \ul 

Success \ul BAD outcomes \ulnone \ul Focal complications \ulnone Nonspecific Sequelae 

Secondary complications failure Minimal Mild moderate Severe Fatal \tab \tab \tab \tab 89% 

26.8% 3.3 4.4% - 0.5% 0.5% 9.4% 0.5% \tab \tab \tab \tab d\fs20 85% of failed ERCPs were in 

grade 5 (very advanced ERCP) according to Schuts (Gastrointes Endosc; 51: 535-39, 2000). 

ERCP allowed to affirm the diagnosis and/or to modify a diagnosis previusly suspected by 

conventional imaging tecniques in 83% of ampullary neoplasia, 53% of bile duct tumors, 35% of 

bile duct stones, 30% of gallbladder tumors, and 20% of pancreatic tumors. Recurrent symptoms 

and/or sequelae could always be retreated by endoscopy.  

{ Conclusions:} ERCP in a tertiary referal center is safe and effective both on a diagnostic and 

therapeutic aspect even when prospectively evaluated. }" "OUTCOMES OF ENDOSCOPIC 

TREATMENT OF BILIARY AND PANCREATIC DISEASES"  
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{ Background:} Until recently reusable biopsy forceps were commonly used in endoscopy. The 

European guidelines (june 1998) however advocate the use of disposable forceps for hygienic 

and safety reasons. { Objectives:} To examine whether the total costs for reusable forceps are 

competitive with the prices of disposable forceps in Belgium.  

{ Methods:} 5 biopsy forceps (lower and upper GI endoscopy) from three different firms 

(Wilson-Cook, Reynders, Olympus) were acquired and compared in total cost per forceps, per 

procedure and per biopsy. Total cost (in Euro) includes the price at purchase and reprocessing 

costs (cleaning supplies, labor costs).  

{ Results:} Reprocessing costs were calculated at \'80275.4 per forceps. 

\tx2655\tx4095\tx5535\tx6570\tx8150\fs4 \ul Colonoscopy Wilson-Cook Reynders Olympus \tab 

\tab \tab \tab Price at purchase 344.43 319.77 407.32 Total cost 619.77 595.17 682.72 Number of 

procedures/forceps 32 (30-33) 33 (25-41) 30 (19-37) Number of biopsies/forceps 244 (225-282) 

239 (183-279) 208 (138-321) Cost/procedure 19.37 18.04 22.75 Cost/biopsy 2.54 2.49 3.28 \tab 

\tab \tab \tab d\fs20 \tx2655\tx3960\tx5400\tx6345\tx8150\fs4 \ul Upper GI endoscopy Wilson-

Cook Reynders Olympus \tab \tab \tab \tab Price at purchase 314.48 302.75 248.89 Total cost 

589.88 578.15 524.29 Number of procedures/forceps 44 (38-56) 56 (49-65) 54 (43-62) Number 

of biopsies/forceps 94 (66-117) 168 (162-176) 151 (95-176) Cost/procedure 13.41 10.32 9.71 

Cost/biopsy 6.27 3.44 3.47 \tab \tab \tab \tab d\fs20 The costs of disposable forceps range from 

\'8012.00 to \'8084.15 per upper GI forceps, and from \'8013.49 to \'8084.15 per lower GI 

forceps. 

{ Conclusion:}  When cost-benefit analysis of reusable biopsy forceps is made, global cost must 

be considered. As long as the prices of disposable upper GI forceps remain higher than the costs 

of reusable forceps, application of the european guidelines has great impact on the budget of an 

endoscopic unit in Belgium and reinforces the demand for reimbursement. }" "COST-BENEFIT 

ANALYSIS OF REUSABLE BIOPSY FORCEPS IN AN ENDOSCOPIC UNIT: IMPACT OF 

THE EUROPEAN GUIDELINES REGARDING ENDOSCOPIC SUPPLIES"  
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{ Introduction:} surgical reductive gastroplasty is effective in the treatment of morbid obesity 

(body mass index >40). The existing surgical techniques are, however, associated with a 

substantial complication rate. We report our experience with a new, minimally invasive method: 

laparoscopic adjustable esophagogastric banding (LAEB).  

Patients and methods: between october 1997 and april 2000, 318 patients were treated. Mean age 

was 29 (range 18-54); mean body mass index was 41 (range 33-62). All patients had a history of 

failed dietary or medical treatment, and were closely followed by a dietary specialist both before 

and after surgery. A silicone inflatable band was passed around the level of the cardia; the 

balloon inside the band was connected with a catheter to an implantable reservoir port. 4 weeks 

postoperatively the band was inflated.  

Results: there were no postoperative deaths. Mean hospital stay was 2,5 days (range 1-6). In 

hospital morbidity was 4%: pneumothorax (1); respiratory complications (6), and venous 

thrombosis of the leg (1). Late complications were seen in another 4% of patients: port failure 

(3), pouch dilatation (3), total dysphagia (2) and port infection (1). Mean excess weight loss was 

15%, 30% and 45% after 3, 6 and 12 months respectively, with generally high patient 

satisfaction. There was a measurable beneficial effect on arterial hypertension, sleep apnea 

syndrome, and diabetes control.  

Conclusion: LAEB is a safe and effective new surgical treatment of morbid obesity, at least after 

medium term follow up. }" "SUCCESSFUL MINIMALLY INVASIVE SURGERY FOR 

MORBID OBESITY"  
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{ Background:} Due to natural curiosity, corrosive burns are very common in children.  

{ Purpose:} Study endoscopic picture when corrosive burns occur in children; set up an 

endoscopic examinations schedule.  

{ Patients and methods:} 1760 children have been examined in the period of 1989-1999. Among 

them: 1 to 3 years old - 77.3%; 4 to 7 y.o. - 9%; 8-12 y.o. - 12%; 13 to 15 y.o. - 1.7%. Burns 

were accidental in all age groups. All patients underwent oesophagogastroduodenoscopy. 

Examinations were conducted using pediatric gastrofiberscopes Olympus XP10, XP20, XPE. 

There were no complications during examinations.  

{ Results:} Among corrosive burns, majority were acid burns (43.1%); then alkali burns 

(27.8%), mainly caused by detergents, KMnO4 crystals (17.3%), 3% and 6% H2O2 solutions 

and others. Evaluation of the development of corrosive burns in upper gastro intestine was made 

by data collected during dynamic endoscopic examinations (7-10, 14-20, 27-30 days): first 

symptoms of cuticularization, changes in burn development and development of complications 

were observed.  

{ Summary:} Endoscopic examination within 24 hours after the trauma made it possible to 

diagnose the absence of corrosive burns in 31.3% of cases, and such patients avoided unneeded 

treatment. At the same time, in 68.7% of cases it became possible to detect level and length of 

the burns, and to choose correct therapy. Circular scars developed in 2.3% of corrosive burns, 

which led to stenopaic oesophagus. d\plain \s18 \f0\fs20\cf2 }" "ENDOSCOPIC DIAGNOSIS 

IN TREATMENT OF CORROSIVE BURNS OF UPPER GASTRO INTESTINE IN 

CHILDREN"  
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