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cle (SMA), anti-nuclear (ANA), and perinuclear antineutrophil cytoplasmic (p-
ANCA) autoantibodies. We determined the prevalence and relation of these
non-organ specific autoantibodies in PSC pts with or without associated IBD.
We also looked for a possible association of p-ANCA and the HLA DRw52a
allele (DR52a). Patients: In 63 pts (22 F/41 M), with a mean age of 44 (17-78)
yrs, PSC was present for a mean of 6 (1-26) yrs and 40 pts (64%) had asso-
ciated IBD (29 UC, 11 CD) for a mean of 12 (1-35) yrs. Methods: Sera from
63 PSC pts (23 PSC, 29 PSC/UC, 11 PSC/CD) were analysed for ANA (Hep 2),
SMA and anti-mitochondrial (AMA) autoantibodies (indirect immunofluores-
cence (IIF): positive (pos.) titre > 1:20), and p-ANCA (IIF on ethanol-fixed neu-
trophils: pos. titre 1:16; ELISA: anti-MPO/PR3/Elastase). ANA pos. pts were
also tested for anti-dsDNA. DR52a status was assessed in 60 pts with molec-
ular DNA typing technics. Results: p-ANCA IIF was pos. in 46/63 pts (73%):
16/23 (70%) PSC. 24/29 (83%) PSC/UC, and 6/11 (55%) PSC/CD pts. p-ANCA
ELISA anti-MPO/PR3/Elastase was negative in all pts. AMA was not present
in serum of any of the pts. ANA was pos. in 8/63 pts (13%). Anti-dsDNA was
negative in all ANA pos. pts. SMA was pos. in 10/63 pts (16%). ANA and
SMA were exclusively present in p-ANCA pos. pts. DR52a was pos. in 28/60
(47%) pts: 23/42 (55%) of p-ANCA pos. vs 5/18 (28%) of p-ANCA negative
pts. Conclusion: The prevalence of p-ANCA and DR52a in this Dutch group
of PSC pts confirms the results of previous studies in European and Amer-
ican pts. However, the demonstrated prevalence of p-ANCA in PSC/CD pts
was not established reliably before. ANA and SMA were exclusively present
in the p-ANCA pos. pts, suggesting a hitherto unknown association between
these non-organ specific autoantibodies in PSC. DR52a was associated with
p-ANCA status, suggesting p-ANCA to be a subclinical marker of genetic het-
erogeneity in PSC pts.

1516 Ursodeoxycholic Acid in Primary Scierosing
Cholangitis

M. van Milligen de Wit, S.J.H. van Deventer, J. van Bracht, E.A.J. Rauws,
K. Huibregtse, G.N.J. Tytgat. Dept. of Gastroenterology, Academic Medical
Center, Amsterdam, The Netherlands

Primary Scierosing Cholangitis (PSC) is a chronic cholestatic liver disease
characterized by fibro-obliterative inflammation of the entire biliary ductal sys-
tem, in 70% of cases associated with inflammatory bowel disease (IBD).

Recently, two small controlled trials have shown promising results of drug
therapy with ursodeoxycholic acid (UDCA) in the treatment of PSC. UDCA
treatment resulted in significant amelioration of liver function abnormalities
and liver histology (inflammatory score) in PSC pts. Also, a trend towards
amelioration of clinical symptoms like fatigue and pruritus was demonstrated.
We conducted a prospective uncontrolled trial to evaluate the effect of drug
therapy with UDCA on liver function abnormalities and clinical symptoms in
PSC pts. Patients: Since March 1994 18 PSC pts (8 F/10 M), with a mean age
of 41 (23-56) yrs, were enrolled for UDCA treatment PSC was present for a
mean of 3.5 (0-16) yrs and 14/18 (78%) pts had associated IBD (10 UC/4 CD)
since 15 (1-35) yrs. All pts had Child-Pugh classification A.

Liverbiopsy and ERCP were performed in 16 pts. Liverhistology showed
stage disease in 6, Stage II in 6, Stage Ill in 3, and Stage IV in 1 pt (Lud-
wig criteria). ERCP showed intra- and extrahepatic bile duct disease in 14
and only intrahepatic disease in 2 pts. Mean follow-up is 9 (6-11) months.
Methods: Pts. were treated with UDCA (Ursochol R) 12-14 mg/kg/day. LFT
and clinical symptom score were evaluated before UDCA treatment and on
subsequent two-monthly follow-up visits. Results: Comparison of LFT before
UDCA and after mean follow-up of 9 months showed significant amelioration
in all pts: Alk. phosph. decreased from 240 (89-553) to 170 (73-529) U/L (p
< 0.005), Gamma-GT from 343 (46-1680) to 134 (22-985) U/L (p < 0.005),
SGOT from 38 (13-101) to 24 (10-80) U/L (p < 0.01), and SGPT from 71 (20-
2205) to 35 (14-135) U/L (p < 0.005). Bilirubin was 10 (3-25) before UDCA
and 10 (4-41) ,umol/L (NS) after mean follow-up of 9 months. Furthermore,
a decreased prevalence of fatigue (72% 28%) (p < 0.01), pruritus (61% -)

28%) (p < 0.01), and restricted general condition (44% -+ 17%) (p = 0.07)
was observed. Mean weight of pts increased from 73.3 (45.0-104.0) to 77.7
(49.5-106.0) kg (p < 0.01). One PSC pt. with associated CD experienced di-
arrhea, which resolved after UDCA dose reduction from 900 to 600 mg daily.
Conclusion. UDCA has a beneficial effect on liver function abnormalities and
clinical symptoms in PSC pts.

115211 Blue Rubber Bleb Nevus Syndrome
A. Castanheira, P Souto, J.E. Pina Cabral, C. Sofia, A. Donato, D. Freitas.
Servigo de Gastrenterologia, Hospitais da Universidade de Coimbra, Portugal

Blue rubber bleb nevus syndrome (BRBNS) is a rare entity defined by the
association of multiple hemangiomas of the skin (with clinical and histological
distinguishing features) and similar vascular lesions in the digestive tract. In
addition, lesions may occur in other locations. Most cases of BRBNS do not
have a positive family history.
We studied a family, in which we had disclosed six cases, with evidence

of an autosomal dominant mode of inheritance.
The index case is a 31-year-old female referred to our Department with a

lifelong history of cutaneous angiomata and esophageal lesions erroneously
interpreted as esophageal varices in an radiologic evaluation. The patient was
extensively studied and the diagnosis of BRBNS was made based on clini-
cal, endoscopic and histologic findings. Despite exuberant digestive lesions,

namely in the esophagus, the patient never presented anemia or digestive
hemorrhage. Findings either from skin or digestives lesions (endoscopy, en-
doscopic ultrasonography, CT scan, scintigraphy) will be presented and dis-
cussed.

Other members of this family were also studied. As will be shown, 99mTc
pertechnetate labeled red cell scan has been used as an effective tool for
screening and detection of lesions in whole body. To our knowledge, these
are the first clinical cases where whole body scintigram was used and seems
to be an effective screening method of the disease.

11522 Liver Pathology In the MDR2 Knockout Mouse is
Determined by Bile Salt Hydrophobicity

C.M.J. van Nieuwkerk 1.2, R. Ottenhoff 1, M. van Wijland 1,
K.P Dingemans2, M.A. van de Bergh Weerman 2, G.N.J. Tytgat1,
G.J.A. Offerhaus 2, A.K. Groeny 1, R.PJ. Oude Elferink 1. 1 Depts. of
Gastroenterology & Hepatology 2 Dept. of Pathology, Academic Medical
Center, Amsterdam, The Netherlands

The mouse mdr2 gene encodes a P-glycoprotein expressed in the canalicular
membrane of the hepatocyte. Mice in which this gene has been inactivated
lack biliary phospholipid secretion and develop non-suppurative cholangitis
(AJP 1994;145:1237-45). Hypothesis The liver pathology in the mdr2 knock-
out mouse is caused by toxicity due to bile salt hydro-phobicity. Aim To test
this hypothesis we have manipulated the bile salt hydrophilicity by adding
cholate (CA) and ursodeoxycholate (UDCA) to the standard purified control
diet in a prospective intervention study to investigate the development of
liver pathology in the mdr2 knockout mouse. Methods 63 mice homozygous
(+/+) or (-/-) for the mdr2 gene were fed with either purified control (PC) diet
or diet supplemented with CA (0.1 %) or UDCA (0.5%) for 3, 6, or 22 weeks
after weaning. Subsequently, bile was collected after cannulation of the gall-
bladder during 2 hrs after which the liver was resected. Analysis of liver histol-
ogy included eosinophilic bodies, portal inflammation, ductular proliferation,
mitotic activity and fibrosis and was semi-quantitatively scored from 0-3 for
each parameter. Results The bile salt pool of (+/+) and (-/-) mice on PC
diet consisted mainly of muricholate (MCA; 70 ± 14%) and CA conjugates
(29 ± 14%). This changed to 87 ± 10% CA and 81 ± 7% UDCA on CA- and
UDCA-containing diets, the remainder being MCA. The CA diet induced mild
liver pathology in (+/+) mice (mean 2.1; range 1-3), but caused death in 4
of the 12 (-/-) mice and pronounced pathology in the surviving eight (mean
11; range 9-13). Serum alkaline phosphatase did not change in (+/+) but
increased 14-fold in (-/-) mice after 22 weeks on a CA diet. Dietary UDCA
had no effect on liver histology and serum enzymes in (+/+) but decreased
liverpathology significantly in (-/-) mice (7;5-11 on control diet and 3.6;2-5
on UDCA diet; p < 0.05). Ductular proliferation, but most portal inflammation
decreased and this decrease was strongest at 22 weeks. Conclusions (1) Al-
ready after 3 weeks cholate deteriorates liver histology in the mdr2 knockout
mouse, especially portal inflammation and ductular proliferation. Septate fi-
brosis is the ultimate result. (2) Ursodeoxycholate in contrast improves the
liver pathology significantly compared to a control diet in the mdr2 knock-
out mouse. (3) These results support the notion that the liverpathology in
the mdr2 knockout mouse is due to the hydrophobic nature of the bile salt
composition due to the absence of phospholipids.

1525 I Evaluation of the High Risk Factors In Cases of Peptic
Ulcer Bleeding (PUB) Admitted to a
Gastroenterological Intensive Care Unit (GICU)

J.M. Romaozinho, P Souto, I. Cotrim, V. Rodrigues, E. Camacho, M. Ferreira,
A. Donato, Diniz Freitas. Servigo de Gastrenterologia, Hospitais da
Universidade de Coimbra, Coimbra, Portugal
Objectives: To evaluate the weight of the so-called "high risk prognostic fac-
tors" (HRPF) on the mortality observed in cases of PUB admitted to a GICU.

Material and Methods: Clinical, laboratory and endoscopic data were col-
lected prospectively in 179 patients with PUB admired to GICU, between
February 1992 and December 1994. All these patients presented at least one
of the following HRPF: Age > 60 years, severe initial bleed (hypotension <
100 mmHg and/or Ht < 30%), associated diseases, intra-hospitalar onset
and/or major endoscopic stigmata of hemorrhage (active bleeding, visible
vessel or adherent clot). All the cases in which initial emergency endoscopy
(performed within 12 h of admission to hospital) revealed active bleeding, as
well as some of the ulcers with nonbleeding visible vesel, were submitted
to endoscopic haemostasis (injection with ethanol or epinephrine + ethanol)
before its admission to GICU. The criteria for surgery was continuous active
initial bleeding or rebleeding without control by endoscopic haemostasis. The
individual Odds Ratio and confidence interval (95%) was estimated in order
to quantify the weight of each HRPF on the PUB mortality.

Results: The population mean age was 62.0 ± 17.4 years (12 to 94 years).
GICU mortality rate was 3.4%, while overall hospital mortality rate was 8.9%.
Surgery was performed in 20.7% of the cases with a mortality rate of 10.8%
(see table):
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n Mortality(%) OR IC IC

Age (>60 years) 108 12.9 5.14 1.56 23.24
Hypotension 42 16.7 2.84 0.68 n8.18
Ht (<30%) 131 11.5 6.08 2.44 47.61
Associated diseases 94 14.9 7.26 2.21 32.83
Intra-hospitalar onset 16 25.0 4.19 1.13 14.98
Major endoscopic stigmata 159 8.8 0.87 0.27 n4.17
First 24 hours rebleeding 21 28.6 5.92 1.49 18.45
NSAIDs 76 7.9 0.80 0.19 2.30

Conclusions: The individual analysis of the reported HRPF show that only
age (>60 years), Ht (<30%), associated diseases, intra-hospitalar onset and
first 24 hours rebleeding have a significant weight on the mortality observed
in cases of peptic ulcer bleeding admitted to a GICU.

1530 Self-expandable Metal Stents (SE-stents) in Patients
with Biliary Obstruction Due to Metastatic Malignant
Disease

A.M. van Berkel 1, J.J.G.H.M. Bergman 1, I. Waxman 2, P. Andres 2,
K. Huibregtse 1. 1 Depts. of Gastroenterology, Academic Medical Center,
Amsterdam, The Netherlands; 2 Beth Israel Hospital, Boston, MD, USA

In patients with obstruction of the common bile duct (CBD) caused by primary
pancreatico-biliary tumors, SE-stents have been shown to remain patent for
a median duration of 273 days (range 14-363) [1]. However, in series that
have included patients with CBD obstruction from metastatic disease, the
reported median stent patency appears to be significantly shorter, i.e. 111
days [21. We studied the duration of SE-stent patency in patients with CBD
obstruction from metastatic tumors.

Methods: All patients who received a SE-stent (Wallstent®) for metastatic
biliary obstruction from January 1990 to August 1994 were retrospectively
analyzed. Follow-up was achieved by contacting referring physicians andlor
general practitioners and lasted to the end of the study period (November
1994) or death of the patient. Follow-up was discontinued when a polyethy-
lene (PE) stent was inserted through the SE-stent for treatment of stent ob-
struction.

Results: 28 patients were identified; 14 males and 14 females, mean
age 61 yrs (24-87). Tumor types included: colon 32%, breast 21%, gastroe-
sophageal 18%, bronchial 7% and miscellaneous 21%. Long-term follow-
up was established in 27 patients (96%) for a median duration of 140 days
(range 11-561). Eleven patients died through the study period, there were 3
related deaths. Median duration of SE-stent patency was 265 days, range 11-
519 (Kaplan-Meier life-table analysis). SE-stent obstruction occurred in 13 pa-
tients; 7 patients presented with cholangitis, 6 patients had jaundice. Cause
of obstruction was established in 10 patients: 7 had tumor ingrowth and 3
tumor overgrowth. Treatment consisted of insertion of PE-stents in 7 patients
and placement of a second SE-stent in 3 patients.

Conclusions: In patients with metastatic obstruction of the CBD, duration
of patency of SE-stents is comparable to that reported in series of SE-stent
for pancreatico-biliary malignancies.

[1 ] Davids et al. Lancet 1992; 340: 1488-92.
[2] Carr-Lock et al. Gastrointest Endosc 1993; 39: 310.

1534 Hepatocellular Carcinoma (HCC): An Analysis of 44
Cases

H. Queiroz, G. Macedo, J. Pires, P Figueira, T. Ribeiro. Gastroenterology
Unit, Hosp S Jojo, Porto, Portugal
Aim: To evaluate the clinical, laboratorial and imaging characteristics of HCC
diagnosed in a Gastro Unit ward.

Material and Methods: A retrospective 13 years old study of 44 consecu-
tive patients (31 males), aged between 7-70 years old, with the diagnosis of
HCC based on alpha feto protein (AFP), imaging techniques (US and CT scan)
and histology (under US or laparoscopy guidance).

Results: In 42 (95%) patients, histology was obtained. In only 4 (4%), HCC
was not associated with cirrhosis, being in 2 fibrolamelar forms. Previous in-
fection with HBV was found in 45%, being Hbs Ag positive 32% and isolated
anticore positive, 13%. In the last 20 patients, anti HCV was positive in 30%.
Only 1 patient had hemochromatosis and one had exposure to carbon tetra-
chloride. Ethanol ingestion above 60 g/day was found in 59%. Levels above
300 ng/ml of AFP were determined in 64%, being normal in 11 %. In all, a US
detected nodule or mass was suspected to be HCC. Histology was obtained
with US guidance in 30%, laparoscopy in 64% and in 2% through laparotomy.
In 2 patients, after US guided biopsy, hemoperitoneum developed, and was
conservately managed. Two patients are still alive, and the mean survival time
after diagnosis, for the hole series is 9 months (1-30). Only 14 (30%) patients
were submitted to any form of treatment.

Conclusions; Histology confirmed the diagnosis in 95% of patients. A ma-
jor complication was found in 5%, after US guided liver biopsy. AFP was nor-
mal in 11 %. The relative importance of infection with HBV or HCV, seems to
be similar. The low number of candidates to any form of treatment, suggests
that despite the use of sensitive techniques as US, CT and AFP the diagnosis
of HCC is generally late.

11538I Estimation of Iron Overload in Chronic Hepatitis (CH)
and Alcoholic Liver Disease (ALD)

G. Macedo, J. Pires, M. Conde, L. Carvalho, R. Silva, C. Salgado, R Figueira.
T. Ribeiro. Gastroenterology Unit, Hosp. S. Joao, Porto, Portugal
Aim: To evaluate through total iron binding capacity (TIBC) the possible iron
overload described by some authors (Bisceglie, Chapman) in CH and ALD.

Materialand Methods: We evaluated ferritin levels and TIBC in 30 patients
(Group A) with CH, before any antiviral treatment and 40 cirrhotic patients
(Group B), 30 of whom because of ethanol ingestion, all with comproving
histology. Aspartate aminotransferase (AST) was also registered at the time
of ferritin and TIBC assessment.

Results; Mean values of TIBC in group A were 36%, ferritin 255 microg and
AST 108 Units. In group B, values for TIBC, ferritin and AST were respectively
47%, 342 and 41. A TIBC above 50% was found in 3 patients (10%) from
group A and 6 (15%) from B. A ferritin above 400 microg/l was seen In 7
(23%) patients from group A and in 11 (27%) cirrhotics. The ratio ferritin/AST
was 2.3 for group A and 8.3 for group B. In 6/40 (15% 9 patients with alcoholic
hepatitis, from group B, the ferritin values were 641, TIBC 43% and AST 41.

Conclusions: (1) Cirrhotic patients, with less cyto lysis, tended to present
higher ferritin levels and TIBC than chronic hepatitis patients. (2) These find-
ings support the existence of a progressive iron load in chronic liver disease.
not related to the degree of hepatocellular necrosis.

115401 Prevalence of Hepatitis E Virus Antibody in
Hemodialysis Patients

G. Macedo, A.P Chaves, T. Pinto, J. Monteiro, F Seixas, 0. Peteira,
B. Carvalho, A. Loureiro. Nefronorte, Paredes, Portugal
Hepatitis E virus (HEV), the main etiological agent of enterically transmitted
non-A non-B hepatitis, has caused epidemic outbreaks in developing coun-
tries and has been sporadically observed in industrialised countries. However,
the risk factors associated with anti-HEV positivity are not known yet.
We studied the prevalence of HEV antibodies in a population of 68 por-

tuguese hemodialysis patients (34 males, aged 20-76 years old) and anal-
ysed 50 blood samples from asymptomatic volunteer blood donors (AVBD)
without hbv or hcv markers. All samples were tested with HEV EIA (Abbott
Diagnostic) using recombinant antigens from open reading frames 2 and 3
(SG3 and 8-5) coding respectively non structural and structural proteins from
Burma virus. PCR technique was used to detect HBV DNA and HCV RNA in
dialysis patients.

The prevalence of HEV antibodies in our hemodialysis patients was 4%
(3l68), while HCV PCR positive patients were 10%, 7/68, and Hbs Ag positive
patients were 5% (4/68). Anti HEV was detected in 2/50 (4%) from AVBD. The
values ot optic density/cutoff found in dialysis patients were 1.1; 1.3 and 1.8:
in AVBD they were 1.1 and 1.5.

Conclusions: (1) The prevalence of anti-HEV in dialysis patients was similar
to that one found in AVBD (4%). (2) All positive samples showed values of
OD/cut off that were less than two times the cut off point, which seems to
demonstrate that these values should be confirmed by a supplemental assay.

11543 Use of PCR and DNA Hybridization in Determining
cagA Among Helicobacter pylori lsolates from Peptic
Ulcer and Non-ulcer Patients

R.W.M. van der Hulst, J.FL. Weel, Y. Gerrits, M. Feller, G.N.J. Tytgat,
J. Dankert, A. van der Ende. Dept. of Microbiology and Gastroenterology,
Academic Medical Center, Amsterdam
Helicobacter infection (Hp) infection results in peptic ulcer in about 15-20%
of the Hp-infected patients. Initially the serum of virtually all Hp-positive pa-
tients with gastric and/or duodenal ulceration and only about 60% of patients
with chronic gastritis have been reported to contain antibodies against a 120-
140 kDa protein. This finding suggested a strong association between this
protein, encoded by cagA and ulcerogenesis. Recently however, several other
groups have reported major differences in the precentage of cagA positive
H. pylori isolated from their group of patients with petic ulcer disease. The
aim of this study was to investigate the association of cagA with peptic ul-
cer disease using two different molecular biological methods in a series of
157 consecutive patients referred for diagnostic upper GI endoscopy, who
were found to be Hp-positive. The cagA status of all Hp colonies isolated on
the primary plates of both antrum and corpus biopsy specimens, was tested
by PCR (DNA was isolated from the bacteria by boiling, followed by phenol
extrcation and ethanol precipitation). Isolates which were cagA negative by
PCR were reexamined by colony hybridization. Among the 78 patients with
endoscopically proven ulcers, 71 were colonized with cagA-positive H. pylori
(91%). Sixty nine out of the 71 H. pylori isolates appeared to be cagA-positive
by PCR. In 2 cases cagA gene was detected by colony hybridization only.
In the group of patients with gastritis 49 out of 79 (62%) were found to be
colonized with cagA-positive H. pylori. In 43 Hp isolates the cagA gene was
detected by PCR, whereas the isolates of 6 other patients were only found
to be cagA-positive by colony hybridization. The data support the idea that in-
fection with cagA postive H. pylori isolates is strongly associated with peptic
ulcer disease and to a lesser extent with chronic gastritis. Furthermore, these
results stress the importance of using two molecular biological techniques
for the detection of cagA in H. pylori isolates.
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11544 Placebo-controlled Trial of Enteric Coated Pancreatin
Microsphere Therapy in Patients with Unresectable
Cancer of the Pancreatic Head Region

M.J. Bruno 1, E.B. Haverkort2, J.G.P Tijssen 3, G.N.J. Tytgat 1, D.J. van
Leeuwen 1.4 1 Div. of Gastroenterology; 2 Dept. of Dietetics; 3 Dept of
Clinical Epidemiology and Biostatistics, 4 Div. of Gastroenterology, University
ofAlabama, Birmingham, USA

Background/Aims: Impediment of pancreatic juice flow due to mechanical
obstruction of the pancreatic duct in patients with cancer of the pancreatic
head region causes exocrine pancreatic insufficiency with steatorrhoea and
creatorrhoea. This may contribute to the profound weight loss that is of-
ten seen in these patients. We investigated whether this weight loss can

be reduced or prevented by pancreatic enzyme replacement therapy. Meth-
ods: Twenty-one patients with unresectable cancer of the pancreatic head
region were randomized in a double blind trial period of eight weeks to re-

ceive either placebo or an enteric coated pancreatin enzyme preparation in
a dosage of three times daily 50,000 Ph.Eur.U. of lipase during main meals
and three times daily 25,000 Ph.Eur.U. of lipase during in-between snacks.
All patients received dietary counselling throughout the trial. Result: The dif-
ference in the percentage change of body weight was statistically significant
with a mean difference of 4.9% (p = 0.02, 95% Cl for the difference ranging
from 0.9 to 8.9). Patients on pancreatic enzymes gained 1.2% body weight
whereas patients on placebo lost 3.7%. On pancreatic enzymes, the fat ab-
sorption coefficient improved 12% whereas on placebo it dropped 8%, but
the difference was not statistically significant (p = 0.13, 95% Cl for the differ-
ence ranging from -6 to 45). Daily total caloric intake was significantly higher
in patients on pancreatic enzymes (2015 Kcal) than in patients on placebo
(1594 Kcal) (p = 0.04, 95% Cl for the difference ranging from 20 to 822). The
severity and occurrence of steatorrhoea associated complaints did not differ
between both groups. Conclusions: We conclude that in patients with unre-

sectable cancer of the pancreatic head region and occlusion of the pancre-
atic duct, weight loss can be prevented, at least for the period immediately
after the diagnosis and the insertion of a biliary endoprosthesis, by enteric
coated pancreatin enzyme replacement therapy in combination with dietary
counselling.

11545 Contribution of Videodefaecography for Detection and
Diagnostic Evaluation of Anal Suppurative Disease

M. Mascarenhas-Saraiva, A. Marques, F.C. Pogas, J. Trigueiros,
A. Mascarenhas-Saraiva. Dept Gastroenterology and Surgery, Hospital Santo
Antonio, Porto, Portugal

Aims: Evaluation of the usefulness of defaecography in diagnosing anal sup-
purative diseases, based on the possibility of opacification starting from the
primary cryptic orifice during defecation.

Materials and methods: Defaecography was performed on 20 patients
with an established or suspected clinical diagnosis of anal suppurative dis-
ease. The fluoroscopic image was recorded on a videotape, allowing a later
analysis in slow-motion.

Results: (A) Patients with suspected anal suppuration, not confirmed at
proctologic examination -2 patients. Lower recto-vaginal fistula- 1. Normal
examination (suppurative hydradenitis diagnosed at surgery) - 1.

(B) Patients with established diagnosis of anal fistula and identification of
the crypt at proctologic examination - 12 patients. A permeable crypt was
identified in all. Additional findings were detected: intermuscular abscess in
4 pts and the complete fistulous track in 6 pts.

(C) Patients with established diagnosis of anal fistula, but without identi-
fication of the crypt at proctologic examination - the abnormal crypt was

detected in 5 of 6 patients. Additional findings were a lower recto-vaginal
fistula (1 pt), intermuscular abscess (1 pt) and a complete fistulous track (2
pts).

Conclusions: (1) Defaecography allows the detection of an abnormally per-
meable crypt causing anal suppurative disease. (2) Can detect intermuscular
abscesses com municating with the crypt, and (3) the complete fistulous track
can be demonstrated in some cases ("crypt fistulography").

11546 Gastric Emptying and Pharmacodynamics of a 2
Millimeter Enteric Coated Pancreatin Microsphere
Preparation in Patients with Chronic Pancreatitis

M.J. Bruno 1, J.J.J. Borm 2, F.J. Hoek 13, B. Deizenne 3, A.F. Hofmann4,
J.J.M. de Goeij 5, E.A. van Royen 2, D.J. van Leeuwen 6, G.N.J. Tytgat 1.
1 Dept. of Gastroenterology, 2 Dept. of Nuclear Medicine, 3 Dept. of Clinical
Chemistry Academic Medical Center, Amsterdam, NL; 4 Dept. of
Gastroenterology, Univ. of California, San Diego, USA; 5 Interfaculty Reactor
Institute, Univ of Delft, NL; 6 Dept. of Gastroenterology, Univ. ofAlabama,
Birmingham, USA

Background/Aims: In the treatment of exocrine pancreatic insufficiency, the
relationships among the gastric emptying of a solid meal, the gastric emp-
tying of an enteric coated pancreatin microsphere (ECPM) preparation, and
the resulting intraluminal pancreatic enzyme activities are poorly understood.
Methods: We investigated 8 patients with chronic pancreatitis (CP) and
9 healthy volunteers (HV). Gastric emptying was assessed by double iso-
tope scintigraphy. The solid meal (pancake) was labeled with 99mTc. A 2

mm ECPM preparation was cold-labeled with 170Er. Before ingestion, the
ECPM preparation was neutron activated in a nuclear reactor, resulting in
the short-living radioisotope 171Er. The total enzyme dosage was +42,000
U. lipase and ±2350 U. of proteases. Enzyme activities were assessed
with the cholesterol-[14C]-octanoate breath test and the N-benzoyl-tyrosyl-
p-aminobenzoic acid/p-amino-salicylic acid (NBT-PABA/PAS) test. 14C02 out-
puts in breath and plasma PABA concentrations were determined at 30-min
intervals for 4-h and then hourly for an additional 2-h. The urinary PABA/PAS
ratio was determined in a 6-h sample. Results: Compared to the pancake, the
gastric emptying of the 2 mm ECPM preparation was retarded in HVs (me-
dian 50-percentile: > 172 min), but accelerated in CP (median 50-percentile:
> 24 min). 14C02 output in breath rose significantly from 30% to 70% (sig-
nificantly different from HVs). Plasma PABA concentration rose significantly
from 46% to 87% (not significantly different from HVs). The urinary PABA/PAS
ratio rose significantly from 36% to 80% (not significantly different from HVs).
Conclusions: In CP. a 2 mm ECPM preparation emptied accelerated from the
stomach compared to a solid meal. Intraluminal pancreatic enzyme activi-
ties rose to near normal levels suggesting adequate mixture of enzymes and
chyme in the small intestine.

11549 I Helicobacter Eradication Affects the Natural Course of
Gastric Ulcer Disease; 11 Years Follow-up

R.W.M. van der Hulst, B. Koycu, J.J. Keller, M.J. Bruno, E.A.J. Rauws,
G. N.J. Tytgat. Department of Gastroenterology, Academic Medical Centre,
Amsterdam, the Netherlands

There is growing evidence that H. pylori infection is associated with gastric
ulcer disease. Few studies have demonstrated gastric ulcers (GU) to reccur
in only a small number of patients, following successful H. pylori eradication.
These studies have followed GU patients for one year or less. Little is known
about the outcome over a longer period. Therefore we studied the longterm
effect of H. pylori eradication in patients with endoscopically proven gastric
ulcers, enrolled in H. pylori eradication trials in between 1984 and 1995. From
then on patients underwent repetitive endoscopies during a follow-up period
of minimally 1 year Relapse of GU was defined as recurrent GU at follow-
up endoscopy. Patients using NSAID's, or maintenance antisecretory therapy
were excluded. Eradication regimens comprised various bismuth- or omepra-
zolel antibiotic combination therapies. H. pylori eradication was assessed by
culture and histopathology of antrum biopsies.

Data of 348 patients were analysed, of whom 64 had gastric ulcer. The
mean follow-up was 4.72 years (1.4-10.9 years). Forty five GU patients were
successfully eradicated. In the Hp-positive follow-up period (mean 2.92 yrs,
0.04-9.8), 28 patients had a GU-relapse in 186.9 patient years; 15% relapses
per patient year. In the Hp-negative follow-up period (mean 2.34 yrs, 0.13-
6.6), 3 patients had recurrent GU during 181.6 patient years; 1.7% relapses
per patient year. The difference in the incidence of relapse rates between both
groups was highly significant (log rank test p < 0.001).

Conclusion: Eradication changes the natural history of gastric ulcer dis-
ease dramatically. Eradication of H. pylori in gastric ulcer disease should be
advocated, in view of the high relapse rates in non-eradicated patients.

115551 Frequency of Chronic Hepatitis C Virus (HCV)
Infection Among Individuals with Indeterminate
Results After Riba-l1 HCV Test. A Prospective Study

G.N. Dalekos, E. Zervou 1, F. Karabini 1, E.V Tsianos. Dept. of Internal
Medicine (Hepato-Gastroenterology Division), loannina, Greece,. 1 Blood
Bank at the University Hospital of loannina, Greece

Indeterminate results for antibodies to HCV (anti-HCV) is a serious problem
for Blood Banks as well as for clinicians. PCR-RNA appears to be the most
accurate test for distinguishing the viremic from nonviremic patients. How-
ever, its use is difficult in a routine schedule for divisions with large number
of patients. We prospectively investigated 39 patients who were repeatedly
positive by ELISA-2 and were reactive for only one of the four recombinant
polypeptides of the RIBA-I1. 23 healthy blood donors, 6 multitransfused pa-
tients, 3 chronic haemodialysis patients and 7 patients with abnormal liver
function tests (LFTs) were followed for 18 months. ELISA-3 (Abbott Lab),
ELISA-4 (Murex-Well.) and RIBA-III (Ortho Diag. Systems) were used. Healthy
blood donors with repeatedly normal transaminases were positive by ELISA-
3 but only 3123 were positive by ELISA-4 while none of them was positive
by RIBA-III (6/23, indeterminate only). Five patients (all of the abnormal LFTs
group) with repeatedly elevated transminases for at least six months were
positive by ELISA-3, ELISA-4 and RIBA-IlI. In general, 15/39 (38.5%) had re-
peatedly hypertransaminasaemia. Five of them (33.3%) had chronic HCV in-
fection (RIBA-III positive and histological confirmation) while the rest 10/15
had indeterminate RIBA-III. Conclusions: (1) A significant proportion (12.8%)
of subjects with indeterminate results by RIBA-II HCV had chronic HCV infec-
tion. (2) The ELISA-4 and RIBA-III seem to be superior, regarding the speci-
ficity, compared to ELISA-3. (3) The majority (5/7, 71.4%) of the group with
abnormal LFTs and indeterminate results after RIBA-II had chronic HCV infec-
tion. (4) In cases with an indeterminate result after RIBA-II, RIBA-IlI appears
to be the method with the highest specificity and sensitivity compared to the
newer ELISAs, and therefore, we believe that could be the most convenient
routine test in distinguishing viremic from non-viremic patients, when a RCP-
RNA for HCV is difficult to be used.
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1556 j Endosonographic Staging of a Gastric Carcinoid
Tumour

I. Duarte, L. Carrilho Ribeiro, A. Costa, A. Baptista, J. Velosa, J. Girao,
0. Bordalo. University Hospital of Santa Maria, Lisboa, Portugal
Gastric carcinoid is a rare tumour, accounting for ±0.3% of all gastric tu-
mours. Still, they are being increasingly identified, especially in pernicious
anaemia (PA) patients, where hypergastrinaemia (HG) is thought to act as
major promoting factor. Hirschowitz et al have recently shown that the loss
of the HG state, after antrectomy, can lead to regression of multiple proximal
gastric carcinoids in 6 to 16 weeks. Nevertheless, solitary carcinoids >2 cm
are often locally invasive or metastatic and surgical removal is recommended.

Case Report: A 54 year-old caucasian man with pernicious anaemia un-
derwent gastroscopic screening and was found to have a single broad-based
polypoid lesion in the vertical lesser curve. It was reddish, had a slight central
ulceration and measured ±2 cm. Biopsies from the ulceration proved it to be
a ECL-cell carcinoid tumour.

Endosonographic/Pathological Staging: Endoscopic ultrasound (EUS)
showed the lesion as a hypaechoic mass disrupting the first 4 sonographic
layers, hence the mucosa, submucosa and the muscularis propria. No re-
gional lymph nodes were identified and it was staged as EUS T2NO. Due to
the size of the lesion, the patient underwent limited surgical resection of the
tumour. Pathological examination of the resected specimen was in agree-
ment with the EUS staging.

Conclusion: EUS has correctly staged this gastric carcinoid tumour. Be-
yond tumour size, EUS stanging could be useful when selecting patients for
endoscopic removal or surgical procedures such as local excision vs. antrec-
tomy vs. total gastrectomy.

1557 Primary Biliary Cirrhosis Associated with
Anticardiolipin Syndrome

G.N. Dalekos, F.N. Skopouli, E.V Tsianos. Dept of Internal Medicine, School
of Medicine, University of loannina, Greece

Primary biliary cirrhosis (PBC) a chronic, progressive, cholestatic inflamma-
tory liver disease, is commonly associated with many autoimmune disorders,
and strongly associated with antimitochondrial antibodies (AMA). Two pa-
tients with PBC in association with some of the manifestations of the so-
called anticardiolipin syndrome (anti-CL), are presented. (1) A 65 year old
man was admitted because of behavioural disorders, unexplained aggres-
siveness and confusion, mild thrombocytopenia (90.000 CU/mm), elevated
liver enzymes and hypergammaglobulinemia. Neurological examination was
negative and the brain CT-scan revealed slight atrophy. Physical examination
revealed hypopigmental regions of the skin, liver palms, clubbing and purpura
on the lower limbs. AMA were positive by indirect immunofluorescence (IF),
titre: 1/2560 as well as by ELISA (Anti-pyruvate dehydrogenase antibodies,
anti-PDH). Anti-CL antibodies were high (IgG and IgM classes). Liver biopsy
showed lesions compatible to PBC (stage Ito 11). (2) A 49 year old woman was
admitted because of sicca syndrome, Raynaud's phenomenon arthralgias,
fatigueability, elevated liver function tests, and low platelet counts (50.000
CU/mm). AMA were detected by the two methods (IF titre: 1/20480 and anti-
PDH antibodies). Anti-CL antibodies were also high. Liver biopsy was com-
patible with PBC (stage 1). The patient had two thrombotic events during the
follow-up. Conclussions: To the best of our knowledge this is the first report
where PBC is associated with some of the manifestations of the so-called
anti-CL syndrome (e.g. neuropsychiatric disorders, thrombocytopenia, throm-
botic episodes, increased anti-CL antibodies) suggesting that PBC can be as-
sociated with all of the postulated autoimmune disorders or syndromes. This
association seems to be a rare event since none of the rest of our patients
suffering from PBC have anti-CL antibodies whereas, in a recent multi-center
study none of the patients suffering from primary anti-CL syndrome had anti-
PDH antibodies.

1558 Nutcracker Esophagus. Relationship with
Gastroesophageal Reflux Disease

E. Pires, R. Palma, L. Correia, J. Lopes, A. Carvalhinhos. Hospital Santa
Maria, Dep. of Medicine 11, Lisbon, Portugal
Introduction: Nutcracker esophagus (NE) is the most common esophageal
motor abnormality in patients with non-cardiac chest pain and its potential
relationship with gastroesophageal reflux disease (GERD) has been reported.

Aims: (1) To determine the prevalence of NE in our population of patients
referred to esophageal manometry; (2) To evaluate the symptoms of presen-
tation; (3) To establish the prevalence of patients with NE.

Methods: In a retrospective review of manometric records, from Novem-
ber 1983 until January 1995, we evaluate the complaints, results of en-
doscopy, barium swallow and ambulatory 24 h pH monitoring in patients with
NE.

Results: Of the 2700 motility records reviewed, we found 169 patients
meeting the criteria of NE (105 women and 64 men with a mean age of 53.4
yrs, range 21-83 yrs). 111 patients had one symptom: (1). Chest pain in 60
(35%); (2). Dysphagia in 40 (23%) and (3). Reflux symptoms (pyrosis and/or
regurgitation) in 11 (6.5%). The remaining 58 (34%) had the three symptoms.
Endoscopy was normal in 53% and revealed esophagitis in 17%. Barium
esophagogram was normal in 59%, showed hiatal hernia in 10% and dis-

motility in 19%. The pH studies revealed pathological GERD in 7 (7/24-
29%).

Conclusions: (1) NE is a rare manometric diagnosis in our population -
6.2% (169/2700). (2) The dominant isolated complaint was chest pain; reflux
symptoms were frequent. (3) GERD should be ruled out In patients with NE.

15591 Frequency of Cryoglobulins in Patients with Chronic
Viral Hepatitis (CVH) Infections, in NW Greece:
Evidence of Subclinical Cryoglobulinaemia

G.N. Dalekos1, E.Zervou2, E.V.Tsianos3, H.M. Moutsopoulos4.
Laboratory of Clinical Immunology, 3 Hepato-Gastroenterology Division,

Department of Internal Medicine School of Medicine, University of loannina,
2 Blood Bank at the University Hospital of loannina, Greece; 4 Department of
Pathophysiology School of Medicine, National University ofAthens, Greece

Essential mixed cryoglobulinaemia is a disorder of unknown aetiology char-
acterized by palpable purpura, arthalgias and weakness whereas frequently
is associated with glomerulonephritis. A high frequency of hepatitis B surface
antigen (HBsAg) and antibody in serum and cryoprecipitate has been reported
although, others have failed to find evidence of previous exposure to hepatitis
B virus (HBV). By contrast, numerous reports have established an extremely
high prevalence of antibodies to hepatitis C virus (anti-HCV) in serum and
cryoprecipitate from patients with essential mixed cryoglobulinaemia. In this
study we investigated 88 consecutive unselected patients with CVH (64 due
to HBV, 18 due to HCV and 6 due to both), for the detection of cryoglobulins
independently of the presence of clinical and/or laboratory signs of cryoglob-
ulinaemia in order to assess the frequency of such an association since the
latter, is not well established in patients with a CVH process. The total pro-
tein (mg/dI) of cryoprecipitate (cryoglobulins) was determined by ultraviolet
absorption at 280 nm and 260 nm according to the method of Warburg and
Christian. Cryoglobulins (more than 3 mg/dl) were detected statistically more
frequent (p < 0.001) in patients with chronic HCV (12/18, 66.7%, x ± SD:
80.3 ± 94.2) compared with patients with chronic HBV (9/64, 14.1%, 26.4 ±
15.4) or with both HBV and HCV infections (3/6, 50%. 25.7 ± 8.6). In overall,
27.3% (24/88) of patients with CVH had detectable cryoglobulins in their sera
(mainly due to the chronic HCV infection). Interestingly, after retrospective
analysis of characteristics of all patients none but one (a female with chronic
HBV infection and peripheral neuropathy), had a clinical and/or laboratory sign
suggesting such an extrahepatic complication of CVH. Conclusions: A high
incidence of subclinical (asymptomatic) cryoglobulinaemia was found in NW
Greece. The latter was mainly due to chronic HCV infection (66.7%). Exami-
nation for cryoglobulins should be routively done during follow-up of patients
with CVH (particularly with HCV) independently of clinical and/or laboratory
signs indicating such an extrahepatic complication fo CVH.

115611 Immunological Markers (Cytokines, Receptors and
Autoantibodies) in Chronic Active Hepatitis (CAH) due
to Hepatitis B Virus (HBV): Prognostic Factors and
Interrelations during Therapy with Interferon-a (IFN-a)

G.N. Dalekos 1, E.Zervou 2, E.V.Tsianos3, H.M. Moutsopoulos4.
1 Laboratory of Clinical Immunology Department of Internal Medicine School
of Medicine, University of loannina, Greece; 3 Hepato-Gastroenterology
Division, School of Medicine, University of loannina, Greece; 2 Blood Bank
at the University Hospital of loannina, National University ofAthens, Greece;
4 Departmentof Pathophysiology School of Medicine, National University of
Athens, Greece

Twenty-two patients with CAH due to HBV before and after the end of treat-
ment (19 patients) with IFN-a (5 MU, subcutaneously, three times weekly,
for 6 months) were investigated for the presence of interleukin-1b (IL-1b),
interleukin-2 (IL-2), interleukin-4 (IL-4), interleukin-6 (IL-6), tumor necrosis
factor-a (TNF-a) soluble IL-2 receptors (slL-2Rs), and various non-organ spe-
cific autoantibodies (such as ANA, RF, ENA, anti-DNA, anti-cardiolipin and
ANCA). These markers were also studied in association with HBV-DNA (Ab-
bott Lab) transaminase levels (AST, ALT) and the response rate. IL-lb, IL-2,
IL-4 and TNF-a were determined by commercially available ELISAs. IL-6 was
determined by a bioassay using the the IL-6 dependent mouse hybridoma cell
line B9. The slL-2Rs were determined by a sandwich ELISA set up in our lab-
oratory using monoclonal antibodies for distinct epitopes of IL-2R. We found
a) significantly higher mean slL-2R and IL-1b concentrations in patients either
before or after IFN-a therapy compared with healthy (ANOVA, p = 0.0001 and
p = 0.001, respectively) whereas mean IL-6 concentrations were significantly
lower either before or after IFN-a therapy compared with healthy (ANOVA, p
< 0.05). b) Before therapy slL-2Rs were correlated (Spearman Correlation Co-
efficient, rs) with IL-1b and IL-4 (rs = 0.55, p = 0.01 and rs = 0.43, p < 0.05),
IL-4 was correlated with IL-1b (rs = 0.44, p < 0.05) while IL-6 was negatively
correlated with IL-4 and 11-1b (rs = -0.42, p < 0.05) and rs = -0.50, p < 0.05,
respectively) c) Overall 86.4% (19122) of the patients had autoantibodies of
at least one specificity before IFN-a administration while 52.6% (10/19) of the
patients after the end of therapy increased their autoantibody titre. d) After
the end of therapy IL-6 was negatively correlated with slL-2Rs (r = -0.54, p
= 0.01) and HBV-DNA (rs = -0.50, p < 0.05). e) AST and ALT levels signifi-
cantly decreased only among those with an increase in autoantibodies titre (p
< 0.05 and p < 0.01. respectively). f) The responders (15/19) had significantly
(p < 0.01) lower HBV-DNA levels but significantly higher IL-6 (p < 0.01). Con-
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clusions: 1. CAH due to HBV is accompanied by autoimmune response and
cellular immune activation either before or after IFN-a administration. 2. IL-6
may play an important role in the improvement of CAH by enhancing B cell
function as shown by the increase in autoantibodies titre and by suppressing
T-cells function as indicated by the negative correlation with slL-2Rs (almost
exclusively derived from T-cells) after IFN-a administration. The latter could
be attributed to IFN-a. 3. From the practical point of view we could suggest
that increase in autoantibodies titre or IL-6 levels are very good prognostic
factors for satisfactory treatment of CAH due to HBV

11563 Immunological Markers of Disease Activity in the
Circulation of Patients with Ulcerative Colitis (UC):
High Concentrations of Soluble lnterleukin-2 Receptor
Molecules (sil-2rs) and lnterleukin-6 (IL-6) in Active
Disease

G.N. Dalekos 1, E.V. Tsianos 2, H.M. Moutsopoulos 3. 1 Dept of Internal
Medicine, loannina School of Medicine, Laboratory of Clinical Immunology,
Greece; 2 Hepato-Gastroenterology, Division, Greece,' 3 Dept of
Pathophysiology, Athens School of Medicine, Greece

Serum samples from 38 patients with UC were studied for the presence of
IL-lf, IL-2, IL-4, IL-6, TNF-a, slL-2Rs, C3C and C4 components of the comple-
ment system and C-reactive protein (CRP) in an attempt to determine whether
the above cytokines are found more often in the sera from patients with UC
than in healthy controls and to assess -if any- their relation with some of the
parameters of the acute phase response as well as with disease activity. Pairs
of serum samples taken from 9 patients with active UC and after undergoing
a clinical and endoscopic remission were also studied. IL-1,8, IL-2, IL-4 and
TNF-a were determined by commercially available ELISAs. IL-6 was deter-
mined by a bioassay using the IL-6 dependent mouse hybridoma cell line B9.
The slL-2Rs were determined by a sandwich ELISA set up in our laboratory
using monoclonal antibodies against distinct epitopes of IL-2R. CRP and C3C
and C4 components of the complement system were measured by single
radial immunodiffusion. Increased slL-2Rs and IL-6 were found in 21.1%, all
with active disease and 39.5% of patients (15138, 10 with active and 5 with
inactive UC), respectively. None of the patients had detectable IL-1, IL-2,
IL-4 and TNF-a. The mean (SD) slL-2Rs and IL-6 were significantly higher in
patients with active [484 (278) U/mI and 56.5 (44.4) U/mI, respectively] com-
pared to inactive UC [178 (81) U/mI and 21.5 (22) U/mI, p < 0.005, respec-
tively] and healthy controls [149 (81) U/mI), p = 0.0001 and 11.9 (5.9) U/mI, p
< 0.001, respectively]. The slL-2Rs were correlated with CRP (rs = 0.33, p <
0.05) and IL-6 (rs = 0.32, p < 0.05). The mean (SD) levels of CRP were signif-
icantly higher in active compared to inactive UC [1.9 (2.8) mg/dl vs 0.35 (0.7)
mg/dl, p = 0.01] whereas C3C and C4 components of the complement sys-
tem were increased in active disease but without statistical significance (p <
0.10). In pairs of serum samples we found significantly higher concentrations
of slL-2Rs (p < 0.05), C3C (P < 0.05), C4 (p < 0.05) and IL-6 (p < 0.01) but
not CRP among those with active UC. The slL-2Rs had 57.1% sensitivity and
100% specificity for disease activity, IL-6 had 71.4% sensitivity and 79.2%
specificity whereas in combination, sIL-2Rs and/or IL-6 were 85.7% sensitive
and 79.2% specific. By contrast, CRP was 57.1% sensitive and 79.2% spe-
cific. Conclusions: UC is accompanied by significantly high levels of IL-6 and
slL-2Rs in the circulation particularly, in the active disease. These immunolog-
ical indicators appear to be the most useful laboratory markers for assessing
activity of UC. Since no other cytokine at least with the ELISAs used was
detected, this study further supports the important role in the lymphocyte
activation and regulation of inflammatory and immune reactions of the IL-6
dependent immune process observed in UC.

11564 Neonatal Choletasis: A Multifactorial Etiology in
Infants Admitted in Neonatal Intensive Care Units

H. Guimaraes, A. Oliveira, C. D'Orey, M. Mateus, N. Teixeira Santos.
Departments of Pediatrics H. S. Joa5o, Porto, Portugal
Some years ago, neonatal hepatitis and biliary atresia made up the major-
ity of cases of cholestasis. New studies have shown that the frequency of
causes has changed, and today cholestasis resulting from sepsis, acidosis,
parenteral nutrition is the majority of cases in newborn. We have studied 12
newborns (9 males; 3 females; birth weight: 2505 ± 110 grams; gestacional
age: 36.5 ± 2 weeks); admitted in the neonatal intensive care unit (N.l.C.U.) of
Dept. of Paediatrics Hospital S. Joao, Porto, between January 92-December
94. The aim of this study was to identify causes of cholestasis, morbility and
mortality in newborns admitted to our N.I.C.U.

Diagnosis were: Sepsis - 9 (75%); cystic fibrosis - 1 (8%); congenital
syphilis - 1 (8%) and giant cell hepatitis - 1 (8%). Cardiac anomalies were
identified in 2 (16%) newborns and gastro-intestinal anomalies in 3 (25%). Six
(50%) received parenteral nutrition. The beginning of cholestasis was 10.5 ±
2 days and the discharge was on 34.5 ± 5 days. The mortality was 3 (25%).
Ultrasonography was performed in all cases. Hepatobiliary scintigraphy and
biopsy in 2 (16.6%). Phenobarbital was the treatment in 3 (25%).
We concluded that Sepsis was present in the majority of the cases, but

in most of them we found at the same time, other reasons accounting for
cholestasis. Morbility and Mortality are related to the etiology of cholestasis.
Our study confirm that the etiology of Cholestasis is multifactorial.

15691 Comparison of Polysucrose 15000, 51Cr-EDTA and
14C-mannitol as Intestinal Permeability Markers in Man

H. Oman 1, L. Blomquist2, K. Henriksson3, S.G.O. Johansson 1. 1 Dept. of
Clinical Immunology, 2 Dept of Internal Medicine, 3 Dept. of Rheumatology,
Karolinska Hospital, Stockholm, Sweden

Aim. We recently reported increased intestinal permeability to polysucrose
(PS) 15000 in patients with Crohn's disease and in patients treated with non-
steroidal anti-inflammatory drugs (NSAIDs). The aim of the present study was
to directly compare this new macromolecular marker (14700 D) with the con-
ventional markers, 51 Cr-EDTA (342 D) and 14C-mannitol (182 D), undervarious
conditions in healthy humans.

Methods. 20 healthy volunteers on 4 occasions ingested a solution con-
taining PS 15000, 51Cr-EDTA and 14C-mannitol, the test solution being, re-
spectively: isoosmolar; hyperosmolar, with lactulose as osmotic filler; isoos-
molar followed by a standard meal; isoosmolar after 1 week of NSAID treat-
ment (naproxen). Fractional urinary excretion of the substances was mea-
sured over 0-4 h, 4-8 h, and 8-12 h. PS 15000 was analyzed by enzyme
immunoassay.

Results. (1) The excretion of PS 15000 was = 40 times lower than that
of 51 Cr-EDTA and = 1600 times lower than that of 14C-mannitol. (2) The ex-
cretion of PS 15000 was significantly correlated to that of 51 Cr-EDTA but not
to that of 14C-mannitol. (3) The excretion of PS 15000 was, like that of 51 Cr-
EDTA but unlike that of 14C-mannitol, increased by NSAID pretreatment; little
affected by hyperosmolar test solution; little correlated to urinary volume; and
skew with respect to frequency distribution. (4) A standard meal did not much
affect nominal excretion but reduced test variability for all three markers.

Conclusions. PS 15000 in most respects behaves like 51 Cr-EDTA and can
be used as a marker of paracellular permeability. Inclusion of a standard meal
in the test protocol may reduce test variability.

11571 Rarity of Crohn's Disease in Central Greece
(1990-1994). A Prospective Study

S.D. Ladas 1, K. Giorgiotis 2, D. Trigonis 2, A. Markadas 2, S.A. Raptis 1.
1 Gastroenterology Unit, Second Department of Internal
Medicine-Propaedeutic, Athens University, Evangelismos Hospital, Athens,
Greece; 2 The Trikala Cooperative I.B.D. Group, Trikala, Greece

Aim: This is the first prospective epidemiological study on Greek population,
assessing the incidence of Crohn's disease in the prefecture of Trikala.

Methods: Trikala is a sernirural prefecture of central Greece with a popu-
lation of 138,946 (census 1991). All three gastro-enterologists (one hospital
based, two private doctors) of the prefecture participated in this on going
study, which started at 1/1/1990.

Results: During this 5-year period only two (1 male, 1 female, 42 and 60
years old respectively) new histologically verified cases of Crohn's disease
were recorded, corresponding to an incidence rate of 0.3 cases/1 05/year.
Both had mild disease confined to the colon. During the same period (1990-
94) the incidence of Ulcerative Colitis in the same prefecture was at a rate of
11.2 (cases/105/year), not different to most Northern-West European coun-
tries. This surprising very low incidence of Crohn's disease in Central Greece
is in agreement with that found in a retrospective study performed at the
loannina prefecture in Northern-West Greece.

Conclusion: There is accumulating evidence suggesting that, contrary to
other European countries, Crohn's disease is rather rare in Greece.

11572 Omeprazole Reduces the Risk of NSAID-associated
Peptic Ulcers and Dyspeptic Symptoms in Patients
with a History of Pud or Dyspepsia

P Ekstrom 1, L. Carling2, S. Wetterhus3, RE. Wingren 4. 1 Dept. of Surg.
Sandvikens Hospital, Sweden; 2 Dept. of Med. Bollnas Hospital, Sweden;
3 Dept. of Med. Kongsvingers Hospital, Norway; 4 Dept. of Med. Malm's
Hospital, Jakobstad, Finland

Aim: The primary aim of this Nordic multicentre study was to evaluate the
prophylactic effect of omeprazole 20 mg once daily on gastroduodenal le-
sions and dyspeptic symptoms in patients with a history of peptic ulcer dis-
ease (PUD) or dyspepsia and with a need for continuous NSAID therapy for
at least 3 months.

Methods: Eligible patients were randomised to receive either omeprazole
20 mg once daily or placebo for 3 months in a double-blind parallel group
design. Endoscopy was performed after 4 and 12 weeks and in case of more
than mild dyspeptic symptoms. Helicobacter pylori (Hp) serological assess-
ment was performed at inclusion and urease test was performed at the final
endoscopy. Treatment failures were defined as one or more of the following:
ulcer(s) in the stomach or the duodenum; < 11 erosions in either stomach or
duodenum; moderate or severe dyspeptic symptoms requiring active treat-
ment.

Results: Eighty-five patients were randomised to omeprazole and 90 to
placebo. Demographic data were similar for patients in both groups. A total
of 82 (47%) were Hp positive and a total of 44(25 %) had a history of PUD. At
12 weeks were 74% of the omeprazole treated patients in remission as com-
pared with 48% in the placebo group (p < 0.0005) Hp status or a history of
PUD did not influence on the remission rate in those treated with omeprazole.
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Conclusion: Omeprazole significantly reduces the risk of gastroduodenal
lesions and dyspeptic symptoms in NSAID users with a history of PUD or

dyspepsia.

1 573 Incidence of Inflammatory Bowel Disease and
Associated Liver Disease in Children in South Western
Sweden 1983-94

M. Krantz, H. Hildebrand, B. Kristiansson, R. Saalman. Children's Hospitals,
Goteborg, Halmstad and Molndal, Sweden

Aims: In a well defined population of south western Sweden (290 000 children
< 16 years of age) the incidence of inflammatory bowel disease (IBD) has
been continously monitored during 12 years (1983-94). In addition to IBD,
we report on signs of simultaneous liver disease.

Methods: Definition of IBD was histological, endoscopical or radiological
evidence of IBD. The diagnosis of ulcerative colitis (UC) or Crohn's disease
(CD) was only accepted if histology typical of UC or CD was found in combina-
tion with mucosal changes found at endoscopy or radiology. Otherwise the di-
agnosis of indeterminable colitis (IC) or probable Crohn's disease (PCD) were

used. Aminotransferases and gammaglutanyltranspeptidase were tested in
the majority. In selected cases a liver biopsy was performed. Liver disease
was defined by combined bio-chemical and histological liver changes. All new
cases of IBD were included in the study. Old cases were followed during the
study period.

Results: A total of 224 children, 128 boys and 96 girls were found. The
incidence rate was 6.5 per 100 000 children per year with a significant in-
crease during the second half of the study. UC was found in 108 children, CD
in 69, PCD in 12 and IC in 35. A male dominance by 1.3:1 was found and this
difference was specially pronounced for UC and CD. Eleven patients (4.9%)
had proven liver disease and another 12 had at repeated occasions elevated
aminotransferases but had not been further investigated.

Conclusions: The incidence of IBD remained stable during the first six
years but an increase was found during the last six year period. UC was the
most common diagnosis. A significant proportion had proven liver disease
but the prevalence might be considerably higher. A prospective study to elu-
cidated this has started.

1 1574 Octreotide in the Treatment of Acute Pancreatitis
S. Karatapanis, S. Georgopoulos, E. Kassi, I. Zafiris, H. Filis, V. Artikis.
Municipial Hospital, Athens, Greece

The aim of this study was to evaluate the efficacy of octreotide in the treat-
ment of moderate and severe acute pancreatitis (AP), in the initial stage of
the disease.

All patients included in the study were considered to have moderate or
severe (AP) according to Ranson's criteria. They were randomized to receive
600 ,cg/day of octreotide or 5% Dextrose solution as placebo continously
infused for 5 days immediately after admission. CT scan or sonography were

performed on admission and on day 14. There were no significant differences
between the octreotide group and the placebo group as regards to age, sex

and the severity of disease.
Twenty-nine patients (12 M, 17 F, mean age 61)14 in the octreotide group

and 15 in the placebo group were studied. Mortality in the octreotide group

was 7.1% while in the placebo group was 26%. Total admission days (12.5
+ 12 vs 19.8 + 9) and days of nil by mouth (5.5 + 4.2 vs 10.4 + 9.7) were

also lower in the octreotide group. The complication rate was significantly
lower in the octreotide group (P < 0.05) and also C-reactive protein levels
were significantly lower in the octreotide group on day 7 (P < 0.05) but not
on day 3.

Our study demonstrated that octreotide had a beneficial effect on the clin-
ical course of (AP).

11575 Signs of Improvement in Liver Histopathology After
Two Years of Udca-treatment in Cystic Fibrosis (CF)

A. Lindblad 1.2, H. Glauman3, B. Strandvik1. 1 Dept. of Pediatrics, Faculty of
Medicine, 2 Dept. of Pediatrics, Goteborg University, Goteborg, 3 Dept. of
Pathology and Infectious Diseases, Karolinska Institutet, Huddinge Hospital,
Stockholm, Sweden

To evaluate ursodeoxycholic acid as longterm treatment of the liver disease
in cystic fibrosis.

Eleven patients with CF and liver disease were treated with ursodeoxy-
cholic add (U DCA) 10-15 mg/kg/day (no extra taurine) for 2 yrs. Liver function
tests (LFT) were performed every 3rd m and ultrasonography, 24 h urinary bile
acid excretion (GLC/MS) and liver biopsy yearly. The biopsies were evaluated
blindly wi+h a scoring system for inflammation, bile duct proliferation (BDP)

and fibrosis. Already at 3 m AST, ALT, and GGT had decreased 35%, 52% and
42%, respectively. At 2 yrs LFTs were normalised in all except two patients;
one did not respond at all. Ultrasonography remained the same and UDCA
increased in urine from 0-6 (mean 1.7)% to 10-80 (mean 40)% during the 2
yrs. Ten out of 1 1 patients could be evaluated at 12 and 24 m, respectively.
Liver morphology at 12 m showed less inflammatory cells and BDP in 4/10,
unchanged pattern in 3 and progression in 3 patients. At 24 m one further

showed less inflammation/BDP and only 2 showed progression compared to
start. All patients with severe inflammation and BDP had ameliorated at fol-
low up at 24 m. Seven out of ten had less fibrosis while two had progressed
at 24 m. Two patients did not comply with the treatment as seen from urinary
bile acid analysis and the livers from those showed no changes or progres-
sion at 2 yrs. Four patients had increased amounts of lithocholic acid in urine
at 12 and/or 24 m, but this finding was not correlated to inflammation or BDP

In conclusion, our study confirms earlier studies showing UDCA to nor-
malise LFT in CF with liver disease. It is the first study to show morphological
evidence of improvement, which was not seen in those patients who did not
comply with treatment. Although an increase was notified of the toxic litho-
cholic acid in urine in some patients, this finding did not correlate with the
histopathology of the liver.

1577 The Mach 1 Study: Optimal One-Week Treatment for H.
pylori Defined?

T. Lind 1, S.J.0. Veldhuyzen van Zanten, P Unge, R.C. Spiller, E. Bayerdorffer,
C. O'Morain, M. Wrangstadh, J.P Idstr6m. 1 Dept. of Surgery Karnsjukhuset
Skovde Sweden

We define optimal Helicobacterpylori treatment as eradication rate >90%,
easy to take and with few side effects.

Method: International multi-centre, double-blind randomized placebo con-
trolled study including 787 patients with proven duodenal ulcer disease ei-
ther active or in remission. All patients received omeprazole 20 mg (0) twice
daily in combination with either placebo (P) or two of the following antimi-
crobials twice daily: Metronidazole 400 mg (M), Amoxicillin 1000 mg (A),
Clarithromycin 250 or 500 mg (C250, C500) to eradicate -L pylon'. Treatments
were given one week. H. pylori status was assessed by 13C-urea breath test
(UBT) before and four weeks after cessation of therapy.

Results: The following patients were excluded: 48 H. pylori negative and
16 UBT test failures at entry, 12 adverse event discontinuations and 27 mis-
cellaneous.

The eradication rates and 95% Cl according to the APT analysis:

Treatment No of pat Eradication 95% Cl
OAC500 106/110 96% 93-100
OMC250 105/111 95% 90-99
OMC500 106/118 90% 84-95
OAC250 93/111 84% 77-91
OAM 94/119 79% 72-86
OP 1/115 1% 0-3

All treatments were well tolerated. The most common side effects were
diarrhea and taste disturbances. Diarrhea seemed to be more related to A
and taste disturbances more related to C and M. Only twelve discontinued
due to adverse events.

Conclusion: Two of the tested combinations fulfilled our criteria tor opti-
mal treatment of H. pylori.

11578 Omeprazole Plus Klarithromycin or
Amoxycillin-Clavulanic Acid in H. pylori Eradication. A
Comparative Study

V. Delis, V. Balatsos, P Papaliodi, P Kostopoulos, N. Skandalis.
Gastroenterology and Pathology Departments, General Hospital ofAthens,
Athens, Greece

The aim of the present comparative study was the assesment of efficacy and
safety of two simple regimen, Omeprazole plus Klarithromycin or Omeprazole
plus Amoxycillin-Clavulanic acid, in H. pylori eradication from Greek patients
with duodenal ulcer.

Ninety seven patients, 69 men and 28 women, age range 16-55 years,
with endoscopically diagnosed duodenal ulcer and H. pylori infection were
included in the study. H. pylori infection was detected by CLO test and his-
tology from gastric biopsies.

The patients were randomized in two groups. All the patients were given
omeprazole 20 mg b.d. for four weeks. During the third and fourth week
the group A (58 patients) was taken simultaneously Klarithromycin 250 mg
q.i.d. and group B (39 patients) Amoxycillin- Clavulanic acid 625 mg t.i.d. Gas-
troscopy and H. pylori detection tests were repeated a month after the end
of treatment.

The result are showed in the following table:

H.p.(+) H.p.(-)
ulcer (+) ulcer (-) ulcer (+) ulcer(-)

Side effects

Group A(N = 58) 7 7 5 39 2 - Palpitation
Group B(N = 26) 3 6 0 30 3 - Diarrhea

Both therapeutic regimen are equally effective (76 and 77%) and safe in
H. pylori eradication.

Omeprazole-Amoxycillin/Clavulanic acid combination seems to be supe-
rior to Omeprazole-Klarithromycin concerning duodenal ulcer healing.
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1579 Crohn's Disease in Stockholm County 1955-1989-
An Epidemiological Study

A. Lapidus, 0. Bernell, R. Lofberg, G. Hellers. Department of
Gastroenterology and Surgery, Karolinska Institute at Huddinge University
Hospital, Stockholm, Sweden

Background: Previous epidemiological studies have all shown a gradual in-
crease in incidence rate of Crohn's disease (CD) from the 1950s to the early
1970s. Thereafter most studies show a plateau. Some show a further in-
crease and a few a decrease. In Scandinavia, Northern Europe and North
America the incidence is higher than in Southern Europe, Africa and Asia. The
terminal ileum is the most affected location at time of diagnosis, although the
proportion of colonic disease seems to have increased lately.

Aim: To determine the incidence and primary location of CD in Stockholm
County 1955-1 989.

Material and Methods: During the 35-year study-period the population of
Stockholm County increased from 1.18 to 1.62 million inhabitants, mostly by
national and international immigration. All citizens in Stockholm County who
got a definite or probable diagnosis of CD 1955-1989 were included in the
study.

Stockholm County has had a computerized admission registry since 1962

and an out-patient registry since 1992. These registries were searched for
possible cases of CD. Manual search was carried out for periods not covered
by these registries. Private gastroenterologists were also interviewed. If the
diagnosis was changed from ulcerative colitis to CD the first date of diagnosis
was taken as time of onset. The extent of disease at diagnosis was classified
into six subgroups.

Results: The annual incidence increased gradually from 0.9 in 1955 to 5.5
in 1973. Thereafter it levelled off slightly. During the last 15 years is has re-

mained stable at a rate of 4/1 00,000.
At the beginning of the study period 60% of the patients had ileocecal dis-

ease while pure colitis was found in 17%. These proportions changed during
the study period and during the last decade colonic disease became more

frequent at a level of 30%. The incidence of ileocolonic disease, small bowel
disease, colitis + isolated small bowel disease and lesions proximal to the

jejunum remained unchanged during the study period.
Conclusion: This large long-term epidemiological study of Crohn's disease

shows a constant incidence rate of about 4/100,000 during the last decades
with an increasing proportion of colonic disease at the expense of ileocecal
disease.

Proposal for a Precise Quantification of H. pylori in the
Sydney System Classification. Comparison with
Clo-test Positivity

S. Michopoulos, M. Sotiropoulou 1, H. Bouzakis, I. Vougadiotis, S. Markaki 1,

N. Kralios. Gastroenterology Units "Alexandra" University Hospital, Athens,
Greece; 1 Pathology Units "Alexandra" University Hospital, Athens, Greece

The density of H. pylori (HP) has three grades not clearly defined in the Syd-
ney system (SS) classification. The positivity of urease-test (CLO test) is sug-
gested to be related to the abundance of HP The aim of our study is to pro-
pose a new more standardised quantification of HP on histology and to com-
pare it with the positivity of CLO-test.

Patients and methods: 99 patients (62 men). Mean age ± sem: 46.8
2.0. All patients have had 2 antral + 2 fundic biopsies for histological anal-
ysis by two experienced pathologists. The positivity of HP was evaluated
on 5 histological fields (x40 power) after staining (H E, Giemsa, Warthin-
Starry) and graded as: 0 = absence, I: <2/10, Il: 3-7/10 and Ill: >8/10 gastric
pits colonised by HP Inflammation, activity, atrophy and intestinal metaplasia
were classified according to SS. All patients had a CLO-test with one antral
biopsy (CLO1). Out of 99 patients, 46 had another test with 2 antral biopsies
(CLO2). In this group we compared the time of CLO positiveness (CLO1 vs

CLO2). Stat: t-test, x2-test, Bartholomew test, multivariable analysis.
Results: First part of the table: All patients. Second part: Those with ulcer.

In brackets: CLO2 results.

HP 0 11 IlIl 0 II Ill

CLO+ 0 10 25 25 0 6 6 17
CLO- 14 16 8 (6) 1 (0) 4 7 7 (5) 1 (0)

There was no significant difference between CLO1 vs CLO2 concerning
the qualitative results, but the time for the test required to become positive
shortened significantly: 1.96 ± 0.28 vs 1.07 ± 0.79 (p< 0.001). The sensitivity
for ulcer patients was the same as for the whole group. There were only 6
cases of disagreement (grade and 11) on the HP evaluation. The multivariable
analysis disloded the grade of HP as the only factor of positivity of CLO-test
(p< 0.001).

Conclusions: 1) There is a strong correlation between the positivity of CLO
test and the burden of HP as it was assessed by our histological grading, 2)
Two antral specimens in the CLO test shortened significantly the time for
it to become positive although they did not alter the overall sensitivity, 3)
The interobservance analysis for HP evaluation was excellent, 4) The positive
predictive value of CLO test is excellent while the negative pv is poor. Those
results are not different for ulcer patients.

11583 Lecithin-Cholesterol Acyltransferase (LCAT) as an
Indicator of Hepatocyte Synthetic Function Following
Orthotopic Liver Transplantation (OLT)

S. Karatapanis, S. Rafique, A.K. Burroughs, J.S. Owen. Medical Unit, Royal
Free Hospital School of Medicine, London NW3 2PF U.K

The glycoprotein LCAT (M, 67,000) is secreted by the liver into plasma where
it converts cholesterol (Ch) to cholesteryl ester (CE); this action helps control
the Ch content of cell surface membranes including red blood cells (RBC).
We have serially measured plasma LCAT catalytic activity using exogenous
14C-Ch proteoliposome substrates to monitor restoration of hepatic synthetic
function at early (1-21 d), intermediate (22-42 d) and late (up to 6 months)
intervals after OLT.

Mean LCAT was significantly lower in 12 patients (mean age, 47 y; 5 en7 v)
before OLT compared to 10 normals (0.98% CE formed/h vs. 6.5%. p < 0.001)
as was the % of total plasma cholesterol as CE (40% vs. 72%). Following OLT,
LCAT activity showed a gradual increase but still remained lower in 10/12
patients at 2 months (mean 4.1 %); a parallel rise in the %CE was seen but
normalization was not achieved. Similarly, RBC-Ch was elevated 6 months
after OLT but was normal in 3 patients after > 1 y. We conclude that LCAT and
other parameters of Ch metabolism are sensitive indicators of liver synthetic
function but that prolonged follow-ups after OLT are needed to confirm full
graft functioning.

1584 The Seasonal Pattern of Ulcerative Colitis (UC) Onset
and Relapse

G. Triantafyllou, S. Hatzoudis, G. Mantzaris, H. Tzathas, E. Arhaviis,
N. Hatzidakis, P Amberiadis, N. Florakis. Department "A" of
Gastroenterology, "Evangelismos" Hospital, Athens, Greece

The factors responsible for the onset @ relapse of UC are many, not certain
and conflicting, One, not fully investigated, being mostly uncontrolled, not
statistically proven and even anecdotal, is the "seasonal" one. We, in pre-
vious unpublished communications (1993 @ 1994), suggested a corelation
between UC's onset @ relapse and the years season, however the patient
numbers were not enough for a reliable analysis.
We present our findings of a series of 187 UC consecutive patients, (98

males @ 89 females-age range: 15-77 years), irrespectively of the extent @
severity of the UC, followed for a 24 months period, A drop out figure of
17%, i.e. 32 patients, was noted, during this period. The rest 155 UC cases
were examined for their seasonal UC's onset and their relapse, after a three
months total remission.

Our findings showed clearly that, at least for UC Greek patients, exists a
seasonal (pattern) preference, statistically proven, with a p < 0.001 for UC
onset on the spring and autumn periods, and for the relapses a p < 0.05 for
the same seasonal periods. Finally, we suggest that more studies have to
be performed in order to find any other seasonal possible "X" concomitant
contributing factor, apart the climate, for this seasonal UC peculiarity.

115861 Relative Risk for Colorectal Adenomomas in First
Degree Relatives of Patients with Colorectal
Adenomas

E. Archaviis, G.J. Mantzaris, Ch. Zografos, G. Triantafyllou. 1st Dept.
Gastroenterology, Evangelismos Hospital, Athens, Greece

First degree relatives (FDR) of patients with colorectal cancer (CCa) are at
increased risk for developing colorectal adenomas (CAd) or CCa. This study
aimed at assessing the relative risk (RR) for carrying CAd in FDR of patients
with CAd. Overall, 55 asymptomatic FDR consented to undergo screening
colonoscopy in the last three years. 105 patients with IBS-like symptoms,
who had no family history of CCa or CAa, iron deficiency or rectal bleeding,
served as controls. All colonic polyps found at endoscopy were removed.
Relative Risk for CAd in FDR of patients with CAd

Group N Mean age Patients Size of CAd RR
(range) with CAd <5 mm >5 mm

FDR 55 55 (35-72) 16 (29%) 10 22 3.90'
M 27 54 (35-70) 11 (41%)' 8 16 4.60'
F 28 56 (39-72) 5 (18%) 2 6 2.995

Age <50 10 1 (10%) 1 1 1.20
Age >50 45 15 (33.3%) 9 21 4.670
Control 105 56 (35-69) 10 (9.5%) 6 4
M 46 57 (36-69) 5 (11%) 3 2
F 59 55(35-67) 5(8%) 3 2

Age >50 74 8(11%) 4 4

RR (FDR vs Control): *(all, P < 0.01); '(M, P = 0.001); S(F, P 0.056); 0(all >50 yr. P =
0.001). (95% Cl:*= 1.7-9;'&= 1.5-14; 0= 1.8-111. One male FDR had concurrently CCa
and 2 CAd

Eight male and 3 female FDR had >'1 CAd. The not significant RR for CAd
in women FDR over 50 years is probably due to a type 11 error andlor lack
of asymptomatic controls. Thus, colonoscopy should be performed in every
male (and possibly female) FDR of a patient with CAd after the age of 50.
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1587 Azathioprine for Steroid Resistant Ulcerative Colitis
G.J. Mantzaris, E. Archaviis, M. El Kamati, G. Tamvakologos, K. Tzortziotis,
H. Tzathas, G. Triantafyllou. 1st Dept. of Gastroenterology, Evangelismos
Hospital, Athens, Greece

The efficacy and safety of azathioprine for steroid resistant UC was prospec-
tively studied in 43 patients [23 men, 17 women, mean age 45 years (range
22-71)]. The mean duration of UC was 3 years (range 1-15). The extent of
UC was total or subtotal in 18, left sided in 14 and distal in 11 patients. 28
patients had >3 relapses each year and 15 patients had active UC despite
continuous treatment with steroids. On recruitment, 10 patients had severe
UC, 25 had moderate UC and 8 had mild UC. Azathioprine (2-2.2 mg/kgr/day)
was given for >18 months unless a serious side effect occurred. Patients
were followed at monthly intervals with clinical examination, laboratory tests,
sigmoidoscopy and biopsies. At the end of treatment, 29 patients were in
remission without any steroids. Three patients stopped treatment while in
remission for 8-12 months. Relapses of UC were seen in 4 patients: Two
of these achieved remission, and two underwent colectomy; however, one
patient died because of postoperative sepsis. Treatment was discontinued
in 3 young women because of myelotoxicity during the first 2 weeks and
in another 3 patients because of peripheral neuropathy (1) and hepatotoxic-
ity (2). Seven patients developed fatigue (4), headache (2), myalgias (2), and
erysipelas (1) but the drug was not withdrawn. Of 32 patients with quiescent
UC at the end of treatment, 25 (78%) patients were maintained in remission
for another 8-12 months 6 (19%) had mild relapses of UC, which were easily
controlled by steroids and one patient underwent colectomy. Thus, azathio-
prine is a useful drug for steroid resistant UC but potential lethal side effects
necessitate close observation of the patients.

1588 Endoscopic Topical Application of Podophyllotoxin
0.5% Solution for the Treatment of Condylomata
Acuminata of the Anal Canal

C. Tzathas, K. Screpetou 1, G. Triantaphyllou. Dept of Gastroenterology,
1 Dept of Dermatology, "Evangelismos" hospital, Athens, Greece

Condylomata acuminata are warts caused by sexually transmitted viral in-
fection. They can occur on the perianal skin of people with no anal sexual
contact, but inoculation of the virus into the anal canal usually require sex-
ual intercourse. Condylomata involve the rectum but rarely extend above the
pectinate line for 1-2 cm. Surgical excision or destruction by laser are used
for warts of the anal canal. Podophyllin ulcerates normal skin and for this
reason it is unwise to apply the material to warts within the anal canal.

The aim of the present study was to evaluate the efficacy of the topi-
cal through proctoscope application of 0.5% podophyllotoxin solution in the
treatment of warts of the anal canal. Condylomata of the anal canal were
endoscopically diagnosed in 5 out of 8 patients with condylomata of the peri-
anal skin referred by dermatologists. All 5 patients were entered in the study.
The 0.5% podophyllotoxin solution was applied on the warts through procto-
scope by a special plastic device (commercially offered with the solution) in
a 3 days sessions treatment, repeated weekly untill eradication of the warts.
Follow-up proctoscopy was performed monthly for 6 months and treatment
was repeated in case of relapse.

The results of our study are summarized on the table below.

Pts Age Sessions Applications Adverse effects Relapses(month)
A 38 12 74 -
B 18 9 45 mild proctalgia + (2nd)
C 29 3 Mean 19 Mean -

D 21 8 9.2 37 51.6 -
E 26 14 83 mild proctalgia

Warts were eradicated in 9.2 sessions (approximately in 3 weeks time)
with 51.6 solution applications (5.7 per session) with mild adverse effects and
few relapses (1/5) during a six months time follow up. The endoscopic appli-
cation of 0.5% podophyllotoxin solution is a safe and effective new method
for the treatment of condylomata acuminata of the rectal canal.

1592 Gastrin Releases Pancreastatin from the Totally
Isolated, Vascularly Perfused Rat Stomach

D. Chen, R. Marvik, K. Ronning, H. Waldum, R. Hakanson. Dept. of
Pharmacology, University of Lund, Lund, Sweden; Depts of Surgery and
Medicine, University Hospital of Trondheim, Trondheim, Norway

Pancreastatin is a fragment (266-314 amide) of chromogranin A, a mem-
ber of the chromogranin/secretogranin family, which occurs in many pep-
tide hormone-producing cells. The ECL cells are histamine- and peptide-
hormone-producing cells, that constitute the predominant endocrine cell pop-
ulation in the acid-producing mucosa of the rat stomach. Recently, we re-
ported that the ECL cells in the rat stomach are rich in pancreastatin and
that they release pancreastatin and histamine in response to gastrin stimula-
tion [1 ,21. In the present study, totally isolated, vascularly perfused stomachs
were prepared from normal fasted rats and rats pre-treated for 24 h with a-
fluoromethylhistidine (a-FMH)(5 mg/kg/h), an inhibitor of histidine decarboxy-
lase (HDC) (3]. The stomachs were perfused with gastrin-17 (500 pmolll), a-
FMH (5 mg/h), isobutyl methylxanthine (IBMX)(50 juMA) and vehicle alone or

in combinations for 8 h. Gastrin elevated the histamine outflow 3-4-fold. The
outflow of pancreastatin was increased slightly in response to gastrin. His-
tamine outflow was increased 5-6-fold by gastrin + IBMX. Thus, the increase
in histamine outflow was higher in response to gastrin + IBMX than to gas-
trin alone. The outflow of pancreastatin was elevated markedly in response
to gastrin + IBMX after 30 min and remained elevated for the remainder of
the study. The increase in pancreastatin outflow was higher than with gastrin
alone. a-FM H treatment reduced the histamine outflow by more than 50% but
was without effect on the outflow of pancreastatin. Histamine outflow was
elevated in response to gastrin + IBMX + a-FM H but the outflow was lower
than with gastrin + IBMX. Pancreastatin outflow increased in response to
gastrin + IBMX + ca-FMH as following gastrin + IBMX. In conclusion, gastrin
releases pancreastatin and histamine from the isolated, perfused rat stom-
ach, i.e. presumably from the ECL cells in the oxyntic mucosa. The release of
pancreastatin does not completely parallel that of histamine.

[1] Chen D, et al. Gastroenterology 1994; 107: 18-27.
[2] Hakanson R, et al. Gastroenterology 1995; (in press).
[3] Andersson K, et al. Cell & Tissue Res 1992; 270: 7-13.

1594 Gastrectomy-evoked Bone Loss Does Not Depend on
Lack of Acid

D. Chen, J.-S. Wang, R. Gagnemo-Persson, P Aspenberg, R. Hakanson.
Depts of Pharmacology and Orthopedics, University of Lund, Sweden
We have shown previously that gastrectomy causes bone loss in the rat [1,2].
The bone loss may reflect the loss of gastric acid, which might be neces-
sary for the utilization of dietary calcium. We gave gastrectomized rats a diet
mixed with HCI while unoperated rats received the antisecretagogue omepra-
zole. In addition, we implanted demineralized bone matrix in gastrectomized
and sham-operated rats to examine bone growth. Adult Sprague-Dawley rats
(200-250 g B.W.) were subjected to gastrectomy or sham-operation, or re-
ceived the proton pump inhibitor omeprazole (400 jtmol/kg/day). The dose
of omeprazole is known to abolish acid secretion. The rats were given food
(17 g/day) mixed with HCI or mixed with H20. In addition, gastrectomized
and sham-operated rats received implants of demineralized femur diaphyses
from donor rats in abdominal muscle pouches 1 week after the operations.
The rats were killed 4 weeks after the operations or start of treatments. The
body weight gain was followed. The sternum and the implanted bone were
weighed at sacrifice. The weight was expressed as bone ash weight/100 g
b.w. or as % of bone wet weight. The concentrations of calcium, gastrin, PTH
and calcitonin in the circulation were determined. The results showed that the
serum gastrin concentration was greatly reduced after gastrectomy and ele-
vated in response to omeprazole treatment; circulating concentrations of cal-
cium, PTH and calcitonin were unchanged. Gastrectomy lowered the weight
of the sternum and of the implanted bone. Omeprazole was without effect.
Supplementing the food with HCI did not prevent the bone loss after gas-
trectomy. In conclusion, gastrectomy reduced the ash weight of the sternum
and impaired the bone yield in the implanted demineralized femoral diaphy-
ses. Lack of gastric acid does not explain the bone loss.

[1] Persson P. Gagnemo-Persson R, Chen D, Axelson J, Nylander A-G, Johnell
0, Hgkanson R. Gastrectomy causes bone loss in the rat: Is lack of gastric
acid responsible? Scand J Gastroenterol 1993; 28: 301-306.

[2] Klinge B, Axtelius D, Akerman M, Hakanson R. Structure of calvaria follow-
ing gastrectomy. An experimental study in the rat. Scand J Gastroenterol
1995; (in press).

1600 I Overexpression of the Epidermal Growth Factor
Receptor Family Suggests a Role in Tumor
Pathogenesis in Gastric Cancer

Helmut Friess, Judith Deflorin, Stephan Schobinger, Markus Naef,
Marianne Brundler, Martin Schilling, Waldemar UhI, Murray Korc, Markus
W. Buchler. Department of Visceral and Transplantation Surgery, Department
of Pathology, University of Bern, Inselspital, Switzerland,. Division of
Endocrinology and Metabolism, Departments of Medicine and Biological
Chemistry, University of California, Irvine, USA

Although the incidence of gastric cancer is decreasing it is still the fifth lead-
ing cause of cancer death. The reasons for the poor prognosis and unrespon-
siveness to chemo- andlor radiotherapy are not known. The epidermal growth
factor (EGF) receptor, c-erbB-2 and c-erbB-3 are transmembrane signaling
molecules that share close structural homology. Overexpression of these fac-
tors lead to cell transformation and growth stimulation. In the present study
we have analyzed the concomitant expression of these three growth factor
receptors in patients with gastric carcinomas.

Patients: Cancerous tissue samples were obtained from 1 female and 11
male patients with a median age of 64 years (range: 36-80 years) undergoing
gastrectomy due to adenocarcinoma of the stomach. Adjacent normal gastric
tissues served as controls.

Methods: Tissues destined for RNA extraction were frozen in liquid nitro-
gen immediately upon surgical removal. In addition, freshly removed tissue
samples were fixed in Bouin solution and paraffin embedded for histological
analysis. Expression of the EGF receptor, c-erbB-2 and c-erbB-3 was analysed
by Northern blot analysis using specific cRNA probes. In addition, immuno-
histochemical analysis using specific monoclonal antibodies was performed.
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Results: By Northern blot analysis there was a 3-fold. 2.2-fold and 1 .7-fold
increase in EGF receptor, c-erbB-2 and c-erbB-3 mRNA expression in the can-
cer samples in comparison with the normal tissue samples. In 8 of 12 cancer
tissues all three receptors were overexpressed concomitantly. Immunohis-
tochemical analysis showed weak EGF receptor, c-erbB-2, and c-erbB-3 im-
munoreactivity in the normal gastric tissues. In contrast, most cancer cells
exhibited strong EGF receptor immunoreactivity and moderate c-erbB-2 and
c-erbB-3 immunoreactivity.

Conclusion: Overexpression of the EGF receptor, c-erbB-2 and c-erbB-3
in gastric cancers suggest a role in tumor pathogenesis. The concomitant
overexpression of all three receptors might give the cancer cells a significant
growth advantage and might contribute to tumor aggressiveness.

1603 Concomitant Expression of Epidermal Growth Factor
Receptor, C-erbB-2 and C-erbB-3 in Colorectal
Carcinomas

Ch.A. Maurer, H. Friess, J. Deflorin, M. Brundler1, A. Stauffer, B. Egger,
M. Korc 2, M.W. Buchler. Department of Visceral and Transplantation
Surgery 1 Institute of Pathology, University of Berne, Switzerland;
2 Department of Medicine and Biological Chemistry, University of California
Irvine, USA

Purpose of the Study: The pathogenesis of colorectal cancer is still poorly
understood. The epidermal growth factor receptor (EGFR), c-erbB-2 and c-
erbB-3 are transmembrane signaling molecules that share close structural
homology. They have been implicated in cell transformation and tumor patho-
genesis. In the present study we have analysed the expression of these three
growth factor receptors in patients with colorectal carcinomas.

Patients and Methods: Cancerous tissue samples were obtained from 3
female and 11 male patients with a median age of 63.8 years (range: 42-81
years) undergoing colonic resection due to carcinoma of the colon or rec-
tum. Tumors were classified according to the TNM-system (UICC): 5 stage 1,
7 stage 11, 1 stage Ill and 1 stage IV. Normal colonic tissues from the same
patients served as controls. Tissues destined for RNA extraction were frozen
in liquid nitrogen immediately upon surgical removal. In addition, freshly re-
moved tissue samples were fixed in Bouin solution and paraffin embedded for
histological analysis. Expression of the EGFR, c-erbB-2 and c-erbB-3 was anal-
ysed by Northern blot analysis using specific cRNA probes. In addition, im-
munohistochemical analysis using specific monoclonal antibodies was per-
formed.

Results: By Northern blot analysis EGFR, c-erbB-2 and c-erbB-3 mRNA
were increased in 5, 7 and 7 colonic carcinomas, respectively in comparison
to the normal tissue samples. None of the stage tumors showed overex-
pression of EGFR mRNA and only stage tumor exhibited overexpression
of c-erbB-2 mRNA. In contrast, stage 11 tumors overexpressed EGFR mRNA
in 57%, c-erbB-2 mRNA in 86% and c-erbB-3 mRNA in 71%. Immunohisto-
chemical analysis revealed strong EGFR immunoreactivity in 13114 (93%) can-
cers. In the normal tissues moderate to strong EGFR immunoreactivity was
present in 11/14 (79%). Intense c-erbB-2 immunostaining was found in all
cancer samples. In contrast, all normal samples exhibited only faint c-erbB-2
immunoreactivity. Both, normal and cancerous tissue samples showed faint
or no c-erbB-3 immunoreactivity.

Conclusion: This is the first report analyzing the concomitant expression
of EGFR, c-erbB-2 and c-erbB-3 in colorectal cancers. Our findings suggest a
role of these growth factor receptors in tumor growth especially in stage 11
carcinomas. The constant and strong presence of c-erbB-2 immunoreactivity
in all cancers but not in the normal colon indicate the significant influence of
c-erbB-2 in colorectal cancer.

1605 Incidence of Acute and Chronic Rejection After Liver
Transplantation as a Function of the Primary Disease:
Possible Influence of Alcohol and Polyclonal
Immunoglobulins

0. Farges, A.N. Kalil, M. Sebagh, D. Samuel, M. Reynes, H. Bismuth.
Hepato-Biliary Surgery and Liver Transplant Center, Department of Pathology,
H6pital Paul Brousse, University Paris Sud, 94800 Villejuif, France

Little (or conflicting) information is available on the association between the
original disease for which liver transplantation is carried out and the devel-
opment of chronic rejection. A retrospective analysis was therefore under-
taken to determine if the incidence, timing and severity of acute and chronic
rejection were influenced by the primary disease necessitating transplanta-
tion.

Out of the 875 liver transplantations performed between 1984 and 1992,
768 were primary transplantations and 107 were retransplantations. Among
the former, 330 patients that were transplanted for a chronic liver disease
had no cancer in the native liver, received an ABO compatible and cross-
match negative graft and were administered a cyclosporine or FK506 based
immunosuppression. This included: primary biliary cirrhosis (PBC, 66 pts),
primary sclerosing cholangitis (PSC, 23 pts), alcoholic cirrhosis (ALC, 21
pts), autoimmune cirrhosis (AIC, 17 pts). HBV-cirrhosis (HBVC, 116 pts) and
HCV-cirrhosis (HCVC, 87 pts). Acute, biopsy proven, rejection episodes were
treated with 1-3 bolus steroids and, if required OKT3 (or ALS). Patients with
histological evidence of rejection without impairment in liver function tests
did not receive additional immunosuppression. Routine liver biopsies were

performed at least at 1, 2, 3 and 5 years posttransplant or more often in pa-
tients with abnormal liver function tests.

The incidence of acute (48 ± SE 3% at 1-year) and chronic relection (10
SSE2% at 3 years) were comparable in patients transplanted for PBC, PSC,

AIC and HCVC. However, the incidence of acute (but not chronic) relection
was significantly lower in patients transplanted for ALC (29% at 1-year). This
reduced incidence of acute rejection was associated with an increased inci-
dence of bacterial infections. In patients transplanted for HBV-cirrhosis (the
majority of whom had received long-term anti-HBs immunoglobulins), the in-
cidence of both acute (21% at 1-year) and chronic rejection (0% at 3-years)
were significantly lower whereas incidence of septic complications were
comparable to that in the other groups. The incidence of acute rejection in
patients transplanted for non-viral disease receiving polyclonal human anti-
CMV immunoglobulins was also significantly lower than that of patients who
did not receive the immunoglobulins (19% vs. 48% at 3-mo, p = 0.01), and
this was identical to that of patients transplanted for viral disease receiving
polyclonal human anti-HBs immunoglobulins (19% at 3-mo).

These results show that the risk of rejection is unequal amongst patients
being lower in patients transplanted for ALC (probably as a result of a state
of non-specific hyporesponsiveness) and in patients transplanted for HBV cir-
rhosis (possibly as a result of long term administration of polyclonal human
immunoglobulins).

11606 Low Incidence of Mortality and Morbidity in Upper
Gastrointestinal Bleeding. The Role of Individual Non
Steroidal Ant-inflammatory Drugs (NSAIDs)

E. Kouroumalis. M. Roussomoustakaki, S. Spanoudakis, ON. Manousos.
Dept of Gastroenterology University Hospital of Crete, Medical School,
Heraklion Crete, Greece

Mortality and morbidity in upper GI bleeding is reported high, despite highly
effective antisecretory therapy. Moreover the choice of the individual anti-
inflammatory drug in ulcer patients, remains a difficult and controversial task.

Aim of Study: To assess the prognosis of upper GI bleeding in our area
and calculate the relative danger risk of individual NSAIDs in order to obtain
guidelines for their use.

Patients and Methods: 444 consecutive cases of upper GI bleeding were
prospectively studied over a 4 year period. Bleeding from oesophageal
varices or tumours was excluded. An arbitrary danger index, taking into ac-
countthe local drug circulation was devised and used to classifythe individual
drugs.

Results: The majority of patients with upper GI bleeding (60.5%) were re-
ceiving NSAIDs at the time of the bleed. NSAIDs administration was associ-
ated mostly with bleeding antral erosions. Operation rates (3.6%) and mortal-
ity (2.7%) were very low and mostly observed in old patients with concomi-
tant serious illnesses. The low mortality is better explained by differences in
local diet rather than antisecretory treatment.

NSAIDs with a relative low danger index were diclofenac and nifiumic acid,
while salicylates and corticosteroids also had a low danger index. On the con-
trary ibuprofen, piroxicam, tenoxicam and indomethacin had a high danger
index. More importantly drugs used mostly in parenteral forms were found
to be safer.

Conclusions: 1) Upper GI bleeding in our area carries a very favourable
prognosis. 2) In the individual patients parenteral administration of a low dan-
ger index drug can be recommended. 3). Corticosteroids can also be consid-
ered for the rheumatic patient with a known peptic ulcer.

1071 The Level of Immunosuppression does not Appear to
Influence the Natural History of Recurrent Disease in
Patients Transplanted for HCV Cirrhosis

0. Farges, C. Feray, A. Krygier, D. Samuel, M. Sebagh 1, H. Bismuth.
Hepato-Biliary Surgery and Liver Transplant Center, 1 Dept. Pathology, Paul
Brousse Hospital Villejuif 94800, France

HCV cirrhosis is currently one of the most frequent indication for liver trans-
plantation. These transplantations are associated with a high risk of recurrent
hepatitis and we have recently shown that this risk was greater in patients
with an HCV genotype lb. The aim of the present study was to assess the
influence of immunosuppression on the incidence and severity of primary
disease recurrence.

Between 1984 and December 1992, 189 patients received a first liver
transplant for an HCV cirrhosis (HCV-RNA+). Immunoprophylaxis was based
on the administration of cyclosporine (in association with high dose steroids
and azathioprine, n = 134), or FK506 (in association with low dose steroids,
without azathioprine, n = 15) or a quadruple immunoprophylaxis (n = 40).
Acute clinical rejection episodes were treated with 1-3 bolus methylprad-
nisolone (± OKT3). Liver biopsies were performed at yearly interval and in
case of impaired liver function tests. The diagnosis of recurrent disease was
based on the presence of pathological features and a positive HCV-RNA. Mul-
tivariate analysis was performed to assess the risk of primary disease recur-
rence and its severity (acute hepatitis, CAH, cirrhosi) as a function of: 1) the
immunoprophylaxis, 2) occurrence of an acute rejection episode and its treat-
ment, 3) cumulated doses of immunosuppressive agents, 4) HCV genotype.
Actuarial incidence of histological recurrence at 6 mo, 1, 2 and 5 years were
30, 38, 45 et 64%. Among the 98 patients experiencing histological reccur-
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rence, the proportion of hepatitis, CAH and cirrhosis were 19, 76 et 5% re-

spectively. Recurrence was influenced by the HCV genotype (being greater
in patients with HCV-1 b) but not by the immunoprophylaxis regimen, occur-

rence of rejection or its treatment. Histological severity of recurrence was
neither influenced by the immunoprophylaxis regimen, occurrence of rejec-
tion or its treatment. Hepatitis lesions tended to occur more rapidly in patients
who had received bolus steroids but the difference was not significant. De-
velopment as well as severity of recurrent disease was not influenced by the
cumulative dose of steroids, azathioprine or cyclosporine administered at 1,
3, 6, 12 and 24 months. However, preliminary results in patients whose HCV
has so far been genotyped as being type 1 b indicate that the cumulative dose
of cyclosporine (but not azath. or steroids) was significantly greater (p < 0.05)
in patients with recurrent hepatitis than in those without recurrent disease at
1 month (9508 vs 5600 mg) and 3 months (33701 vs 21908 mg)

Conclusion. These results suggest that the influence of immunosuppres-
sive agents on recurrent viral disease is marginal. Whether the difference
observed for cyclosporine in patients with a genotype lb is responsible for
or simply the witness of recurrent disease is currently investigated.

1608 Analysis of the Additional Risk Associated with Liver
Retransplantation

0. Farges, D. Samuel, H. Bismuth. Hepato-Biliary Surgery and Liver
Transplant Center, Paul Brousse Hospital, Villejuif, 94800 France

Previous studies have shown that the results of liver retransplantations were

grim, an observation that has led some investigators to question their rational.
The aim of this study was to assess if and how retransplantation adversely
impairs outcome in our experience.

Out of 1000 liver transplantations, performed between 1984 and January
1994, 124 were retransplantations. Of these, 36% were performed during the
first month posttransplant (half of which during the first week) for PNF (n =

24), vascular thrombosis (n = 3), acute rejection (n = 15) and acute liver failure
(n = 2). Patient survival was significantly lower than that of 162 patients un-

dergoing a first emergency transplantation (62.2 vs. 76.5% at 1 -month, 36.2%
vs. 60.6% at 5-years). This additional risk was related to a higher incidence of
sepsis and cerebral haemorrhage.

Indication for retransplantations beyond the first postoperative month was
chronic rejection (57%), viral infection (23%), vascular thrombosis (12%). Pa-
tient survival following first retransplantation was 67% at 1-year, and 62% at
5-years as compared to 84% and 74% in 729 patients receiving a first trans-
plant for non fulminant liver failure, indicating that retransplantations are as-

sociated with an early additional risk (due to a greater incidence of septic
complications) but that the subsequent outcome is not impaired. Patient and
graft survival were not significantly different for first (104 pts) and second (15
pts) retransplantations. Indication for retransplantation had no significant im-
pact on patient or graft survival. Outcome was however improved when im-
munosuppressive agents had been discontinued prior to retransplantation.
In patients not retransplanted for chronic rejection, incidence of acute and
chronic rejection were similar to that in recipients of a first graft. In patients
retransplanted for chronic rejection (median follow-up 3.7 years after retrans-
plantation), the actuarial incidence of acute rejection (50% at 1 month) was

significantly greater than that of patients undergoing a first transplantation but

overall, the incidence of chronic rejection was comparable (13% at 3-years).
Conclusion. Outcome after retransplantation is impaired by previous im-

munosuppression (especially when it is performed in the early postopera-
tive period). This risk may partially be improved by reducing the amount
of immunosuppressive agents administered prior to retransplantation. Previ-
ous exposure to alloantigens, especially in those patients retransplanted for
chronic rejection, does not appear to result in a greater incidence of chronic
rejection.

1610 The Concept of the Partial Portal Diversion: A
Renaissance of the Portacaval Shunt

R. Adam, D. Castaing, D. Azoulay, H. Bismuth. Hepato-BiliarySurgeryand
Liver Transplant Unit, Paul Brousse Hospital, 94800 Villejuif, France

The loss of portal perfusion in portacaval shunts (PCS) has been incriminated
to induce post operative encephalopathy and accelerated deterioration of
liver function. To avoid this, the concept of partial PCS was introduced to
reduce variceal portal pressure while maintaining adequate hepatic portal
flow. From Sept. 1986 to Jan. 1995, 141 patients with histologically docu-
mented cirrhosis underwent a calibrated PCS either by a portacaval anasto-
mosis (PCA) using a PTFE prothesis (n = 43) or by TIPS (n = 98). Indication
and results of both procedures were as follows:

PTFE/PCA TIPS
Number Pts 43 98
Bleeding/Ascitis 36-7 68-30
Elective patients 40 (93%) 85 (87%)
Child A/B/C 28-15-0 23-36-39
Technical success 100% 93% (98/105)
Calibre 8/10/12 mm 8-31-4 49-45-4

Op. Mortality (<2 Mo) 1(2%) 12 (12%)
- Elective Child ANB/C 4%-0%-No 0%-5%-14%

Variceal rebleeding 1 (3%) 4(6%)
Recurrent Ascitis 0 (0%) 1 (3%)
Encephalopathy: - Acute 4 (10%) 16 (22%)

- Chronic 2 (5%) 3 (4%)
Shunt Thrombosis: - Early <2 Mo 1 (2%) 17 (17%)

- Late >2 Mo 2 (5%) 10 (14%)
Subsequent transplant 5 (12%) 22 (31%)
Waiting time (Mo) 39 (10-74) 8 (1-55)
Mean follow up (Mo) 39 (2-74) 14 (2-55)
Survival 24 Mo 91% 64%

- Elective Child ANB/C (%) 91-91-No 89-72-73
Survival 60 Mo 82%

Conclusions: 1) Partial PCS can be achieved by both procedures with an
operative mortality <5% for elective patients Child A or B. 2) Incidence of
encephalopathy and thrombosis is decreased following PCA as compared to
TIPS. 3) Two years-survival is comparable for Child A patients but better for
Child B treated by PCA. TIPS seems more indicated as a bridge to transplan-
tation and PCS as a long term treatment.

11 Dual Therapy (Omeprazole Plus Amoxicilline) in
Combination with Colloidal Bismuth Subcitrate (CBS)
in the Eradication of Helicobacter pylori (HP)

S. Georgopoulos, S. Karatapanis, S. Katranis, P Rouvella,
K. Papanicolopoulou, V. Artikis. 2nd Dept. of internal Medicine and
Endoscpic Unit ofAthens Municipal Hospital, Athens, Greece

Dual therapy with omeprazole (OMP) plus Amoxycilline (AMX) has been
shown as less effective but with fewer side effects alternative to the triple
treatment regiment (Metronidazole, Tetracycline and CBS) in the eradication
of the Hp.

The aim of this study was to evaluate the efficacy of OMP plus AMX with
or without CBS in the eradication of Hp in patients with Duodenal Ulcer (DU).

Patients-Method: Sixty-four DU patients with documented Hp infection (by
CLO-test, histology and culture) were randomly assigned to one of the two
treatment groups: the group A received OMP 20 mg x 2 plus AMX 1 gr x
2 and the group B OMP 20 mg x 2, AMX 1 gr x 2 pIus CBS 300 mg x 4.
The duration of eradication treatment was 14 days in both groups. All the
patients underwent a gastroscopy with biopsies 4-6 weeks after treatment
completion, in order to assess the presence or absence of Hp.

Results:
Group A: eradication of Hp was achieved in 21/30 patients (70%) and of

the remaining 9 (30%) Hp positive patients, 2 (6.7%) had active DU in the
post treatment control.

Group B: eradication of Hp was achieved in 29/32 patients (90.6%) and
in the 3 (9.4%) Hp positive patients the DU was completely healed. The
response to treatment was significantly increased in group B compared to
group A (p < 0.05). Only one patient in group A suffered a mild diarrhea com-
pared to no patient in group B.

Conclusion: This study suggests that CBS enhances the efficacy of dual
(PMP + AMX) therapy for the eradication of Hp, in DU patients, to approxi-
mate levels reported for the conventional triple regiment.

Moreover CBS preserves the safety and tolerability of the dual therapy.

11614 Management of Portal Hypertension in the Era of Liver
Transplantation

Ren6 Adam, Joseph S. Raccuia, Henri Bismuth. Hepatobiliary Surgery and
Liver Transplant Unit, Paul Brousse Hospital, Villejuif, 94800, France

In order to establish a treatment strategy based on the degree of liver insuffi-
ciency in this era of limited organ availability, we reviewed 1000 consecutive
liver transplants over a 10 year period with special emphasis on prior history
of portal hypertension with variceal hemorrhage.

The impact of bleeding and subsequent therapy was analyzed to inte-
grate the proper timing of liver transplant in the multimodality therapy of
portal hypertension. Transplantation for fulminant hepatitis (n = 148) and re-
transplantation (n = 122) were excluded. Of 730 primary transplanted patients
with chronic liver disease, 544 (74%) had no prior history of variceal hemor-
rhage. There were 186 (26%) patients with variceal bleed prior to transplants-
tion of which 130 (70%) required interventional therapy to palliate the bleed-
ing. In the two groups of patients with and without bleed prior to transplan-
tation there were no significant differences in regards to age, sex, etiology of
the liver disease or donor liver morphology. Sclerotherapy was performed in
93 (50%), surgical portal diversion in 27 (15%) and TIPS in 10 (5%) patients.
There was no significant difference compared to the patients who bled and
did not receive palliative therapy (n = 93) in regards to the technical aspect of
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the liver transplantation or the post-transplantation liver function tests. Mod-
erate to severe liver dysfunction (grade B and C of a modified Child classifica-
tion) accounted for 91 percent of the patients with bleeding complications.
The overall survival for all patients was 76 percent at five years. Previous his-
tory of variceal bleeding alone or treatment by initial sclerotherapy demon-
strated no significant difference with either graft or patient survival. The pa-
tients who had TIPS to control hemorrhage had lower, but insignificant, graft
and patient survival. The group of patients with variceal hemorrhage who
had prior surgical shunt did, however, demonstrate a significant increased
survival at five years when compared to the non-shunted group (96% ver-
sus 73%, p < 0.007). In conclusion, the impact of variceal bleeding does not
seem to be critical to subsequent liver transplantation. In contrast to scle-
rotherapy and TIPS, portocaval shunt demonstrated an improved outcome
following liver transplantation. The perspective of liver transplantation should
not be a contraindication to perform portocaval shunting in properly selected
patients.

11615 Resection of Non Resectable Hepatic Metastases of
Colorectal Cancer After Initial Chemotherapy

R. Adam, H. Bismuth, Ch. Farabos, F. Levi. HepatobiliarySurgeryand Liver
Transplant Center, Paul Brousse Hospital, Villejuif, France

As it represents the sole curative treatment of hepatic metastases, resection
is the chief treatment of liver secondaries from colorectal cancer. However, it
may be achieved in a minority of patients and most patients have at the first
irresectable lesions associated with a poor prognosis. In this study we report
a 6 year-experience of the management of patients with hepatic metastases
initially considered as irresectable and subsequently submitted to a resection
following an efficient chemotherapy.

From April 1988 to December 1994, 53 out of 330 pts (16%) with liver
metastases initially considered as non resectable were subsequently sub-
mitted to hepatic resection with a curative intent. All patients have been
treated by intravenous chronomodulated chemotherapy combining 5 Fluo-
rouracil (5-FU), Folinic acid (Fol) and Oxaliplatinum (Oxa), a non nephrotoxic
platinum complex. To optimize dose intensities and tolerance, drug delivery
was sinusoidally modulated along the 24 hour-scale with peak flow rates at
04.00 hours for 5-FU and Fol and at 16.00 hours for Oxa, using an ambulatory
programmable-in-time pump. Initial non resectability assessed by the same
surgical team was related to large (n = 10), multinodular (n = 22), central ill-
located tumours (n = 8) or to the presence of extrahepatic disease (n = 13
- Peritoneum (6), Epiploon (3), Lungs (4)). Patients received 3 to 29 courses
of chemotherapy (mean = 9) for 2 to 21 months (mean = 7).

Results: An objective reduction of tumour size was observed following
chemotherapy in all patients subsequently submitted to liver resection. A sig-
nificant reduction of tumor markers was also demonstrated (Mean CEA from
221 (4-1720) to 23 ng/ml (1- 198) and CA 19-9 from 1958 (22-19000) to 107
lUlml (2-1469). A major hepatectomy (>3 segments) was performed in 36 pts
and a minor resection in 17. Post operative chronomodulated chemotherapy
was routinely continued in all patients for 6 courses at less. Associated pro-
cedures included repeated hepatectomy (7), pulmonary resection (6), hepatic
cryotherapy (4) splenectomy (1) nephrectomy (1), resection of the diaphragm
(1), lymphadenectomy (1). Mean follow up is currently 24 months for the
whole group (range 4-68). Patient survival rate is 55% at 3 years similar to
that of pts submitted to liver resection as a first treatment. Survival rate is
higher in those 40 pts with technically irresectable lesions (large or multin-
odular or ill located) than in those 13 with extrahepatic disease, 58% vs 39%
respectively.

Conclusion: A second-step resection may be achieved in some irre-
sectable pts with the help of an efficient chemotherapy. The benefit in survival
seems comparable to that obtained with liver resection as a first intent. This
therapeutic strategy involves a multimodality approach including repeated
hepatectomies and extrahepatic surgery.

1616 Liver Transplantation in Fulminant and Subfulminant
Hepatitis. The Paul Brousse Experience

D. Samuel, H. Bismuth, D. Castaing, R. Adam, F Saliba, D. Azoulay, P lchai,
M. Johann, 0. Farges. Hepato-Biliary Surgery and Liver Transplant Center,
Paul Brousse Hospital, Villejuif 94800, France

Fulminant (FH) and subfulminant hepatitis (SFH) carry a grim prognosis with
a 80-85% mortality rate. We report our experience in treating 152 patients
with FH or SFH from January 1986 to January 1994; 128 of these patients un-
derwent orthotopic liver transplantation (OLT). OLT was indicated in patients
with confusion or coma and factor V < 20% below 30 year, and confusion or
coma and factor V < 30% over 30 year.

Results: They were 101 women and 51 men, mean age 33 year. The cause
of hepatitis was viral in 76 cases, drug-induced in 28, paracetamol overdose in
3, toxic in 4 and indeterminate in 41. Our policy was to use the first available
liver. Among 152 pts who met the above criteria, one recovered, 23 (15%)
died before OLT mostly from from brain death, and 128 were transplanted.
Mean time from admission until death was 1.3 day (SD = 0.9) (range; 0-4
days). Mean waiting time from decision of transplantation to OLT was 1.4
day. 128 patients were transplanted. At the time of OLT, all patients but 6
were in a coma, mean factor V was 14% of normal and mean creatinine 142
timol/l, 85 were on mechanical ventilation. The actuarial 1- and 3-year survival

are 68.1%, and 61.8%. Sixteen patients died within a week, from brain death
in 13. One-year survival was higher in patients who were in encephalopathy
stage 3 with confusion than in those who had encephalopathy stage 4 with
grade 3 coma (90% [SD = 6.7] versus 48% [SD = 10], P < 0.05). Survival was
83% in patients with grade 1-2 coma at transplantation vs 56% (P < 0.001) in
those with grade 3 coma at transplantation; and was 51 % vs 81 % (P < 0.001)
in those transplanted with high risk (ABO-incompatible, split, or steatotic) and
low risk grafts, respectively. In a multivariate analysis, steatotic, and partial
grafts were predictive of poorer patient survival, and ABO incompatibility of
poorer graft survival.

Conclusion: In conclusion, orthotopic liver transplantation has dramati-
cally improved the prognosis of patients with FH and SFH. Brain death be-
fore and after OLT is the main complication. Use of high risk grafts affects
negatively patient and graft survival but this should be balanced with the risk
of deterioration of the condition of the patient while waiting a more suitable
donor.

11618 Liver Transplantation for Billary Primary Cirrhosis
(PBC): Modification of the Indications for
Transplantation

D. Samuel, A. Zayene, 0. Farges, A. Mattei, M. Reynes 1, H. Bismuth.
Hepato-Biliary Surgery and Liver Transplant Center, Paul Brousse Hospital,
Villejuif, 94800 France; 1 Dpt Pathology, Paul Brousse Hospital, Villejuif,
94800 France

Primary biliary cirrhosis (PBC) is one of the main indications for liver trans-
plantation (LT). Indications for transplantation are well defined and increase
of bilirubin level over 100 jmolA was considered as a main criteria for trans-
plantation. In the past years, most of the PBC patients has been treated with
ursodesoxycholic acid which induced a decrease of the cholestatic enzymes
level. We have analyzed retrospectively, our criteria for indication of LT in pa-
tients with PBC. From 1984 to 1992, 80 patients (74 F, 6 M) mean age: 50
yrs (29-77) with PBC underwent a liver transplantation. 3 patients have an
associated hepatocellular carcinoma. Asthenia was present in all, pruritus in
70 (87%), ascites in 34 (42%), a past history of GI bleeding was noted in 34
patients (42%), the mean level of bilirubin at time of LT was 212 ,umol/l (11-
1000), mean level of prothrombin was 73% of normal. In 51 patients (64%),
the indication for LT was jaundice with a bilirubin level >100 tmol/l. 29 (36%)
patients were transplanted with a bilirubin level < 100 j.molA. Percentage of
patients transplanted with a bilirubin level below 100 ,tmol/l was 24% in the
period 1984-1988, and 50% in the period 1989-1992. In the 29 patients with
the bilirubin level below 100 jlmolA, the indication for LT was a recurrent GI
bleeding in 10, GI bleeding with recurrent ascites in 8, recurrent ascites in
6, and major asthenia with refractory pruritus in 5. The overal 8 year patient
survival after LT was 81 %.

Conclusion: The indication for liver transplantation in PBC has being modi-
fied in the past years. Jaundice was a main indication in 76% of patients until
1988. Since 1989, in 50% of patients, the indication in based on the pres-
ence of complicated portal hypertension and/or liver failure. Treatment with
ursodesoxycholic acid may be responsible of the modification of the course
of patients with PBC and this should be taken into account in calculate of
prognosis indexes and on the indication of liver transplantation.

16201 Liver Transplantation in Familial Amyloid
Polyneuropahy Related to Abnormal Transthyretin

D. Samuel, C. Adams 1, C. F6ray, F. Saliba, C. Goulon-Goueau 1, Pp. Costa 2
He. Harding3, 0. Bletry4, G. Said, H. Bismuth. Hepato-BiliarySurgeryand
Liver Transplant Center, Paul Brousse Hospital, Villejuif, 1 Dpt of Neurology,
Kremlin Bicetre; 2 Porto; 3 London; 4 Internal Medicine, Foch Hospital
Familial amyloid polyneuropathies related to abnormal transthyretin (FAPUTR)
are due to deposits of abnormal TTR on nervous tissues with a fatal course
in a mean interval of 10 years. Liver transplantation has been proposed as a
treatment of FAPTTR, this organ being the main source of TTR. The aim of
this study was to evaluate the efficacy of liver transplantation in patients with
FAPTTR. Neuropathy was evaluated pre and post transplantation by clinical,
and electrophysiological assessment, histopathological analysis, and mea-
surement of serum level of abnormal TTR (Elisa). 13 patients (7 M, 6 F;
mean age 43 yrs range 29-66) underwent liver transplantation for FAPTTR
from March 1993 to June 1994. 8/13 were of portuguese origin, the others
of french origin; 12/13 had the methionine 30 (Met 30) gene mutation and
one the tyrosine 77 (Tyr 77) gene mutation. The mean interval between on-
set of symptoms and transplantation was 5 years. Severe weight loss and
mild to major difficulty of walking were present in all, orthostatic hypoten-
sion was present in 5, diarrhea and gastroparesia in 7 and cardiomyopathy
in 7. 10 out of 13 patients survived, one died of multiple organ failure, and
2 of cardiac complications. Deterioration of walking ability and weight loss
was observed in all patients in the first weeks. Among the 8 patients with a
1 year follow-up, walking ability was improved in 2, stable in 2, deteriorated
in 6; functional score was improved in 1, stable in 6, deteriored in 1; weight
gain was observed in 5. Evolution of other symptoms was variable. Abnormal
serum TTR level returned to normal values in all.

In conclusion: Liver transplantation modify the spontaneous deteriorating
course of FAPTTR. The first encouraging results were a weight gain, a sta-
bilisation of the functional score, but other syptoms have a variable course.
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Abnormal TTR disappeared from serum in all patients. A longer follow-up is
needed.

1622 Renal Vascular Resistance in Hepatic Cirrhosis
I.K. Restrepo, W.B. Schwerk. Department of Internal Medicine, Philipps,
University Marburg, Germany
Advanced hepatic cirrhosis is frequently complicated by systemic haemo-
dynamic disturbances, with a hyperdynamic circulation, low blood pressure,
elevated heart rate, and a discrepancy between the reduced peripheral vas-
cular resistance and a profound renal vasoconstriction.

Material and Methods. In a prospective controlled study, we investigated
the renal vascular impedance in 66 cirrhotic patients and 60 healthy volun-
teers by colour Doppler evaluation of the renal resistive index (RI) at the level
of interlobar arteries. Cirrhotics were classified according to the Child-Pugh
score. In all patients the actual heart rate (HR), mean arterial blood pressure
(RRm), and renal function were assessed. The RI values were corrected for
a standardized HR of 70/min to eliminate the effect of HR on Doppler mea-

surements.
Results. Patients with hepatic cirrhosis had significantly (p < 0.001) ele-

vated mean (i SE) renal RIs as compared with normal subjects: controls, 57
+ 5%; cirrhotics, 75 + 11% [Child A (n = 17), 67 ± 5%; Child B (n = 26),
74 + 8%; Child C (n = 23), 84 1: 12%]. Among cirrhotics with normal renal
function, those with ascites (n = 28) presented with significantly higher renal
RIs compared with non-ascitic patients (n = 26): 79 + 7% vs 68 + 7%. The
means of HR (x/min) and RRm (mmHg) differed significantly (p < 0.001) with
progression of cirrhosis (Child A: HR, 72 ± 12; RRm, 101 + 17/Child B: HR,
83 ± 15; RRm, 93 ± 15/Child C: HR, 94 ± 13; RRm, 85 ± 15).

Conclusion. 1.) Cirrhotic patients show a significantly higher renovascular
resistance as compared with healthy controls. 2.) In hepatic cirrhosis, renal
RI is elevated even in the abscence of ascites. 3.) Progression of cirrhosis
is associated with an increase of renal RI and HR and a decrease of RRm.
4.) These findings are consistent with the peripheral vasodilation theory on
ascites formation in cirrhosis.

11623 Anti-Gor and Anti-Thyroid Autoantibodies in Patients
with Chronic Hepatitis C

S. Schneider 1, A. Tran 1, H.B. Braun 2, S. Benzaken 3, G. Dreyfus 1,
J.F. Quaranta 1, G. Michel 2, P Rampal 1. 1 Service
d'H6pato-Gastro-Ent6arologie, Nice, France; 2 Laboratoires ABBOTT
Wiesbaden, Allemagne; 3 Laboratoire d'lmmunologie, Nice, France

The association between the presence of anti-thyroid autoantibodies and
anti-hepatitis C virus antibodies (anti-HCV) is not fortuitous (Hepatology
1993;18:253). Anti-Gor autoantibodies may reflect autoimmunity induced by
the hepatitis C virus. In this study, anti-Gor concentrations in anti-HCV-positive
patients with antithyroid autoantibodies (group 1: 22 patients, 2 men, 20
women; mean age 59.6 ± 13.9 yr) were determined and compared with anti-
Gor levels in anti-HCV positive patients without anti-thyroid autoantibodies
(group 2: 44 patients, 4 men, 40 women; mean age 57.8 ± 13.2 yr) and in
patients with autoimmune thyroiditis who were anti-HCV negative (groupo 3:
28 patients, 1 man, 27 women; mean age 54.6 ± 16.4 yr). Patients in group
2 were matched by age and sex with patients in group 1.

Methods: Anti-HCV were assayed using a second generation EIA kit (Ab-
bott) and results were confirmed by RIBA-2 or RIBA-3 (Ortho Diagnostic Sys-
tems). Anti-thyroid microsome and anti-thyroglobulin autoantibodies were
detected by indirect hemagglutination tests; anti-thyroperoxydase autoanti-
bodies were detected by RIA. IgG-type anti-Gor were measured by ELISA on
a microplate with the synthetic peptide Gor-2 bound to the solid phase. The
concentration was expressed as the ratio of the optical density in the sample
to the optical density of the cut-off value. Inter-group comparisons of anti-Gor
levels were performed by the Kruskal-Wallis nonparametric test.

Results: There was no statistically significant difference between age and
the sex-ratio in the 3 patients groups. The frequency of anti-Gor in groups 1, 2
and 3 was respectively 72%, 61 % and 3%. The anti-Gor concentrations were
higher in group 1 (mean 4.7 ± 3.9) than in group 2 (mean 2.4 ± 2.7) or group
3 (mean 0.3 ± 0.2). This difference was highly significant (p = 0.0001).

Conclusion: Detection of more elevated anti-Gor concentrations in pa-
tients with chronic hepatitis C and anti-thyroid autoantibodies suggests that
thyroid autoimmunity may be induced by the hepatitis C virus.

1626 Characterization of the Transcriptional Regulation of
the Human Gastric Inhibitory Peptide Gene Promoter

H. Hesse, S. von Goedecke, B. Goke, R. Arnold, E.R Slater. Zentrum fur
Innere Medizin, Philipps Universitat, Marburg, Germany
Gastric inhibitory polypeptide (GIP) originally identified by its inhibitory action
on acid secretion plays a potentially more important role in the stimulation
of insulin release in the presence of hypergylcemia. To examine the molec-
ular mechanisms regulating GIP gene transcription we amplified a fragment
containing human GIP gene promoter. The purpose of the present study is
to characterize the regulatory domain of the GIP gene and to identify cis- and
trans-acting factors that control its transcription. We have tested the human

GIP promoter fused to the chloramphenicol acetyl transferase (CAT) gene in
transient transfection assays. A construction containing 384 bp of GIP gene
5'-flanking sequences and 91 bp of transcribed sequences ("GIP-CAT) was
sufficient to confer tissue-specific expression to the CAT gene. Expression of
this construction was positive in pancreatic I cell lines: RINm5F and HIT, as
well as in the neuroendocrine cell line, STC-1 which expresses GIP endoge-
nously; the construction was silent in fibroblast cells as well as in the JEG3
cell line. Regulated expression of the GIP-CAT has been investigated using
stimulators of Protein Kinase A activity, Phorbol esters and the inhibitor, in-
sulin. A 4- to 6-fold induction is obtained with 10 jLM Forskolin (normalized
to Luciferase) and a synergistic effect in combination with 40 nM PMA which
is reduced by addition of 10 ,.M insulin to the culture medium. In an effort
to identify the elements important for tissue-specific, basal and regulated
transcription we have performed deletion analysis of the 5'-flanking region.
In combination with DNA binding experiments, gel retardation and DNasel
footprint experiments, we will gain a better understanding of the regulation
of the expression of this gene.

16281 Specific Activation of T-Cells Against the TAG72
Tumorantigen on Gastric Cancer with Bispecific
Monoclonal Antibodies

A. Hombach, M. Jensen, D.J. Ziegenhagen, V. Diehl, W. Kruis 1, C. Pohl.
Dept. of Medicine, University of Cologne, FRG; 1 Evang. Krankenhaus Kalk,
KoIn, FRG
The poor prognosis of advanced gastric cancer requires new therapeutic
approaches. Among these the use of bispecific monoclonal antibodies for
specific immunotherapy by means of targeting T-cells against tumor cells
bearing appropriate antigens may be promising. We describe here the gen-
eration of a bispecific monoclonal antibody (BiMAb) with specificity for CD3
and the tumor associated antigen TAG72 on a variety of gastrointestinal tu-
mors. Methods: A BiMAb, termed CD3/TAG72, was generated by somatic
fusion of the iodoacetamide treated TAG72 associated hybridoma line B72.3
and the HGPRT-deficient CD3 associated hybridoma line OKT3. A tetradoma
line producing BiMAb characterized by antibodies consisting of different
heavy chains, and dual reactivity with both antigens respectivly was estab-
lished. Results: Increased BrDU-Uptake in PHA preactivated T-cells added
to TAG72-antigen coated microplate wells was only observed in the pres-
ence of the bispecific antibody CD3/TAG72. Similarily preactivated T-cells se-
creted IL-2 in the presence of TAG72-antigen and a costimulatory signal de-
livered by a monoclonal antibody against CD28 only when crosslinking with
BiMAb CD3/TAG72 occurred. None of the parental control antibodies showed
a comparable effect. As determed by Europium-release assays the BiMAb
CD3/TAG72 was also capable to redirect the cytotoxic effect of activated T-
cells against TAG72 bearing tumor cells in vitro. Conclusion: Our results in-
dicate, that BiMab CD3/TAG72 can specifically induce T-cell proliferation, in-
creases IL-2 secretion, and triggers cytotoxicity against TAG72 expressing
tumor targets. This BiMAb therefore may offer a new approach for active
specific immunotherapy of TAG72-expressing tumors.

1629 Predominant Neurological Manifestations and
Behavioral Abnormalities at Diagnosis of Coeliac
Disease (CD) Associated with Organic Aciduria

C. Lenaerts, D. Rabier 1, B. Soto, B. Piango, P Berquin. Ch Piussan P6diatrie
1, CHU Nord, Amiens 80054, France; 1 H6pital Necker, Paris, France

The association of epilepsia, intracranial calcifications, folate deficiency and
CD raises increasing interest for atypical neurological presentations of CD.
We report 2 cases of CD presenting initially with severe hypotonia, behavior
abnormalities and glutaric aciduria. The first child presents at age 10 months
with major hypotonia and grunting associated with vomiting, anorexia and
growth retardation. CD is confirmed by duodenal biopsy and antigliadine an-
tibodies >500. Urine organic acid chromatography is abnormal with glutaric
acid 42 (N < 22) and 4 OH phenylacetic 239 (N < 55). With a gluten free diet
clinical, neurological and metabolic status improves rapidly. The second child
presents at age 13 months with major global hypotonia, vomiting, anorexia,
sadness and weight loss (-3 DS). CD is confirmed. Urine organic acid chro-
matography is abnormal:lactic acid 262 (N < 104), glutaric acid 62 (N < 22),
methylmalonic acid 37 (N < 7). Clinical, neurological and metabolic status im-
prove within 3 months with a gluten free diet. At diagnosis serum folate was
low in both children as were vitamin A, E and B12 in the first one.

The neurologic manifestations associated with glutaric aciduria could be
secondary either of vitamin B2, vitamin B12 or carnitine deficiencies, unfor-
tunately not measured in our observations. B2 deficiency may present as an
inborn error of acyl coA dehydrogenase metabolism which can be aggravated
by carnitine deficiency causing long chain fatty acid metabolism abnormali-
ties and organic acid accumulation. Folate, B12, B1 et B6 are involved in the
appearance of psychiatric manifestations and vitamin B6 deficiency causes
abnormal tryptophane metabolism, a precursor of cerebral serotonin. Vitamin
B2 and other deficiencies could thus be responsible for organic aciduria and
the neurologic and behavioral abnormalities described at diagnosis in CD.
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1630 Ciprofloxacin Treatment Combined with
Convention-AL Therapy In Crohn's Disease. A
Prospective, Double Blind, Placebo Controlled Study

U. Turunen, M. Farkkila, K. Hakala, M. Vuoristo, V. Rahm, K. Seppala,
V. Valtonen, TA. M iettinen. Department of Medicine, University of Helsinki,
Finland

The results of ciprofloxacin treatment in fistulous Crohn's disease have been
promising according to preliminary data of uncontrolled studies. The hy-
pothesis of the present study was that a significant long-term reduction of
Gram-negative, aerobic bacterial flora influences the disease activity of mod-
erate to severe ileocolonic or colonic Crohn's disease. The design of the
study was a six-month, randomized, placebo controlled ciprofloxacin treat-
ment in endoscopically active Crohn's disease. Both groups received corti-
costeroids and metronidazole. The treatment group received ciprofloxacin
1000-1500 mg/day. Assessment was made at 0, 1, 3 and 6 months by clinical
symptoms, laboratory parameters of inflammation and colonoscopic evalua-
tion. End point of the study was symptomatic and endoscopic failure to re-
spond to the treatment regimen. Both groups were comparable for the clin-
ical entry data. 89 patients were randomized between 1990-1993, 44 in the
ciprofloxacin and 45 in the placebo group. Mean age was 32.4 yr. 39 males/SO
females. Treatment was discontinued because of drug-related side-effects in
9 patients (7 in the ciprofloxacin and 2 in the placebo group). The side-effects
were skin manifestations (3), gastrointestinal (4), or CNS-related (2) and all
were rapidly resolved after discontinuation of the treatment. Analyzed on an

intention to treat basis, no differences between clinical or endoscopical data
were observed during the six-month treatment. Of laboratory parameters of
inflammation, S-orosomucoid was significantly (725 vs 835 mg/l, p = 0.05)
lower in the ciprofloxacin group at three months. In patients on treatment,
treatment failures occurred in 11 patients in the ciprofloxacin and 12 patients
in the placebo group. Operation for stricture or colectomy was performed in 8
patients (5/3 ciprofloxacin vs placebo). In conclusion, the only significant dif-
ference between treatment groups was seen in S-orosomucoid. Reversible
side effects were common (17%) in the ciprofloxacin group. The study was
too small to allow subgroup analysis in various clinical forms of the disease.

1634 Two Weeks Antimicrobials and Omeprazole Therapy is

Sufficient to Cure Helibacter pylori Positive Bleeding
Peptic Ulcer A Randomized Trial

K. Seppala, R. Haapiainen, P Sipponen, J. Halttunen, M. Farkkila, S. Sarna,
H. Rautelin and the Finnish Ulcer Bleeding Study Group. Helsinki University
Central Hospital, Helsinki, Finland

It is recommended that Helicobacter pylori positive peptic ulcers are always
treated with antimicrobials. This randomised, double blind, multi-centre study
reports the healing, recurrence and H. pylori eradication rates of 170 bleed-
ing PU patients treated either with two weeks course of antimicrobials and
omeprazole or four weeks course of omeprazole + placebos.

Only patients with H. pylori positive bleeding peptic ulcer (size of diameter
>5 mm or area > 10 mm2) were entered. H. pylori infection was detected with
urease test and verified in histology or culture. In the present report we give
results on the rate of ulcer healing and reinfection. Endoscopy was done 8
wks and one year after the start of treatment or for symptomatic relapse.
Patients were randomly assigned (in relation 2:2:1) to one of three groups:

two groups were treated with omeprazole and antimicrobials, and one group

with omeprazole and placebos.
Results. Eight patients were dropped out before 8 weeks. Five were ex-

cluded for drug sensitivity and received open omeprazole therapy. Only three
H. pylori positive patient has had bleeding relapse. The eight week results of
156 patients and one year results of 56 patients are presented below:

H. pylori +ve

No (%)
H. pylori-ve
No (%)

8 weeks Ulcer present 6 (18) 5 (4)
Ulcer healed 28 (82) 117 (96)1

One year Ulcer present 4 (40) 2 (4)
Ulcer healed 6 (60) 44 (96)1"

'p < 0.02 x2 (corrected), **p < 0.01 x2 (corrected)

Conclusion. The two weeks combination therapy is sufficient for ulcer
healing and H. pylori eradication.

High Frequence of Helicobacter Ngative Gastritis in
Patients with Crohn's Disease

L. Halme 1, P Karkk3inen 2, H. Rautelin 3, T.U. Kosunen 3, P Sipponen 2

1 Fourth Department of Surgery, Helsinki University Hospital, Helsinki,
Finland, 2 Department of Pathology, University of Helsinki Helsinki, Finland;
3 Department of Bacteriology and Immunology, University of Helsinki,
Helsinki, Finland

The prevalence of chronic gastritis and H. pylori colonisation was evaluated
in patients with Crohn's disease who had undergone oesophagogastroduo-
denoscopy (OGDS) at our hospital during a five year-period.

Seventy-six OGDS with forceps biopsies were performed to 62 consec-
utive patients during the study period. The tissue sections were stained for

morphological and bacteriological examination. Antibodies to H. pylori were
measured separately for IgG, and IgA antibodies from frozen serum samples
which were available in 61 patients.

Six patients (9.7%) had H. pylori positive findings in histology, and five
of these patients had also positive antibodies to H. pylori. No patient with
positive antibodies, but negative histological staining was found. Twentyone
patients (32%) with chronic H. pylori negative gastritis was found, twenty
with non-atrophic and one with atrophic gastritis. Granulomas were found in
four patients, but only two of these had H. pylori negative chronic gastritis.
Characteristics to these specimens was focal, mostly mild inflammation with
polymorphonuclear, eosinophilic and mononuclear cells destroying a part of
the crypts. Patients with H. pylori negative chronic gastritis had significantly
more active disease in the gut than those patients with normal gastric mu-
cosa (p < 0.01).

In these patients the prevalence of H. pylori negative gastritis was high.
The diagnosis of gastric Crohn's disease requires careful interpretation of his-
tological and endoscopical findings and it has to be based on exclusion of
other gastric diseases. We suggest that the gastric involvement of Crohn's
disease is not rare and it is often associated with active disease in the gut.

5ffi31 Nsaid and said In H. pylorl Negative Patients with
Duodenal or Pyloric Ulcer

H. Hyvarinen, S. Kantola, P Sipponen. Departments of Surgery and
Pathology, Jorvi Hospital, Espoo, Finland

Normal gastric histology and H. pylori negativity (Hp-ve) are found in a small
percentage of duodenal or pyloric ulcer (DU or PU) disease. These cases are
suspected to use NSAID or SAID.

Aim: To examine the use of NSAID and SAID in the HP -ve DU and PU
patients.

Materials and methods: 15 consecutive Hp -ve patients without gastri-
tis with endoscopically confirmed DU or PU and 29 patients with DU or PU
Hp +ve patients were included in the study. 112 patients without ulcer at
gastroscopy served as a control group. Patient files of all the cases were ret-
rospectively examined and special attention was given to usage of NSAIDs
and SAIDs.

Results:

DU or PU Hp -ve DU or PU Hp +ve Nonulcer controls
No 1%) No 1%) No(%)

NSAID
total 13 (87%) -/* * * 17 (58%) 25 (23%)
mild (gr 1) 3 (20%) 12 (41%) 21 (19%)
heavy (gr 2) 10 (60%) ***** 5 (17%) 4 (4%)

SAID 5 (33%) */ *** 2 (7%) 3 (3%)
NSAID & SAID 5 (33%) */*** 2 (2%) 1 (1 %)

Difference (Hp -ve vs Hp +ve/Hp -ve vs controls): p < 0.05, **p < 0.001, **p < 0.001

All six Hp - ve DU-PU subjects under the age 55 showed heavy usage
of NSAID andlor SAID. Four of these suffered from rheumatoid arthritis or
related disease. Of the 9 Hp - ve DU-PU patients of age 56 or more, 2 did
not show anamnesis of NSAID or SAID. No reason for the ulceration could be
demonstrated in these patients.

Conclusion: Hp - ve individuals who have DU or PU and who are under
the age of 55, show continuous usage of NSAIS and/or SAID. However, there
seems to a small group of patients with DU or PU in whom neither HP infec-
tion nor NSAID or SAID usage explain the production of ulcer.

11650 I Helicobacter pylorl and Gastrointestinal Symptoms: Is
there a Relationship?

S.J. Rosenstock, L.P Andersen, L. Kay, 0. Bonnevie, T. Jorgensen. Dept. of
Surgery K, Bispebjerg Hospital, Dept. of Microbiology, Rigshospitalet and
Dept of Gastroenterology, Frederiksberg Hospital, University of
Copenhagen, Denmark

Purpose: 1) To examine the relationship between gastro-intestinal symptoms
and seropositivity for lgG and IgM antibodies to H. pyloriand 2) identify symp-
toms specific to H. pylori-related dyspepsia in non-ulcer persons. Methods:
Abdominal symptoms within the preceding year were recorded in 3,589 per-
sons aged 30 to 60 years attending a population study. lgG antibodies against
a low molecular weight fraction of H. pylori antigens and IgM antibodies
against a heat-stable H. pylori antigen were measured by ELISA techniques.
Results: Persons with increased lgG antibodies to H. pylori were significantly
more likely than those without an lgG antibody increase to report intermittent
abdominal pain characterized by daily length, nocturnal occurrence, spring-
aggravation and no relation to meals. These relationship remained significant
in persons with epigastric pain despite exclusion of participants with a his-
tory of peptic ulcer disease. Even though significant associations between
heartburn, vomiting and seropositivity for lgG antibodies to H. pylori became
insignificant when persons with a history of peptic ulcer disease were ex-
cluded from computations these symptoms were more frequent in non-ulcer
persons with increased lgG antibodies. Solitary increased IgM antibodies to
H. pylori, indicative of a primary infection, was more often found in persons
reporting oppressive epigastric pains. Conclusions: H. pylori may be associ-
ated with a variety of gastrointestinal symptoms. H. pylori is associated with

A193

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.37.S

uppl_2_P
t_2.A

181 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


4th UEGWBerlin 1995

specific epigastric pain syndromes in persons with no history of peptic ulcera-
tion. Persons complaining of epigastric oppression may suffer from a primary
H. pylori infection.

11652 IFactors Associated with Seropositivity of IGG, IGM,
and IGA Atnibodies to Helicobacter pylorl

S.J. Rosenstock, L.P Andersen, 0. Bonnevie, T. Jorgensen. Dept. ofSurgery
K, Bispebjerg Hospital, Copenhagen; Dept. of Microbiology, Rigshospitalet,
Copenhagen; Dept. of Gastroenterology, Frederiksberg Hospital, University
of Copenhagen

Purpose: To identify factors associated with the seropositivity of IgG, IgM,
and IgA antibodies to H. pylori. Methods: IgA and IgM antibodies against
a heat stable H. pylori antigen, and IgG antibodies against a low molecular
weight fraction of H. pylori antigens were measured by ELISA techniques
in sera obtained from a cohort of 3,589 Danes aged 30 to 60 years. Infor-
mation on demographic factors, life-style practices, socioeconomic status,
and concomitant disease were ascertained from a questionnaire. Results -
/gG. High age, poor social status, urban residence, lack of vocational train-
ing/education, high work-related energy expenditure, performance of com-
petitive sports and inhalation of tobacco smoke increased the likelihood of
having increased lgG antibodies to H. pylori. Long duration of schooling and
consumption of wine and spirits decreased the risk of having increased lgG
antibodies to H. pylori. Solitary increased IgM: Female gender and low age
increased the odds of having increased IgM antibodies to H. pylori. Females
reporting single marital status, poor residence, and long working hours more
often had increased IgM antibodies to H. pylorithan remaining females. /gA:
Male gender, poor social status, widowed marital status, high work-related
energy expenditure, regular performance of competitive sport and a history
of prior myocardial infarct increased the risk of harbouring increased IgA an-
tibodies to H. pylori. Conclusion: Demographic, socioeconomic and life style
factors are related to the presence of IgG, IgM, and IgA serum-antibodies to
H. pylori Risk factors for acquiring H. pylori infections are probably different
for males and females.

1654 Gallstones and Glucose Metabolism. An
Epidemiological Investigation

T. Jergensen, K. Borch-Johnsen. Dept. of Surgery K, Bispebjerg Hospital,
The Glostrup Population Studies, KAS Glostrup, University of Copenhagen
Purpose. To assess gallstone prevalence in relation to glucose intolerance
and plasma insulin.

Methods: In a crossectional study of an unselected population (N = 2,500)
gallstone prevalence was assessed by ultrasonography. Information on clini-
cal risk factors to gallstones and plasma lipids were recorded. In a case-base
design all subjects with gallstones and randomly chosen controls stratified
according to age and sex were re-invited for an oral glucose tolerance test
and assessment of plasma insulin in fasting state and 30 minutes after in-
take of glucose. Of 382 selected subjects, 296 (77%) participated (127 with
gallstones and 169 without).

Results: Impaired glucose tolerance was not associated with gallstones,
whereas subjects with a diabetic curve showed a non-significant association
with gallstones (OR = 2.11, 95% c.l. 0.82-5.40). Gallstone prevalence was
significantly associated with elevated fasting plasma insulin (OR = 1.50, 95%
c.l. 1.13-1.99), elevated plasma insulin 30 minutes after oral glucose (OR =

1 .16, 95% c.l. 1.08-1.24), and elevated ratio of fasting insulin/fasting glucose
(OR = 1.27, 95% c.l. 1.07-1.51). When pregnancies, BMI, physical activity,
and plasma lipids were included in a logistic regression analysis, these asso-
ciations did not change substantially.

Conclusion. Gallstone prevalence is associated with elevated plasma in-
sulin and thereby may be associated with insulin resistance syndrome.

1657 IA New Animal Model to Investigate Early
Morphological Changes in Inflamed Mucosa: A
Scanning Electron Microscopical Study

PS. Schmidt1, M. Bartels1, S. Buhner2, E. Nagel1. 1 KlinikfirAbdominal
und Transplantationschirurgie, Medizinische Hochschule Hannover,
Germany; 2 Abteilung fur Gastroenterologle, Charite, Berlin, Germany
The effects of chemically processed fats (CPF) are under discussion. It is un-
clear at what stage early mucosal lesions appear and how these could be
detected.

Methods. Therefore a new animal model was designed. Focus was given
to the possibility of taking regularly specimens of intestinal mucosa. Pigs
were fed a basic diet enriched by the following fats: S (high rate of saturated
fatty acids), C (CPF, mainly elaidic acid) or CH (CPF, mainly olic acid). An ileo-
cutaneous cannula was implanted in the proximal ileum. Endoscopywas per-
formed monthly through the ileocutaneous cannula and ileal biopsies were
taken. The pigs were sacrificed after 16 weeks and the ileum was resected.

Results: Alterations were mainly seen in the CH-group. Scanning electron
microscopy (SEM) of the biopsies showed shortened and blunted or fused
villi, sometimes only villous convolutes. Epithelial cells showed bulging and
altered microvilli or erosions of the epithelium. Goblet cells were increased
in number and mucous production. Alterations were present at 4 weeks time

and did not progress extensively through period of time. Only slightly less
changes were seen in biopsies compared to resected specimens.

Conclusions: A diet enriched with CPF (CH) induces morphological
changes of the ileal mucosa as early as 4 weeks. This could i.e. be explained
by changes of the mucosal fatty acid composition. The developed experimen-
tal design gives a good opportunity to study morphological changes in the
gastrointestinal tract in a narrow time row. The assessment of mucosal biop-
sies by SEM has the same quality as the investigation of resected mucosa.

11658 I Chronic Gastritis with Antral Atrophy: Dyspeptic
Symptom Clusters Change with Age and with
Hellcobacter pylori Colonization, but not with Gastritis
Activity

E. Colombo, L. Cattani, R. Scelsi, F Bagnolo, F Lella, M. Buizza, PA. Testoni,
Policlinico S. Marco, Zingonia. Inst Int Med University of Milan, Inst Human
Pathol University of Pavia

Chronic gastritis with antral atrophy is frequently associated with dyspeptic
complaints and Helicobacter pylori (HP) infection. Previous attempts to iden-
tify some specific symptom patterns, that could be related to HP infection.
have failed. This prospective study aimed at evaluating possible changes in
dyspeptic symptoms, in relation to the histological evidence of Helicobacter-
like organisms, the gastritis activity and the age in patients suffering from
chronic gastritis with antral atrophy.

1155 consecutive subjects (544 males and 611 females; mean age 51.4
yrs) were considered. On the basis of the predominant symptoms, a classifi-
cation into dysmotility-like (A), ulcer-like (B), reflux-like (C) and unspecified (D)
dyspepsia was performed. 379 patients were symptom-free (SF). Age groups
of patients were defined as follows: 18-40 yrs, 41-60 yrs, >60 yrs. Gastritis
activity was classified according to the Sydney System score. The results are
summarized in the table:

Dyspepsia N pts Histology age (years)
group % HP+ HP- 18-40 41-60 >60

A 245 84 161 118 68 59
31.6% 34.3% 65.7% 48.2% 27.7% 24.1%

B 194 76 118 110 59 25
25.0% 39.2% 60.8% 56.7% 30.4% 12.9%

C 67 50 17 34 25 8
8.7% 74.6% 25.4% 50.8% 37.3% 11.9%

D 270 101 169 93 118 59
34.7% 37.4% 62.6% 34.4% 43.7% 21.9%

Total 776 311 465 355 270 151
SF 379 117 262 84 177 118

For HP status and age table, p < 0.001.
In our series, the reflux-like subgroup of dyspepsia was significantly as-

sociated with gastric histological evidence of Helicobacter-like organism.
Ulcer-like symptoms were frequent in young patients. Whichever the HP sta-
tus, older subjects were often symptom-free. No changes in dyspeptic com-
plaints were found in relation to gastritis activity.

116591 Helicobacter pylori Colonization of the Gastric Mucosa
is Likely to be Found in Dyspeptic Patients Without
Antral Phase 3 of Migrating Motor Complex

F. Bagnolo, P Bologna, E. Colombo, L. Cattani, M. Buizza, F. Lella,
PA. Testoni. Policlinico S. Marco, Zingonia, Institute of Internal Medicine,
University of Milan
Up to now, few and conflicting data are available about the possible correla-
tion between Helicobacter pylori (HP) infection and disorders of the gastroin-
testinal motility.

The present study aimed at retrospectively evaluating 100 consecutive
dyspeptic patients, who had undergone inter-digestive antroduodenal mano-
metric recording, in order to verify whether the absence of phase 3 of the
migrating motor complex (MMC) could be associated with a different preva-
lence of HP infection.

All the patients underwent endoscopic examination of the upper gastroin-
testinal tract with at least two biopsies in both gastric antrum and corpus (for
histological evaluation with search for Helicobacter-like organisms). Then, in
all of them, a 240-min interdigestive manometric recording, with evaluation
of activity fronts (phase 3 of MMC) starting from the gastric antrum, was per-
formed.

The results are reported in the table.

Overall patients
HP positive
HP negative

Patients with gastritis
HP positive
HP negative

Patients without gastritis
HP positive
HP negative

N. of antral phase 3/240 min
None 1 or more

62 38
44 (71.0%) 18 (47.3%)
18 (29.0%) 20 (52.7%)
48 21
36 (75.0%) 13 61 .9%)
12 (25.0%) 8 (38.1%)
14 17
8 (57.1%) 5 (29.4%)
6 (42.9%) 12 (70.6%)--- --
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Our data suggest that the prevalence of HP colonization is significantly (p
= 0.018) higher in patients without evidence of antral phase 3 of MMC.

1662 Factors Influencing Helicobacter pylori Eradication
Therapy

S. Kusstatscher, N. Dal B6, G. Battaglia 1, F. Vianello, G. Laino, G.A. Grasso,
M. Ferrana. T. Del Bianco, S. Salandin, F. Di Mario. Gastroenterology, Padua,
Italy, 1 Gastroenterology, Venice, Italy

Eradication of Helicobacterpylori (Hp) infection has been claimed to improve
gastritis symptoms and reduce ulcer relapse rates; however the success rate
is widely spread in the literature. The aim of this study was to identify differ-
ent factors that have to be taken into account while suggesting antibiotic
therapies for Hp eradication. Methods: 378 consecutive patients underwent
different triple therapies for Hp infection eradication. Using a questionnaire
we investigated smoking habits (n = 203), alcohol intake (n = 186) and age,
while the activity of gastritis was histologically evaluated in the antrum and
corpus according to the Sidney system. For each therapeutic schedule no

statistically significant difference was found for the investigated parameters.
Results: Among 203 patients 88 were smokers (S) and 1 15 were not smokers
(NS). The overall eradication rate in the NS was 69% while in the S was 46%
(p < 0.005). In the smokers group the nicotine intake was 10.7 in Hp-ve pa-
tients and 10.8 in the Hp+ve patients (p = n.s.). Among 186 patients 84 had
an alcoholic intake lower than 40 g/day (NA) and 102 grater than 40 g/day (A).
There were no differences in the eradication rate between the two groups
(NA = 65%, A = 63%). All the 378 patients were divided according to the
age limit (296 pts. <65 yr; 82 pts. >65 yr). No differences were found in
the overall eradication rates between the two groups (67.9% vs. 70.2%). In
the antrum, before treatment, moderate-severe gastritis activity was found in
14% of cured patients and in 6% when therapy was not successful (p < 0.05).
Conclusions: (1) Cigarette smoking, but not nicotine intake, is related with a

significant reduction in Hp eradication rate. (2) High grade of gastritis activity,
before the treatment, is a predictive factor of successful eradication therapy.
(3) No influence on the success of therapy has been found as regards alcohol
intake and age.

Alternative Triple Therapy for Helicobacter pylori (Hp)
Related Duodenal Ulcers (DU)

G.I.S.U. (Interdisciplinary Group for Ulcer Study). Divisione di

Gastroenterologia, Padova, Italy
It has been demonstrated a close correlation between Hp-infection and DU.
Successful antimicrobial treatment has been shown to dramatically reduce
the frequency of DU recurrences. The majority of antimicrobial schedules
consist in the association between Proton Pump Inhibitors (PPI) and one or

two antibiotics like Amoxicillin (AMO) and Metronidazole (METRO), good re-

sults have also been reported with Ranitidine plus antibiotics. No studies
compared H2-antagonists triple therapy with PPI double, triple or quadruple
therapies.

Aim: To compare Hp-eradication rates using two doses of H2-antagonists
(Ranitidine, RAN) triple therapy with Omeprazole (OME) double, triple or

quadruple therapy.
Methods: 151 active DU patients with Hp-infection consecutively referred

to different Endoscopy Units in North-East of Italy and randomly assigned to
one of the following treatments:

1) OME 40mg plus AMO 4 x 500mg
2) OME 40 mg plus AMO 4 x 500 mg plus METRO 4 x 250 mg
3) OME 40 mg plus AMO 4 x 500 mg plus METRO 4 x 250 mg plus BCS

4 x 120 mg
4) RAN 300 mg plus AMO 4 x 500 mg plus METRO 4 x 250 mg
5) RAN 2 x 300 mg plus AMO 4 x 500 mg plus METRO 4 x 250 mg
All antibiotic treatments persisted for 2 weeks while antisecretory treat-

ments lasted 4 weeks. The diagnosis of Hp-infection was based on 7 biopsies
(gastric antrum, angulus, body) for histology (Giemsa method modified and
rapid urease test). Endoscopy was repeated 1 month (T1) and 4 months (T3)
after the beginning of therapy.

Results: All pts. completed the treatment. At endoscopy Ti, 10 pts. were

unhealed (8 Hp-negative; 2 Hp-positive) and left the study. At endoscopy T3, 7
pts. presented DU recurrence (1 Hp-negative; 6 Hp-positive) and 1 gastric ul-
cer Hp-positive (high grade lymphoma revealed by histological assessment).

133 pts. persisted healed (98 Hp-negative; 35 Hp-positive). The percent-
age of Hp-eradication for each regimen were as follows: 1) 56%; 2) 88.2%;
3) 89.3%; 4) 75%; 5) 68.2%.

Conclusions: 1) Double therapy Omeprazole plus Amoxicillin cannot be
proposed for Hp-eradication, having proved an eradication rate lower than
60%; 2) Omeprazole triple and quadruple therapy have comparable eradica-
tion rates (both over 80%); 3) Triple therapy with H2-antagonists revealed

good effectiveness in eradicating Hp-infection of about 70%.

11666 High Dose of Amoxicillin Improves the Efficacy of
Double Therapy for the Eradication of Helicobacter
pylori Infection

A. Caroli, S. Kusstatscher2, M. Boni, G.A. Grasso2, C. Sperti 1, F. Di Mario2,
A. Puglisi. Internal Medicine Div. 1, Montebelluna, Padua, Italy; 1 Institution
of Surgical Semeiotics, Padua, Italy; 2 Gastroenterology Division, Padua, Italy

The association of amoxicillin (A) and omeprazole (0) has been proposed for
the treatment of Helicobacter pylori (Hp) infection. Several factors, includ-
ing doses and duration of the treatment can explain the wide range of the
eradication rates obtained by different authors. The aim of this study was to
evaluate if there is a dose dependent correlation between amoxicillin dose
and eradication rate. One hundred and twenty consecutive duodenal ulcer
(DU) patients were randomized in 3 different groups of treatment (40 patients
each one). Hp infection was determined on gastric biopsies by CP tests and
Giemsa stain. All the DU patients received 0 (20 mg twice a day) for 4 weeks.
In addition to the antisecretory treatment all the 3 groups received for the
first 2 weeks: group A (A 500 mg three times a day), group B (A 1000 mg
twice a day) and group C (1000 mg three times a day). All the groups were
comparable for sex, age and smoking-habit. From the 4th to the 8th week all
patients received ranitidine 150 mg at bed time. A follow up endoscopy was
performed after 8 weeks and only when histology (H&E and Giemsa stains)
and CP test were both negative the infection was considered to be cured. Re-
sults: Hp infection was eradicated in 51.2% (20139), 61.5% (24/39) and 78.9%
(30138)(*) in group A, B and C, respectively. ('P < 0.01 vs. group A). Only 4
out of 120 patients (3.3%) spontaneously discontinued the suggested ther-
apy because of the side effects. Conclusions: (1) Amoxicillin in combination
with omeprazole (40 mglday) dose dependently increase Hp eradication rate.
(2) Amoxicillin, even at the dose of 3 g/day, confirmed to be a very safe an-
tibiotic characterized by a very low side-effect rate, (3) A double therapy with
amoxicillin for Hp eradication, in duodenal ulcer patients, might be suggested
only at the highest (3 g/day) dose.

11669 Serological Tests for Diagnosing Helicobacter pylori
(Hp) Eradication

M. Ferrana, F. Vianello, D. Basso 1, G. Leandro 2, N. Dal B6, S. Salandin,
S. Kusstatscher, G.A. Grasso, G. Battaglia 3, M. Plebani 3, F. Di Mario.
3 Dept. of Gastroenterology of Padua, Venice; 2 IRCCS Casteliana Grotte, BA;
1 Dept. of Clinical Biochemistry of Padua, Italy

Histology is currently considered the gold standard in the diagnosis Hp-
infection; other accurate methods are expensive (Breath-test) or for exper-
imental studies (PCR).

Aim of our study was to identify the most suitable serum index of Hp-
eradication among gastrin, Pepsinogen Group A (PGA), C (PGC) and Im-
munoglobulins anti-Hp (IgG).

Methods: 472 Hp-positive subjects (288 duodenal ulcer; 53 Gastric ul-
cer; 131 gastritis) entered the study. All underwent different medical treat-
ment schedules with either Amoxicillin or Azithromycin or Clarithromycin plus
Metronidazole plus either Omeprazole or Bismuth for one or two weeks. En-
doscopy was performed basally and 2 months after the end of therapy; 6 gas-
tric biopsies were taken from gastric antrum and body to assess Hp-infection
by histology (Giemsa modified stain) and rapid urease test (CLO-test). Blood
samples were obtained at the same periods to measure gastrin, PGA, PGC
(RIA Methods, Sorin Biomedica, Saluggia, Italy) and IgG (RADIM, Pomezia,
Italy) levels.

Results: after treatment 322/472 pts. were eradicated (Group 1) while in
the remaining 150 pts. Hp-infection was still present (Group 2). The table
reports mean values + standard deviation and statistical analysis (Friedman's
test for paired data) of each parameters before and after the treatment.

Group 1 Group 2

Before After Before After

Gastrin 64.9 ± 31 53.5 ± 18' 60.5 ± 17 54.5 ± 13
PGA 133.4 ± 77 83.7 ± 45' 127.5 ± 74 113.5 ± 65
PGC 19.4±13 7.7±4' 20.1 ± 16 14.2 ± 9
IgG 57.8±41 42.1 ±37 56.8±40 59.2±41
'p < 0.05

According to the percentage of reduction, PGC was the most accurate
index of Hp-eradication (ROC curves). A decrease higher than 38% was the
most sensitive (75.5%) and specific (74.5%) value in predicting eradication of
Hp-infection with diagnostic accuracy of 75.2%.

Conclusions: 1) PGC serum levels may be a useful tool in the follow-up of
Hp-infected patients; 2) PGC represents an early marker of Hp-eradication.
Significant variations occur within two months after the end of the treatment
when IgG levels remain still higher.

1671 "ISFErT or Antimony Electrodes for 23-Hour Combined
lntraesophageal Pressure- and pH Recording?

K. Rutz, E. Jakobsen, C. Thegersen, S. Kruse-Andersen. The Esophagus
Laboratory, Dept. of Thoracic and Cardiovascular Surgery, Odense University
Hospital, Odense, Denmark

The usual setup for ambulatory prolonged esophageal pressure and pH moni-
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toring has been a pressure catheter with an extra antimony or glass electrode
for pH-monitoring. A combined catheter, using a Ion Sensitive Field Effect
Transistor" (ISFET), is now available. This new catheter has a smaller caliber,
ensuring a greater patient compliance. We have evaluated the ISFET elec-
trode during 23-hour combined pH and pressure recording in 21 patients. A
Sentron catheter for simultaneous pressure and pH recording, mounted with
four solid state pressure transducers and one ISFET electrode near the tip,
was combined with a monocrystalline antimony pH electrode from Synectics.
Both pH-electrodes recorded pH 5 cm above the gastro-esophageal sphinc-
ter. The following parameters were calculated for each electrode: Duration of
recording, mean pH, median pH, total number of acid episodes, total num-
ber of acid episodes lasting longer than five minutes, duration of the longest
episode, total time with pH below 4, and area under curve. The results from
the two electrodes were plotted as differences against mean values. Depend-
ing on the parameter in question, one or two differences fell outside 2SD. Our
study show that both ISFET and antimony electrodes can be used for clinical
purposes. However, the ISFET electrode was more stable and reliable than
the antimony electrode, and its linear drift seems of minor importance. The
fact that the ISFET electrode is available as a built in electrode in pressure
catheters is a significant additional advantage in terms of patient comfort
and daily laboratory work.

11674 Patients with Non-Obstructive Dysphagia Exhibits a
Characteristic Frequency Composition of
Intra-Esophageal Pressures During Meal Ingestion

K. Rutz, E. Jakobsen, A.M. Gronfeldt, C. Rasmussen, S. Kruse-Andersen.
The Esophagus Laboratory, Dept. of Thoracic and Cardiovascular Surgery,
Odense University Hospital, Odense, Denmark

Frequency domain analyses have previously been performed on normal
esophageal pressure variations in order to establish requirements for pres-
sure recording systems. Analysis of pressures in the frequency domain for
characterization of disease states in the esophagus has not received much
attention. 23-hour pH and pressure recording were performed on two subject
groups by means of a Synectics ambulatory recording system. There were 10
healthy subjects and 10 patients with non-obstructive dysphagia. Pressures
were obtained from four solid state radially orientated intraluminal transduc-
ers (Sentron) spaced 5 cm apart, and the signals were digitized on-line with
a sampling frequency of 4 Hz. The catheter was placed with the most distal
transducer 6cm proximal to the upper border of the lower sphincter. Afterthe
recording, data were transferred to an IBM-compatible computer and stored
in ASCII-format. Several periods of approximately 2048 samples (8.5 minutes)
were selected from both groups. These data sequences were subsequently
submitted to a Fast Fourier Transformation (FFT). The Power Spectra (PS) of
the periods were plotted as a single plot from each person and as a mean PS
plot from normal subjects and from patients, respectively. These calculations
were done by using a software designed for mathematical analyses (Matlab
I). The results show, that the frequency components of esophageal pres-
sures in patients with non-obstructive dysphagia differ from that of normal
pressure patterns. This is even more pronounced during periods of dyspha-
gia.

1675 Laparoscopic Ultrasonography Add Important New
Information in Assessment of Resectability in Patients
with Upper Gastrointestinal Cancer

J. Durup Scheel-Hincke, M.B. Mortensen, C.R Hovendal, N. Qvist. Dept. of
Surg. Gastroenterol, Odense University Hospital Odense, Denmark

An accurate pretherapeutic assessment of resectability in patients with
esophageal, gastric or pancreatic cancer is important to avoid futile thoraco-
and laparotomies. Abdominal ultrasonography, CT-scan and endoscopic ul-
trasonography (EUS) are the standard modalities, but they are not always
sufficient for this purpose.

Purpose: To evaluate whether laparoscopic ultrasonography (LUS) might
add new pretherapeutic information in matters of resectability.

Material and Methods: Thirtyseven patients in whom laparoscopy was
planned to answer questions concerning resectability or final diagnosis un-
derwent LUS during laparoscopy. Nine patients had esophageal cancer,
twelve patients had gastric cancer and fourteen patients had pancreatic can-
cer. Two patients was suspected for pancreatic cancer, but without histologic
verification. LUS was performed with a linear curved array transducer. (B&K
Medical, 8555, Denmark). The results of laparoscopy and LUS was compared
to the EUS findings.

Results. When comparing laparoscopy with EUS, more information was
supplied by laparoscopy in 14 patients (38%), the same in 3 patients (8%)
and less information in 20 patients (54%). When comparing LUS vs. EUS, LUS
supplied more information in 15 patients (41%), the same information in 19
patients (51 %) and less information in 3 patients (8%). Using the combination
of EUS and LUS a futile laparotomi could be avoided in 16 patients (43%). No
complication was seen during or after the LUS procedure.

Conclusion: Concerning resectability LUS gave the same or additional in-
formation in 34 of 37 patients (92%). The combination of EUS, laparoscopy
and LUS assessed the resectability in 37 of 37 patients (100%). LUS is a
safe minimal invasive procedure which add important new information in the
pretherapeutic assessment of resectability in patients with upper GI cancer.

51677 I Inflammatory Bowel Diseases with Onset in
Childhood. Clinical Features, Morbidity, and Mortality
in a Regional Cohort

E. Langholz, P Munkholm,PA. Krasilnikoff, V. Binder. Dept. of medical
gastroenterology C, Herlev hospital, University of Copenhagen, Denmark
Background: Only few population based studies exist on the incidence and
prognosis of childhood IBD. From a geographically derived incidence cohort
from Copenhagen county we identified all patients with onset of IBD below
the age of 15 in order to describe the clinical course and to compare the
course and prognosis with adult onset IBD.

Methods: Data were analyzed by actuarial methods regarding survival,
surgery, and spread of disease. Probabilities were compared by log rank test.
Frequencies of symptoms and disease extent were compared by Fisher's ex-
act test.

Results: Mean incidence of IBD among children below 15 years was
2.9/103, 2.0 for UC, and 0.7 for CD. At diagnosis children with UC had more
extensive disease compared to adults (p <0.05). Abdominal pains were also
more frequent. The cumulative colectomy probability was 26% (16-36) after
10 years, not different from that of adults. More females underwent colec-
tomy. The inflammation in UC progressed more readily in proximal direction
in children. Regarding disease activity, it was found that apart from the year
of diagnosis 60-70% of UC patients were in remission in each of the first 10
years of disease, for CD about 50% were in remission. An excess mortality
was found among UC patients, RR = 5.3. One patient with UC developed car-
cinoma of the sigmoid colon. For CD no differences in clinical appearance and
course between children and adults were found regarding surgery. No deaths
occurred among CD patients. 3 CD patients were found to be severely growth
retarded.

Conclusion: The incidence of IBD is low in childhood especially below the
age of 10 years. At diagnosis children with UC tend to have more wide spread
disease than adults, and the risk of developing extensive disease during the
disease course is higher among children. There is also an increased mortality
among children with UC compared to adult onset UC. Children with CD do
not differ in clinical presentation, disease course or prognosis compared to
adult onset CD. However, growth retardation is a problem, especially among
male CD patients.

11678 |Cytoproliferation, as Determined by Using Ki67, is
Increased in HCV-Related Chronic Hepatitis

R. Cardin, A. D'Errico 1, W. Grigioni 1, C. Marafin, L. Herszenyi, A. Cecchetto,
N. De Maria, F. Farinati. Dept. Gastroenterology, Padua University, Italy,
1 Dept Pathology, Bologna University, Italy

HCV-related liver damage is linked to an increased risk of hepatocellular car-
cinoma (HCC), the underlying mechanisms being still unclear. We evaluated
extent and pattern of hepatocyte proliferation in 56 pts with chronic hepati-
tis (at histology) of different etiology (HCV [34], HCV+alcohol [5], HBV (10],
alcohol abuse [4], hemochromatosis [3]). Proliferation was assayed using the
Ki67 monoclonal antibody MIB1 (AMAC Inc., Westbrook, USA), as the % of
positive cells in both periportal and centrilobular area, a minimum of 1000
being counted.

The rate was correlated with age, gender, etiology, Knodell index, inflam-
mation score, liver iron (atomic absorbtion), glutathione (HPLC) and free rad-
icals production (colorimetric assay of malondialdehyde). MIB1 + cells in the
centrilobular area were more frequently detected in HCV-positive pts (p <
0.05). In the periportal area, HCV+ patients had significantly more MIB1 +
cells than HBsAg+, alcohol abuse or hemochromatosis pts (median 3.5%
versus 2%, 1 % and 1 % respectively, p < 0.015). A correlation was found be-
tween number of MIB1 + hepatocytes in the periportal area and 1. Knodell
index (p < 0.02), 2. inflammation score (p < 0.01), 3. ALT levels (p < 0.0001)
and, inversely, liver iron (p < 0.05). ALT levels were not significantly differ-
ent in the 5 groups. In summary, hepatocyte proliferation is increased in pts
with HCV-related damage and shifts toward the pericentral area. These data
suggest that HCV infection is correlated with increased and abnormal prolif-
eration, which might be involved in the increased HCC risk of HCV-positive
pts.

11682 Increased Oesophageal Sensitivity to Distension in
Stressful Conditions

F. Galeazzi, M.G. Luca, R. Naccarato, G. Mastropaolo. Department of
Gastroenterology, University of Padova, Italy
Patients with oesophageal complaints often refer their symptoms to stress-
ful events, but the oesophageal dismotility patterns evoked by physical and
mental stress are rarely related to symptoms. The aim of this study was to
evaluate whether the sensitivity of the oesophagus to distension is altered
after mental and physical experimental stress.

Methods. In 8 patients (4 males, 17-51 yrs) referred for oesophageal
symptoms (6 heartburn, 1 non cardiac chest pain and 1 dysphagia) with nor-
mal upper g.i. endoscopy and oesophageal manometry, a stepwise disten-
sion of the mid oesophagus (2 ml every 10 seconds up to 20 ml) was per-
formed with a latex balloon (4 x 2 x 2 cm). Sensory (first perception of dis-
tension) and pain thresholds were assessed in basal conditions and after: 1)
Cold Stress (cicles of 45-second immersion of non dominant hand in iced wa-
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ter followed by 15 seconds at room temperature until patient's tolerance) and,
2) Mental Test (logical and practical operations for 30 minutes while having a
dichotomous listening disturbance) applied in a random order with 20-min re-
covery periods between them. Blood pressure (BP) and heart rate (HR) were
monitored during the tests and recovery periods.

Results. BP and HR increased by 17.7% and 11% and by 9.7% and 14.8%
during the Cold Stress and the Mental Test respectively. The oesophageal
sensory and pain thresholds (ml of balloon inflation) significantly decreased
as follows:

Basal Mental Test Cold Stress

Sensory Threshold 9.0 ± 2.0 6.0 ± 2.3* 6.2 ± 2.3*
Pain Threshold 16.6 ± 4.7 14.2 ± 5.8** 10.9 ± 4.0**

(M ± SD) 'p < 0.05 vs basal values **p < 0.05 vs basal values.

Conclusions. Physical and mental experimentally induced stress reduce
the oesophageal sensory and pain thresholds. The perception of distension
is not influenced by the specific type of stress applied, but the pain threshold
is affected more by physical than mental stressor. It is can be suggested that
in stressful situations patients' oesophageal symptoms can be due to an high
increase in oesophageal sensitivity.

1684 Helicobacter pylor Eradication in Dyspeptic Patients
with End Stage Renal Failure

P Carpintero, J.A. Moreno, J.1. P6rez Garcia, C. Hermida, A. G6mez,
R. Garcia Valriberas, C. Santander, J.A. Correa, E. Muhoz 1,

J.A. Sanchez-Tomero 1, R. Garcia Gravalos, I. Jimenez, J.M. Pajares Garcia.
Department of Gastroenterolofy, Hospital de la Princesa, Universidad
Autonoma de Madrid, Spain; Department of Nephrology, Hospital de la
Princesa, Universidad Aut6noma de Madrid, Spain

Introduction: Prevalence of Helicobacter pylori (HP) infection in patients with
End Stage Renal Failure (ESRF) is situated between a 34-54% and in our
hospital is 63.4%. An important group of these patients present associated
dyspeptic symptoms and gastroduodenal pathology. It has been speculated
about the benefits that eradication of HP infection would have in different
groups of patients in which associated digestive pathology means an in-
crease in morbility and assistential cost. Total eradication rate in our envi-
ronment is 54%. It is considerated that C13 urea breath test (UBT) is the first
method for post-treatment control.

Aim: to evaluate the efficacy of eradication treatment in HP infected pa-

tients with ESRF.
Patients and methods: We included 52 patients from the Dialysis Unit in

this study. We performed a questionary about dyspeptic symptoms, basal
and 45 days post-treatment UBT, and serology at zero time and 3 months
later. UBT and serology were done with standarized methods. We selected
for treatment those symptomatic patients with HP infection. We used double
therapy with omeprazol (20 mg/12 h) and amoxicillin (500 mg/8 h) during 2
weeks. It will be done a future serology and clinic control in 6 months.

Results: 52 patients (31 males and 21 females). The mean age was 60.4
years. 33 (63.4%) presented HP infection (positive UBT), and 24 (72.7%) of
them suffered frecuent dyspeptic symptoms. These ones were submitted to
eradication therapy with good compliance. Eradication was possible in 13 pa-

tients (54.2%), using UBT for control. In 3 patients we observed a significant
decrease of antibody levels. All patients without treatment had a positive UBT
later on.

Conclusions: (1) Eradication HP rate in ESRF patients is 54.2%, with inde-
pendence of associated pathology, as in our general population. (2) UBT is
the elective method for eradication control 3 months after beginning therapy,
but not serology. (3) Absence of adverse effects and compliance of treatment
do not dissuade of attempting HP eradication.

1685 Predictive Factors of the Outcome of Pancreatic
Cancer

G. Del Favero, F. D'Angeli, T. Meggiato, G. Tessari, C. Ferrara 1, G. Leandro,
R. Naccarato. Istituto di Medicina Interna, Cattedra di Malattie Apparato
Digerente, Universita degliStudi Padova, 1 IRCCS Castellana Grotte, Italy

Few data, mainly retrospective, are present in the literature on the follow-up
of the pancreatic cancer. The aim was to evaluate whether some aspects
of the disease (pain, jaundice, diffusion, surgical treatment) could predict the
survival of patients with pancreatic cancer and whether clinical data are more
sensitive than radiological examinations (Ultrasound, CT scan) in detecting re-

currence of the disease after radical surgery. We have prospectively followed-
up 59 patients with pancreatic cancer (25 female, 34 male, age range 37-
87) during 4 years. Radical surgery was possible in 13 (22%), palliative in 29
(49%); 17 (29%) were not operated. The statistical analysis was made by

means of product limit estimate of survival and by Cox proportional Hazard
regression model in which interactions between variables selected were also
searched. The actuarial curves showed that the presence of pain, of jaundice
and the size of the tumour (<4 or >4 cm) at diagnosis do not influence the
survival (p:ns). Stage patients had a higher survival as compared to those
in other stages (p < 0.006). No difference was observed among stages 11, Ill

and IV (p:ns). Patients submitted to radical resection showed a significantly

higher survival as compared to the other subjects (p < 0.004), without con-
sidering the stage. Multivariate analysis, performed to determine the inde-
pendent prognostic factors of long-term survival, showed that the stage of
cancer and the type of operation were significant predictors of poor survival
without any significant interaction:

Variable Coefficient S.E. O.R. 95% C.l. p value
Type of operation -0.5037 0.2136 0.6043 0.398-0.918 0.019
Stage 0.3421 0.1503 1.4079 1.05 -1.89 0.002

Among the 13 patients with radical resection, 2 died for causes indepen-
dent from pancreatic cancer, 5 showed clinical recurrence of the disease be-
fore the positivity of radiology and 5 presented positive US and/or CT while
asymptomatic. 1 patients is alive at 48 months without clinical and radiolog-
ical evidence of cancer. Conclusions: 1. The presence of pain, jaundice and
the size of tumour does not seem to predict the survival; 2. patients in stage
have a better survival than those in other stages; 3. radical surgery, indepen-

dently from the stage, is associated to a longer survival.

11686 Neural Cell Adhesion Molecule (NCAM) In Pancreatic
Cancer: A Marker of Progression?

T. Meggiato, C. Ferrara, M. Plebani 1, F. D'Angeli, G. Tessari 1, M. De Paoli,
G. Del Favero, R. Naccarato. Cattedra di Malattie Apparato Digerente,
Universita degli Studi di Padova, Italia, 1 Istituto di Medicina di Laboratorio,
UniversitM degli Studi di Padova, Italia

Adhesion molecules are involved in cell-cell and cell to extracellular matrix
interaction both in benign and malignant tissues. Among them NCAM (neu-
ral cell adhesion molecule) is more expressed in various malignant tumours.
No data are reported on NCAM serum levels and few on tissue expression in
pancreatic cancer (PC). The aim of this study was to evaluate the behaviour of
serum NCAM in PC. In 15 PC, 15 control subjects (CS), 12 chronic pancreati-
tis (CP), 12 extrapancreatic diseases (EPD), 21 lung adenocarcinoma (LA), 21
small cell lung carcinoma (SCLC) serum NCAM (monoclonal antibody MAK
735, RIA-gnost NCAM - Behringwerke AG, Marburg, Germany) was deter-
mined. Significantly lower levels of NCAM were detected in PC as compared
to CS (p < 0.05) and in LA as compared to CS, PC, CP and EPD (p < 0.001).
Lower values were found in stage 1II-IV PC as compared to I-Il (U = 36.50,
p < 0.05). No difference in serum NCAM was found in relation to tumour
diameter (<4 cm vs >4 cm) (U = 24.00, p:ns). PC who had palliative opera-
tion showed decreased levels three months after operation as compared to
baseline (t = 1.89, p < 0.04). The differences between bilirubin values before
and three months after operation were correlated to the corresponding dif-
ferences between NCAM levels (r = 0.54, p < 0.05). PC who survived less
than 1 year showed a significant decrease of NCAM (t = 2.27, p < 0.02)
while patients with more than 1 year survival had no significant variation (t
= 0.86, p:ns). The variations of NCAM in >1 year survivors were not related
to bilirubin changes (r = 0.65, p:ns). The worsening of the clinical conditions
of 5 patients followed-up for at least 18 months was accompanied by a de-
crease of NCAM. Conclusions: 1. serum NCAM is reduced in PC; 2. a more
advanced disease seems to determine a further decrease of serum NCAM;
3. the decrease of NCAM is correlated with a poor survival; 4. serum levels of
this adhesion molecule seem to be only partially dependent on serum total
bilirubin variations.

11689 Predictive Value of Carbon-13 Urea Breath (UBT) Test
for Eradication of Helicobacter pylori (HP) in Peptic
Ulcer Disease

J.l. Perez Garcia, A. Moreno Monteagudo, I. Jimenez, S. Lara, C. Santander,
P Carpintero Briones, R. Garcia Gravalos, J. Cantero Perona, J.M. Pajares
Garcia. Gastroenterology Department, H. Universitario de la Princesa,
Madrid, Spain
Aim. To determine if there is any correlation between quantitative values of
UBT and the eradicating response to HP therapy in patients with peptic ulcer
disease.

Patients and methods. Patients referred to routine endoscopy because of
dispeptic symptoms and endoscopically diagnosed of active peptic ulcer dis-
ease were included.

None of them had previously received any hp-eradicating therapy. A UBT
was performed and patients were distributed in three different groups ac-
cording to the result of this: 11 From 5 to 15 delta unit values, 2/ from 15
to 40 and 3/ more than 40. Patients were randomly assigned to receive one
of three different eradicating treatments: 1/ omeprazole 20 mg/d bid during
two weeks and 20 mg/d in the second two weeks plus amoxicilin 750 mg qid
during one week; 2/clarithromycin 500 mg qid during one week plus omepra-
zole 20 mg bid during two weeks and 20 mg in the second two weeks and 3/
Bismuth subsalicylate 240 mg bid during one week plus amoxicilin 750 mg
qid. during one week plus tinidazole 500 mg qid. during one week.

Eradication was assessed by UBT performed one month after finishing
therapy. The UBT was conducted according to the European Standard proto-
col.

Results. 129 patients (median age 46 years). Number of patients: Group
1, 32 p.; group 2, 76 p.; group 3: 22. For the group 1 (5-15 delta values)
eradication was achieved in 77% (24/32). For the group 2 (15-40 delta values)
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eradication was achieved in 61% (47,76). For the group 3 eradication was

achieved in 36% (8/22).
Conclusions. Elevated results of UBT previous to therapy can predict more

difficulty for eradication of Helicobacter pylori in peptic ulcer disease.

Bone Metabolism in Crohn's Disease (CD): Effect of
Disease Activity and Steroid Treatment

L. Leone, W. Fries, G. Luisetto 1, M. Plebani 2, A. Martin. Div. di
Gastroenterologia, Ist. di Semeiotica, 2 Laboratorio Centrale, Universita di
Padova, Italy

The pathogenesis of metabolic bone disease complicating Inflammatory
Bowel Disease (IBD) is not fully understood. The aim of the present study
was to compare the metabolic parameters of patients with active CD (with
and without steroid treatment) with those of patients with CD in remission
and healthy controls.

Methods: we studied 21 patients with CD: 9 with active disease under
steroid treatment. (AS+), 7 with active disease who did not receive steroids
(AS-) and 5 in remission (R). In the same period 20 healthy controls (C) were
also studied. We determined body mass index (BMI, kg/m2), BMD (expressed
as Z-score), lifetime prednisone dose (I.p.d., g), in serum: parathormone (PTH,
pg/ml), osteocalcin (BGPF ng/ml), minerals, in morning fasting urine: calcium
(uCa, mM), hydroxyproline (OH-F mM), and cyclic AMP (cAMP nM) all ex-

pressed per mmol creatinine.
Results:

AS+ AS- R C

BMI 20± 2' 21 ± 1* 25 ± 2 24 ± 1
BMD -136 ± 0.4' -1.60 ± 0.4* -0.81 ± 0.4 0.06 ± 0.3
1.p.d. 3 1 1 ± 0.6 5±4 -

BGP 1.5 ±0.3 4.9 ± 1.4* 2.6± 0.4' 9.7 ± 1.2
PTH 18 5* 21 ± 5* 15 ± 3* 43 ± 2
uCa 0.37 0.10 0.38 ± 0.08 0.13 ± 0.02 0.44± 0.03

Data are mean values ± SEM; 'P < 0.05 or less vs C

Comments: 1. BMD was more severely compromised in AS-, thus sug-
gesting that inflammation is more deleterious to bone than steroids. 2. Pa-
tients in remission seem to restore bone density despite a higher 1.p.d. 3.
Low serum PTH and BGP were present in all CD-groups independently of
disease activity rising the possibility of a disturbance of bone metabolism
also during remission.

Additive Susceptibility HLA Linked Genes in Celiac
Disease

E.G. de la Concha, M. Fernandez-Arquero, C. Maluenda, I. Polanco,
T. Caldes, M.A. Figueredo, E. Casado. San Carlos Univ, Hosp. Madrid, Spain

Susceptibility to celiac disease (CD) is primarily associated to a particular HLA-
DQ*p heterodimer encoded by DOA1 * 0501 and D0B1 * 0201 alleles. We per-
formed genomic HLA-DR and -DQ typing of 100 unrelated Spain celiac chil-

dren and 180 ethically matched controls. As expected, most (921100) celiac

patients carried the HLA-DQ heterodimer, and we selected these individu-

als for further studies. The results corroborate that individuals homozygotes
for DQB1* 0201 show an increased risk. Furthermore our data also show
that those carrying the genotype DR5, DQ7/DR7,DQ2 have a significantly in-
creased risk to develop CD as compared to those non DR7 positive, also car-

rying the CD associated HIA-1D)*f heterodimer this strongly suggests the
existence of an MHC linked non HLA-DQ gene primarily associated with CD,
present, on DR7,D02 haplotype, that should either be DR7 or in strong link-

age disequilibrium with it. Our data also indicate that, as has already been

suggested, another HLA-associated CD susceptibility gene may be present
on some DR4-carrying haplotypes.

The Effect of the Radical Scavenger Glutathione in
Experimental Colitis

W. Fries, L. Codello 1, G. Dodi 1, C. Pasini-Venturi, A. Martin. Div. di

Gastroenterologia, Universita di Padova, Padova, Italy; 1 Clin. Chir II,

Universita di Padova, Padova, Italy

Free radicals may have a pathogenic role in inflammatory bowel disease, and

the beneficial effect of 5-aminosalycilic acid treatment has been attributed,
in part, to its properties as radical scavenger. The aim of the present study
was to evaluate the effect of glutathione in experimental colitis in the rat.

Methods: 37 female Sprague-Dawley rats (average body weight 200 g) were
randomly assigned to one of the following 6 groups: Controls, sacrifice at 24,
48 and 72 hrs; Glutathione-treated, sacrifice at 24, 48 and 72 h (see table).
In all groups, colitis was induced by intrarectal instillation of trinitrobenzene

sulphonic acid (25 mg) in 1 ml of 50% ethanol. Glutathione-treated animals

(GLU) received daily Glu 50 mg/kg i.p., Controls the corresponding volume of

saline. Treatment was started simultaneously with the induction of colitis. At

the stated time end points serum was obtained for malonil dialdehyde (MDA;
nM/I) determination, colonic wet weight (mg/100 g body weight), a macro-

and microscopic score of inflammation (max 15 points) and myeloperoxidase
(MPO, U/mg) as a marker of neutrophil infiltration was measured in mucosal

scrapings.

Results:

wet weight MPO macro score micro score

24 h
Controls 1.3 ± 0.03 76 ± 7 5.9 ± 0.4 6 ± 0.3
(n = 7)
GLU(n=7) 1.1±0.1b 43±job 33±0.2c 6±1.2
48 h
Controls 1.5 ± 0.2 87 ± 15 9.8 ± 1.0 13 ± 0.2
(n = 6)
GLU(n = 5) 1.6±0.1 41 ± 10a 8.0± 0.7 11 ± lb
72 h
Controls 1.5±0.1 38±12 8.1 ±0.9 11 ±0.7
(n = 6)
GLU(n =6) 1.4±0.1 40± 10 7.4:± 0.9 11 ±6.6

ap < 0.05. bp < 0.025, cp 0 01 vs corresponding Control group; n.d.: not determined.
Data are mean values ± SEM.

Comments: 1) GLU treatment significantly reduces the mucosal damage
in experimental colitis at 24 hrs. This protection, however, is less evident after
48 hrs and lost after 72 hrs. 2) Given the significant short term effect of GLU
it may be speculated whether different doses, cr type of radical scavenger
might allow a more persistent protection.

11695I Intercellular Adhesion Molecules-1, Lymphocytic
Populations and Subpopulations in Chronic Hepatitis
C Virus

J. Saenz de Santamaria, J. Gordillo, J.M. Pascasio, M. Alcalde, M Garcia,
R. Soria, J.J. Fernandez, A.M. Campos de Orellana, A. Soria. Hospital
Universitario Infanta Cristina, Badajoz, Spain

Introduction: The pathogenesis of the liver cell damage by hepatitis C virus
is not fully understood, although T-cell mediated response to viral antigens
could play a crucial role. Intercellular adhesion molecules-1 (ICAM-1) are ex-
pressed on hepatocytes in viral chronic hepatitis.

The aim of this study was to determine the B and T-cell populations and
subpopulations, and the expression of ICAM-1 in livers of patients with viral
chronic active hepatitis C.

Patients and Methods: Thirty patients with liver biopsies of chronic hep-
atitis C were included in the study. B populations (L 26, DAKO, 1:50), T popu-
lations (UCHL-1, DAKO, 1:75) were studied in the liver specimen. Also T-cell
subpopulations (T4, DAKO, 1:75; T8, DAKO, 1:25) and ICAM-1 (DAKO 1:35)
were evaluated. The localization of all of them were determined as portal or
lobulillar with semiquantitative expression (0/3+).

Results: T-cells were more common found in portal and sinusoidal areas.
T4 subpopulations was principally found on the portal tracts and T8 subpop-
ulations was in sinusoidal spaces.

An association between T8-cells and the expression of ICAM-1 was ob-
served.

Conclusions: The expression on the ICAM-1 may regulate the inflamma-
tory response and enhance the viral antigen to T8 sinusoidal cell, contributing
to the hepatocellular change caused in patients with chronic active hepatitis
C.

Supported by a grant from "Fondo de Investigaci6n Sanitaria" (FIS:
95/1318)

1698 I Etiology of Chronic Hepatitis
J.M. Pascasio, I. Narvaez, M. Garcia-Diaz, M. Alcalde, J. Sa6nz de Santa
Maria, A. Soria, P Vega, M. Donoso. Gastroenterology Unit. University
Hospital Infanta Cristina. Badajoz, Spain; University of Extremadura, Badajoz,
Spain
With the aim to study the etiology of chronic hepatitis, 186 patients with
chronic hepatitis (CH) by histolological assessmentwere evaluated retrospec-
tively. Age, sex, history of alcohol abuse (in males > 80 g/daily, in females >
60 g/daily), markers for hepatitis B virus (HBV) (by ELISA) including HBV-DNA
(by molecular hybridization), hepatitis Delta virus (HDV) (by ELISA), hepatitis
C virus (HCV) (by ELISA-2nd generation in 153 patients, 82.23%, and ELISA-
1st generation in the others), antinuclear antibodies (ANA), smooth muscle
antibodies (SMA), antimitochondrial antibodies (AMA) and liver-kidney antimi-
crosomal antibodies (anti-LKM1) were studied. Histologically, CH were clas-
sified in chronic persistent hepatitis (CPH), chronic active hepatitis (CAH) and
chronic lobulillar hepatitis (CLH) and the severity was evaluated as mild, mod-
erate and severe.

Results: The mean age of patients was 44.46 ± 15.92 (10-74) and 123
(63.13%) were male. A relevant history of alcohol abuse was found in 23.12%
of patients (most males, 34.15% vs 1.58% females; p = 0.0001). Anti-HCV
was positive in 138 patients (74.19%). A 45.65% of patients with negative
anti-HCV by ELISA-ist were positive by ELISA-2nd. HBsAg was determined
in 185 patients and it was positive in 39 (21.08%). Anti-HCV and HBsAg were

both positive in 6 patients (3.24%) and were both negative in 14 (7.57%).
A 38.89% of patients with HBsAg-positive had also HBeAg-positive and a

88.89% of HBsAg-positive/HBeAg-positive patients had HBV-DNA positive.
HBeAg was negative in 61.1 1% of patients and in all of them, except in one

case, had anti-H Be positive with HBV-DNA positive in 23.53%. A 9.68% of pa-
tients with HBsAg-positive were anti-HDV positive. ANA, AMA or SMA were
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positive in the 31.58% of 171 patients. Autoimmune hepatitis could only be
suspected in 2.34% of cases. Anti-LKM 1 was positive in two patients (1.53%)
of the 131 studied. Etiology could not be assessed in 4.68% of patients with
all test performed negative. Histologically, CH were CPH in 3.76%, CAH in
94.62% and CLH in 1.61 %. CH were mild-moderate in 79.31 % of the patients
and severe in the others. Histological severity of CH was not associated with
the etiology, despite history of alcohol abuse being more frequent in HCV-CH.

Conclusions: HCV is the most common etiology of CH. ELISA-2nd gener-
ation for HCV improves diagnostic assessment of ELISA-lst. Almost half of
the cases of HBV-CH had serologic tests of active replication; in these cases
interferon treatment would be useful. A 15% of HBV-CH were "e minus". Au-
toimmune etiology is rare in our area. No statistical differences were found
in the histological severity of the different CH etiologies.

1700 Analysis of the Ascitic Fluid in Cirrhosis and
Neoplasms

M. Alcalde, M. Garcia-Diaz, F. De Sande 1, P Diaz2, J. Pecellin, M. Donoso.
Dept. of Gastroenterology, 2 Dept. of Internal Medicine, 1 Dept. of
Immunology, University Hospital Infanta Cristina, Badajoz, Spain
Cirrhotic patients with ascites are much higher susceptible to spontaneous
bacterial peritonitis than patients with ascites due to other causes. Aim:
Study various ascitic and serum parameters in cirrhotic and non cirrhotic pa-
tients. Methods: 30 patients with cirrhosis (Cl), 7 with peritoneal carcinomato-
sis (PC) and 7 with hepatocellular carcinoma superimposed on cirrhosis (HC)
were studied. Ascitic fluid analysis (cell count, biochemical parameters, cy-
tology and culture) were done. Also protein (TP), albumin (AI), immunoglob-
ulins (IgA, IgM, IgG), C3, C4, transferrin (TR), haptoglobin (Hp) and alpha 1-
antitripsin (AAT) were measured. All these parameters were also performed
in serum. Statistical assessment was done with In Stat 1.12 for Macintosh.
Results: 44 patients (33 men, 11 women) with mean age of 68 y.o. (ranging
30-87) were enrolled. The most common ethiology of Cl and HC was alcohol
and viral hepatitis C. Most patients had severity of cirrhosis B or C (Child-Pugh
score). No liver metastases were demonstrated in patients with PC.

Results [mean ± SD (g/L)] in ascitic fluid are shown in table 1:

TP Al lgG IgA IgM C3 C4 MT Hp TR

PC 52±9 28±4 12±9 1.9±1 0.8±0.4 0.4±0.1 0.2±0.07 3.7±0.8 2.2±0.8 1.8±0.5
Cl 12±7 6±3 4±2 1±0.8 0.3±0.3 0.1±0.06 0.04±0.02 0.8±0.5 0.6±0.4 0.4±0.3
HC 12±4 5±2 4±2 1±0.3 0.2±0.1 0.1±0.04 0.05±0.03 0.7±0.2 1.6±1.2 0.7±0.5

P values were significant for any of the studied parameters between
groups PC-Cl and PC-HC. P values were non significant for any parameters
(except haptoglobin p = 0.01) between groups Cl-HC.

Results [mean ± SD (g/L)] in serum are shown in table 2:

TP Al lgG IgA IgM C3 C4 AAT Hp TR
PC 66±11 35±6 12±6 2.7±1 1.3±0.6 0.7±0.1 0.3±0.06 4.7±2.1 4.7±1.6 2±0.5
Cl 64±9 27±6 20±7 7.6±4 3.2±3.2 0.5±0.1 0.2±0.07 2.9±1.2 1.7±0.8 2±0.8
HC 70±12 28±4 25±9 6.2±2 1 .6±0.6 0.5±0.2 0.2±0.05 3.2±0.6 1.4±0.52.3±0.8

P values were significant for lgG, IgA, C3, C4, Al, AAT and Hp between
groups PC-Cl and PC-HC. Non significant p values were found for any of the
studied parameters between Cl-HC. Conclusions: (1) The lower levels of the
studied ascitic parameters found in Cl or HC than in PC could be related to
a predisposition of ascitic infection. (2) A similar liver function (Child-Pugh
score) between Cl and HC could explain the similar results in the studied as-
citic parameters. A higher level of ascitic haptoglobin in HC than in Cl remain
unclear. (3) Serum parameters are related to the ethiology of the disease:
high immunoglobulins and low albumin levels for Cl and HC; high Hp and
AAT levels for PC.

1704 j Percutaneous Radiofrequency Interstitial Thermal
Ablation in the Treatment of Small Hepatocellular
Carcinoma

L. Buscarini, S. Rossi, E. Buscarini, M. Di Stasi. Gastroenterology
Department, Hospital of Piacenza, Italy
Very few patients affected by hepatocellular carcinoma (HCC) can undergo
surgery though it is considered the only curative therapy. Therefore we evalu-
ated the minimally invasive percutaneous radiofrequency (RF) interstitial ther-
mal ablation for patients with HCC without surgical prospects.

16 men and 8 women (aged between 53 and 79 years) with 25 HCC nod-
ules of not more than 3.0 cm in diameter underwent percutaneous thermal
ablation of the tumors by using a RF electrode needle, inserted under ultra-
sound guidance.

At the end of the treatment the destruction of the tumor was achieved in
all cases but two. In the mean follow-up of 24.8 months (6-64) 13124 patients
(54%) showed recurrences and 9 of these [69.2%) underwent further RF ther-
mal ablation treatment. RF thermal ablation was repeated in 2 patients that
showed a second recurrence. Therefore, 36 HCC nodules in 24 patients were
treated. No complications were observed. 7 patients died: 3 due to hepatic
failure with advanced cancer, 3 due to heart failure and 1 due to pneumonia.
Cumulative survival curves indicated that the median survival time was 44
months and survival rate was 0.95 the 1st year, 0.84 the 2nd year, 0.67 the
3rd year and 0.45 the 4th and 5th years.

In conclusion percutaneous RF thermal ablation can be considered a use-
ful new treatment for small HCC.

1705 Ulcer Recurrence, Cure of Helicobacter pylori
Infection, and Serologic Monitoring in
Antibiotic-treated Duodenal Ulcer Subjects

P Bechi, R. Dei, M. Puliti, F. Cianchi, A. Bussotti. Clinica Chirurgica,
Universita di Firenze, Florence, Italy
The purpose was to study the trend of anti H. pylori lgG titres and ulcer re-
currences after antibiotic treatment in duodenal ulcer patients.

In the presence of duodenal ulcer at endoscopy, an antral biopsy sample
(for H. pylori isolation and urease test) and a blood sample were collected in
each patient. All the H. pylori positive subjects were randomly allocated in
each of two groups. The first (group A - 23 subjects) received Omeprazole
(OMP) for 40 days. The second (group B-26 subjects) received OMP for 40
days plus bismuth salts-amoxycillin-tinidazole (triple therapy) in the first seven
days. A second endoscopy with biopsy and a second blood sampling were
scheduled within one month after completion of therapy; further blood sam-
plings and sympton enquiries were scheduled every three months for up to
two years. Sera were stored in aliquots at -20°C. Anti H. pylori lgG antibodies
were titrated by Pyloriset EIA-G (Orion). Results (ulcer healing, symptomatic
recurrence and antibody titres) were compared in group A and B.

Complete ulcer healing was obtained in 76.9% of group B and in 73.9%
of group A patients, respectively. Symptomatic recurrences were detected in
5.0% of the patients of group B and in 64.7% of group A within two years.
Anti H. pylori lgG antibody trend was progressively decreasing during the
follow-up period in all but one of the patients of group B. The only subject
with persistence of high lgG titres was the one with symptomatic recurrence
at one year after treatment. The decreasing trend was patent at the first post-
treatment evaluation. On the contrary, no patients of group A showed an an-
tibody decreasing trend.

In conclusion, H. pylori cure is a very effective tool in preventing duodenal
ulcer recurrence. Moreover, anti H. pylori lgG antibody titres are an early re-
liable marker of the antibacterial therapy efficacy and the likelihood of ulcer
recurrence.

1706 Role of Nsaids and Helicobacter pylori in Refractory
Peptic Ulcers

A. Lanas, B. Remacha, F Esteva 1, J. Nerin, R. Sainz. 1 S. Aparato Digestivo
y Bioquimica,' Hospital Clinico Universitario, Zaragoza, Spain
Aims and Methods: To identify the potential risk factors associated with re-
fractoriness, 60 consecutive refractory peptic ulcer patients (RPU) (38 DU,
16 GU and 6 postsurgical) to standard antisecretory therapy and 54 matched
(postsurgical excluded) non-refractory ulcer patients were prospectively stud-
ied. Clinical and endoscopic findings as well as Helicobacter pilory status,
gastric secretion analysis, serum gastrin levels, NSAID use and objective test-
ing of ASA use by platelet cycloxygenase activity were collected from each
subject. Results: Of all factors studied only 5 were associated with refrac-
toriness. RPU had a longer history of symptomatic ulcer, an earlier onset,
more frequent relapses and smoked more during the episode of refractori-
ness (12.3 ± 14.7 vs 6.9 ± 11; p < 0.05). Serum gastrin levels, BAO and
MAO were similar in both groups. H. pilory status was also similar in both
groups (72% vs 71.7%). H. pilory eradication in 23 of 26 Hp (+) treated RPU
patients was effective in healing some of these ulcers (14123; 60.86%) but un-
effective in 9 (39.1%). NSAID use was detected in 26.7% (16/60) of refractory
patients vs 11.1% (6154) of controls (p < 0.05) and objective testing revealed
that 43.7% (7/16) of such use was surreptitious. Large amounts of parac-
etamol use (>2,000 mg/day) were also identified in some patients. Globally
analgesic abuse was present in 40% (24160) of refractory patients vs 16.6%
(9154) in controls (p < 0.01). Multivariate logistic regression analysis identified
only NSAID-analgesic abuse and number of relapses (Hp related?) as individ-
ually affecting refractoriness. Conclusions: NSAID and analgesic abuse is the
single most important exogenous factor associated with refractory ulcers. H.
pylori infection might be an intrinsic factor, but mechanisms other than sim-
ple colonization are involved. Almost a quarter of RPU patients can not be
linked to either NSAID use or H. pylori infection or both.

1707 Implications of Neutrophil Activation on COX1 and
COX2 Inhibitors-induced Experimental Gastropathy

J. Herrerias 1, M.J. Martin, C. Alarc6n, V. Motilva, J.R. Avila, I. Luque,
L. Minguez, D. Delgado 1, J. Esteban 1. Laboratorio de Farmacologia,
Facultad de Farmacia, Universidad de Sevilla, Spain; 1 Servicio de Aparato
Digestivo, Hospital Universitario Virgen Macarena, Sevilla, Spain
There is good evidence that NSAIDs associated toxicity is directly linked
to the ability of these agents to inhibit prostaglandin synthesis. Recently it
has been demonstrated the presence of two related ciclooxigenase (COX)
isozymes pharmacologically distinct. COX1 could be constitutive and is in-
volved in producing PGs that regulate cellular housekeeping functions. In
contrast, COX2 appears only to be expressed in inflamed tissue.

This study has been designed to examine the possible relationship be-
tween COX isoenzyme selectivity, inhibition of neutrophil infiltration and gas-
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tric toxicity associated with Nabumetona (NAB), Piroxicam (PRX) and Ibupro-
fen (IBP) treatments. inhibitors COX1. COX2 and COX1/COX2 systems respec-
tively.

After 6 h of treatment, NAB (50, 100, 200, and 400 mg kg-1), PRX (1.25,
2.50 and 8.70 mg kg-1) and IBP (1.25, 25, 50, 100, 200 and 400 mg kg-1),
doses-dependently, caused acute gastric injury, but these damages onlywere
severally increased with the highest doses assayed. 400 mg kg"1 of NAB
significantly enhanced the ulcer index (p < 0.01) but this dose did not induce
any changes on neutrophyl infiltration (activity mieloperoxydase, MPO). Only
the 80-gastrolesive dose of PRX (8.70 mg kg-1, obtained in previous expe-
riences) produced a marked increase on MPO levels (p < 0.05). The same
results were obtained with IBP (50, 100 and 200 mg kg-1) (p < 0.01 and p
< 0.05), but paradoxically, the most lesive dose (400 mg kg-1) produced a
significant suppression of leukocyte infiltration comparable to control group.

In summary, these results suggest that the mechanism of NAB-induced
gastropathy is not associated at neutrophil activation and that these leuko-
cytes could be involved in PRX and IBP-gastric damage. Taken together these
observations, a possible relationship between COX isoenzyme-selectivity-
inhibition, levels of neutrophilic infiltration and gastric toxicity could be also
suggested.

1708 Quality of Life and Liver Transplantation
M. Romano, M.R. Biagini, M.T. Passaleva, M.R. Garcea, G. Macri',
C. Surrenti. Gastroenterology Unit, Departement of Clinical Phisiopathology,
University of Florence, Italy

Orthotopic liver transplantation (OLT), as a therapy for severe liver diseases,
offers a five years survival of about 70%. The aim of this study was to analyze
if OLT is able to improve the quality of life in cirrhotic patients and if the im-
provement is significant. We studied a firstgroup (8 males, 7 females; age 20-
65 years) of patients undergone OLT for severe liver cirrhosis and a second
group (6 males, 9 females; age 35-70 years) of patients with liver cirrhosis,
selected for OLT. Both groups were interviewed using a questionnaire named
OL index by Spitzer composed of five items (ACTIVITY, DAILY LIFE, HEALTH,
SOCIAL LIFE, EMOTIONAL REACTION). Each item explored one aspect of
the patient's life and allowed three possible answers with different numerical
score (0, 1, 2). The highest score corresponds to the best quality of life. The
results summarized in the table were analyzed by chi square test.

Activity Daily life Health Social life Emotions
0 1 2 0 1 2 0 1 2 0 1 2 0 1 2

OLT(%) 0 0 100 0 0 100 0 0 100 13 53 34 27 53 20
Controls 87 13 0 60 27 13 100 0 0 53 13 34 53 27 20

All (100%) OLT patients resumed their job in comparison with 87% of con-
trols which could not do any activity. All OLT patients declared to be self suffi-
cient while the 60% of controls could not take care of themselves and 100%
OLT claimed good health while 100% of cirrhotics felt very weak and sick.
After OLT the psycological and emotional status was improved. In summary
OLT patients showed a significantly better score of quality of life (p < 0.05).

In conclusion our data confirm that OLT, besides improving the clinical
conditions of patients with severe liver disease, also significantly improves
their quality of life.

1709 Does Eradication of Helicobacter pylori Reduce the
Recurrence of Duodenal Ulcer Bleeding?

G. Macri', M.R. Garcea, M.T. Passaleva, M. Romano, A. Galli, E. Surrenti,
G. Salvadori, C. Surrenti. Gastroenterology Unit, Department of Clinical
Physiopathology, University of Florence, Italy

Digestive bleeding (DB) is the most frequent cause of death in patients (pts)
with peptic ulcer (PU) (10%). DB is not significantly reduced by antisecre-
tive therapy. It is well known that Helicobacter pylori (HP) plays a role in the
pathogenesis of PU. HP positive pts have a high risk to develop PU and the
clearance of this microrganism seems to reduce the risk of PU recurrence.
We analyzed the implication of HP in the rebleeding of PU. We recruited 19
pts (all males, range 23-49) with active bleeding duodenal ulcer, from June 90
to March 91, with a follow-up of 4 years. Endoscopic antral biopsies were col-
lected and analyzed for the presence of HP (CP-test and histology). None of
the pts assumed NSAID or corticosteroids. All pts were treated with omepra-
zole 40 mg/die for 4 weeks followed by triple therapy for the eradication of HP
(bismuth salts 480 mgldie 15 days, amoxicillin 2 gr/die 7 days, metronidazole
750 mg/die 7 days). After 6 weeks all pts underwent endoscopy to verify ulcer
healing and antral biopsies were taken for the assessment of HP eradication.
Endoscopy with antral biopsies were performed every year in each pt to ver-
ify ulcer healing and HP reinfection. Result: 19/19 pts healed their ulcer and
14119 pts eradicated HP There was HP reinfection in 2 pts. Ulcer recurred in 6
out of 7 HP positive pts (5 pts who did not eradicate and 2 pts reinfected) and
in 4 of them there was a rebleeding. Conclusion: HP infection seems to play
a role in the occurrence of PU bleeding; furthermore HP eradication seems
to reduce the risk of recurrent ulcer bleeding.

21710 Deleterious Effects of Chronic Ethanol Feeding in
Duct-injured Chronic Pancreatitis in the Rat

V Puig-Divi, X. Molero, L. Guarner, A. Salas 1, J.-R. Malagelada. Digestive
System Research Unit, Hospital General Vall d'Hebron, Barcelona, Spain,.
1 Pathology Department, Hospital Mutua, Terrassa, Spain

Chronic ethanol feeding fails to induce pancreatitis in experimental animals.
Ethanol might manifest its pathogenetic effects on duct-injured pancreas. In
Protocol we established a chronic pancreatitis model via direct instillation
of 0.4 ml trinitrobenzene sulfonic acid (TNB) 2% in PBS-10% ethanol (pH 8)
into the main duct under a controlled pressure system. Controls underwent
the same procedure with vehicle. In Protocol II, TNB-treated rats (n = 16)
received 4 ml of 20% ethanol daily by gastric cannula. 20% ethanol was also
consumed in drinking water. Vehicle rats received ethanol in the same way
and served as reference (n = 7). Morphology was performed at 48 h and at 3,
4 and 5 weeks. Amylasemia and oral glucose tolerance test (OGTT) (2 glkg)
were determined on the fifth week. Results: Protocol I: At 48 h TNB-treated
rats showed severe necrotizing pancreatitis with amylasemia rise to 37.48
± 8.8 U/mi and a mortality rate of 31%. Control rats had an amylasemia of
10.8 ± 3 U/ml (p < 0.01) minimal leucocyte infiltrates in the gland and a 10%
mortality. At 3, 4 and 5 weeks, morphology was normal in vehicle rats. Chronic
lesions developed in all TNB-treated rats: periductal and intralobular fibrosis,
acute and chronic inflammatory infiltrates, duct stenosis and gland atrophy.
Islets were preserved. Weight gain slowed during the second and third week
(398 ± 13 and 422 ± 14 g) as compared to vehicle (458 ± 16 and 482 ± 1 1; p
< 0.01) but recovered thereafter. Fasting glucose and OGTT (1 11 ± 4 and 197
± 26 mg/dl) were similar in TNB and control rats (98 ± 3 and 172 ± 4 mg/dl).
Protocol Il: Ethanol given to TNB-treated rats increased fasting glucose (141
± 5 mg/dl), OGTT (376 + 41 mgldl; p < 0.001) and amylasemia (6.2 + 0.3
vs 4.2 ± 0.2 U/mi; p < 0.001). Larger areas of gland atrophy were observed
with striking disruption of the normal architecture of the islets. Ethanol also
impaired weight gain from the first (289 ± 9 g) through the fifth week (370
± 7 g; p < 0.001 vs TNB only rats). Vehicle rats fed with ethanol showed no
morphologic or biochemical disturbances and their weight gain was greater
than TNB + ethanol rats. Conclusion: Chronic pancreatitis resembling human
disease may be induced by intraductal TNB. In this model ethanol feeding
aggravates the morphological and functional evolution of the disease.

0712 Omeprazole Plus Bismuth Plus Clarithromycin as
Second Step for Helicobacter pylori (Hp) Eradication

G. Battaglia, M.E. Benvenuti, RE. Lecis, PM. Donisi 1, P Pasini,
M. Bergamasco 2, M. Gion 3, M. Pasquino, F. Di Mario4. Unit of
Gastroenterology "SS Giovanni e Paolo' Venezia, Italy,' 1 Unit of Pathology
"SS Giovanni e Paolo' Venezia, Italy,' 2 Unit of Radioimmunology "SS
Giovanni e Paolo' Venezia, Italy,' 3 Unit Microbiology OOCCRR 'SS Giovanni
e Paolo" Venezia, Italy; 4 Division of Gastroenterology, Padova, Italy

Background. No gold standard treatment for Hp infection cure has been, until
now, identified. Triple therapy seems to be one of the most effective therapy
for Hp eradication, but side effects and low compliance often cause stop-
ping of the treatment. Aim of our study was to evaluate a new therapeutic
protocol for HP infection cure in patients whom the first attempt to obtain Hp
infection cure was unsuccessful for either adverse events or ineffectiveness.
Methods. Twenty patients with documented Hp infection of the stomach (His-
tology andlor colture plus rapid urease test), 10 males and 10 female, mean
age 60, 45, (10 duodenal ulcer, 4 gastric ulcer, 6 gastritis) were treated with
Omeprazole 20 mg bid, Clarithromycin 250 mg bid, Bismuth 240 mg bid for
14 days. In all subjects a first attempt of cure of their Hp infection failed due
to either ineffectiveness of therapy or onset of adverse events. All patients
underwent endoscopy two months after stopping triple therapy. During en-
doscopy 2 biopsies from the antrum and 2 biopsies from the corpus were
obtained. Hemathoxylin-eosin and Giemsa stain modified were used for his-
tological examinations. Sydney system was followed for the description of
the histological parameters. One more biopsy was used for rapid urease test
(Clo-test) and colture. Results. All patients completed treatment and none pre-
sented major or minor side effects. Compliance was high. Eradication of HP
was obtained in 75% (15120) of patients. At first endoscopy 70% of patients
(14/20) presented active chronic gastritis with moderate activity, 25% (5120)
with mild activity and 5% (1120) with inactive chronic gastritis. Two months
after stopping treatment, 45% (9/20) of patients had inactive gastritis, 40%
(8120) had active chronic gastritis with mild activity and only 15% (5120) had
moderate activity; 5 of them were still Hp positive. Conclusions. Omeprazole
plus Clarithromycin plus Bismuth is a safe treatment for HP infection and can
be proposed for Hp eradication also as second chance.

11713 Evaluation of Therapies for the Eradication of
Helicobacter pylori In Duodenal Ulcer

A. Pueyo, C. Jim6nez, R. Iglesias, M.P Huarte, M.J. Burusco, J. Eguaras,
M. Jauregui. Secci6n Digestivo, Hospital 'Virgen del Camino' Pamplona,
Spain

Duodenal ulcer recurrence is reduced with successful Helicobacter pylori
treatment. Despite numerous H. pylori treatment studies, the optimum regi-
men for its eradication remain unclear.
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Objective: To realize a prospective, randomized, double blind study in pa-
tients with duodenal ulcer in order to determine the efficacy of four treatment
regimens to eradicate Helicobacter pylod (HP).

Methods: One hundred patients with H. pylori-associated duodenal ulcer
was diagnosed endoscopically at which time antral biopsies were taken for
culture, histology and urease test. Twelve patients left the treatment because
of mild intolerance and eight was lost to follow up. Four groups were estab-
lished by randomization. Group I: Omeprazole (OMP) 20 mg daily 28 days
and Clarithromycin (CLAR) 500 mg three times daily 14 days. Group II: OMP
20 mg daily 28 days and placebo (PLA) 10 mg daily 14 days. Group IfI: OMP
40 mg daily 28 days and CLAR 500 mg three times daily 14 days. Group IV:
OMP 40 mg daily 28 days and PLA 10mg daily 14 days. Eradication was con-

firmed with antral biopsies 4 weeks after completion of treatment. Statistical
analysis: Chi-square

Results: Eradication rates: group 35% (8/23); group 11 0% (0/22); group
1ll 71% (15/21); group IV 4% (1/22)

Statistical analysis: I/Il: p < 0.001; I/ll: p < 0.01; 1/IV: p < 0.01; II111I: p
< 0.001; I1/IV: p = n.s.; III/IV: p < 0.001. Symptomatic patients: 8% (2/24)
with HP eradication and 36% (23/64) without eradication: p < 0.001 Patients
with persistent ulcer: 4% (1124) with eradication and 25% (16/64) without HP
eradication: p < 0.01

Conclusions: (1) The combination Omeprazole 40 mg daily 4 weeks and
Clarithromycin 500 mg three times daily 2 weeks gives the best eradication
rate of HP (71%) in duodenal ulcer, with marked significant difference with the
others groups. (2) This therapeutic regimen is effective for the eradication of
HP in duodenal ulcers with good compliance and tolerance. (3) Patients with
duodenal ulcer and eradication of HP have less symptoms and the highest
cicatrization rates with significant statistical differences.

1714 Lymphoid Follicles in Gastric Mucosa of Helicobacter
pylori (HP) Infected Patients: Regression 6-12 Months
After Eradication

G. Battaglia, RE. Lecis, PM. Donisi 1, M.E. Benvenuti, G. Leandro2,
M. Pasini, M. Gion3, M. Pasquino, M. Bergamasco4, F Di Mario5. Unit of
Gastroenterology, Venezia, Italy, 1 Unit of Pathology, 3 Unit of
Radioimmunology, 4 Unit of Microbiology OOCCRR "SS Giovanni e Paolo'
Venezia, 2IRCCS "S. C. de Bellis" Castellana Grotte (BA); 5 Division of
Grastroenterology, Padova, Italy

Background. Previous studies demonstrated, on small samples, that eradica-
tion of Hp infection provokes a slow decrease of number of lymphoid follicles
and, mostly, a regression of low grade B cell gastric MALToma. Aim of the
study. We tested the ipothesis that the cure of Hp infection treatment could
determine the regression of the lymphoid tissue, affecting the persistence of
lymphoide follicles in the gastric mucosa. Methods. Patients infected with Hp
were eligible for the study. At baseline endoscopy at least 2 biopsies of the
antrum and 2 of the corpus were obtaine. Hematossilin-eosin and Griemsa
stain modified were used for histologic examination by pathologists blinded
as regards either therapy carried out either clinical results. Sydney system
was followed for the description of the histological parameters. One more

biopsy was used for rapid urease test (Clo test) and culture. Patients were

treated with either two or three or four drugs for 7-14 days. Six to twelve
months after stopping given treatments an UGI endoscopywas repeated with
all above described methods. Patients with active peptic ulcer at baseline
had one more endoscopy 1 month after the first. Statistics: McNemar test
of symmetry. Results. One hundred patients (59 M, 41 F, mean age 59 yrs,
range 25-73) entered the study; 55/100 (55%) were proven to have lymphoid
follicles at baseline endoscopy; 27 out of these 55 patients were evaluated 1

month after the first examination: 63% (17/27) still presented lymphoid folli-
cles, 96% having cleared their Hp infection. After 6-12 months 46f55 (84%)
were proven to be cured of their Hp infection while lymphoid follicles were

still present in 20/55 (36%). Twenty-two out of the 45 with no lymphoid folli-
cles at baseLine were revaluated 1 month after first endoscopy; 11/22 (50%)
were found to have lymphoid, follicles. After 6-12 months, 45 patients with
no lymphoid follicles at baseline were reevaluated alltoghether; 18/45 (40%)
presented lymphoid follicles while 36/45 (80%) were cured of their Hp infec-
tion. The differences between baseline and long term check-up were proven
statistically significant (p = 0.0195). Conclusions. The cure of Hp infection sig-
nificantly reduces the presence of lymphoid follicles in the gastric mucosa.

11718 Gastro-intestinal Motor Dysfunctions in Untreated
Adult's Celiac Disease

P Usai, P Usai Satta, G. Bassotti 1, M. Piga, M.V Cherchi, L. Satta, M.F. Boy,
M.A. Lai, G. Corda, U. Germani 1, A. Morelli 1, A. Balestrieri. Inst. of Internal
Medicine, University of Cagliari, Italy, 1 GI Clinic, University of Perugia, Italy

Clinical onset of adult's celiac disease (CD) may be protean, including both

organic and functional disturbances such as dyspeptic symptoms that may
in part be ascribed to associated gut dismotility. We studied 8 consecu-

tive celiac patients (6 F, 2 M; age range 20-64 yr), diagnosed according to
Marche's criteria, following a free diet and complaining of dyspepsia. One
patient had associated scleroderma. 99Tc scintigraphic study of gastric emp-
tying of liquid meal, gastro-intestinal manometric studies, and tests of auto-
nomic function (hearth rate response to deep breathing, cough test, lying-

to-standing and Valsalva manoeuvre, according to Ewing's criteria) were per-
formed. Upper gut organic disease, gastric intraepithelial lymphocytic infil-
tration and Helicobacter pylori gastritis were excluded. Manometric studies
were carried out by standard perfused system and were conducted for 5
hours during fasting and 1 after feeding. As control group 33 healthy sub-
jects of both sexes (age range 20-35 yr) were recruited. Analysis of gastro-
intestinal tracings showed activity fronts in all subjects, but with a signifi-
cantly reduced frequency of the antral component (1/8 vs 18/33, p < 0.01);
their mean duration was reduced (3.5 ± 0.9 vs 6.9 ± 1.4 min, p ± 0.01) and
their recurrence was increased (1/195 vs 1/99 min, p ± 0.01). 85% of patients
displayed isolated or nonpropagated bursts and/or clusters of contractions
(also present in the postprandial period in 3 subjects) and antral postprandial
hypomotility. 50% of patients showed delayed gastriC emptying by scinti-
graphic study (T/2 > 100 mins) that correlated to manometric picture; 25%
of patients had positive autonomic tests (score > 4). We conclude that in
untreated CD upper gastrointestinal dismotilities are frequently present, and
these may be ascribed to a visceral neuropathy.

1719 Identification of Subjects at Risk for Colorectal
Carcinoma Through a Screening Test on DNA Derived
from Stool

A. Dugani, A.M. Rebecchi, A.L. Vignoli, M. Perini, F. Manenti, E. Villa. Chair
of Gastroenterology, University of Modena, Italy
The goal of our study was to set up a screening tests for identifying sub-
jects at high risk of developing colorectal carcinoma, exploiting the genetic
changes (K-ras mutation) observed during colorectal carcinogenesis (CRC).
The possibility of recovering DNA from stool (and therefore the possibility of
obtaining genetic material from the intestinal mucosa without a colonoscopy)
offered the technical tool.
We examined for K-ras mutation the DNA extracted from the stool of 150

subjects (95 males. 55 females; age 32 to 84; of these 84 with adenomatous
polyps, 6 with colorectal cancer and 6 operated for colorectal cancer, 13 with
IBD, 26 with normal colonoscopy and 15 healthy subjects with a 1st degree
relative with colorectal cancer). On the whole, 36 subjects had a 1 st degree
relative with colorectal cancer. Identification of K-ras mutation was achieved
through PCR and oligomer-specific hybridization (Asp12 mutation).

Our results showed: 1) K-ras was amplified in the stool of 26.0% (39/150)
of patients; 2) it was positive in 6/6 patients with early stage colorectal cancer
but only in 2/6 of those previously operated for colorectal cancer; however,
3 of the negative ones had been operated 3 years before and were free of
polyps recurrence; 3)Asp12 orAsp13 mutation was detected in 14 relatives of
cancer patients; 1 1 out of these 14 (78.5%) had adenomatous polyps (> 1 cm
in diameter) at colonoscopy. 4) of the 66 pts. with adenomatous polyps but
with no family cancer history, only 11 (16.6%) had K-ras mutation detectable;
5) K-ras was very easily amplified from stool of pts. with IBD (1/1 3 with cancer
developed in long-standing UC had K-ras mutation); 6) none of the controls
showed K-ras mutation.

In conclusion, our data indicate that this screening test, although it has
to be validated on larger series and probably completed with amplification
of other genes related to CRC (i.e. p53) could be very useful in identifying
subjects with early colorectal carcinoma or subjects at high risk of developing
colorectal carcinoma such as 1st degree relatives of cancer patients or IBD
patients.

117E11 Mild or Aggressive Chronic Active Hepatitis (CAH)
Due to Hepatitis C Virus (HCV) are Associated with
Different Combinations of HCV Genotypes

A. Grottola, P Buttafoco, A.L. Merighi, I. Ferretti, P Trande, L. Miglioli,
R. Cosenza, A. Ferrari, F. Callea 1, F. Manenti, E. Villa. Gastroenterology,
Univ. of Modena, Italy; 1 Pathology Dept. Spedali Civili, Brescia, Italy
CAH due to HCV infection is often characterized histologically either by very
mild inflammatory condition or by a very aggressive picture, without inter-
mediate situations. As the clinical characteristics of these patients are not
significantly different in the two groups, we have investigated the details of
HCV infection, studying both the levels of viremia and the genotypes.
We have studied 29 patients with CAH, 14 with mild CAH (Knodell's score

<5) and 15 with aggressive hepatitis (Knodell's score >9). Viremia was in-
vestigated by RT/PCR with endpoint dilutions and bDNA, HCV genotype by
nested PCR according to Okamoto.

Viremia was not significantly different in patients with mild CAH in com-
parison with aggressive CAH (1 06 ± 102 vs 105 ± 102 by end-point dilutions).
HCV genotypes were distributed as follows:

Genotype Mild CAH Aggressive CAH
2 2

11 2 NS --* 8
11 1 2
IV 1 2
1 + 11 8 +-p<0.05->. 1

In conclusion, it appears from our results that 1) genotypes 11 is quite fre-
quent in aggressive CAH but the difference with mild CAH is not significant;
2) mild CAH is more often associated with a combination of genotype and
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Il; 3) as duration of disease was shorter in milder CAH, this peculiar genotype
combination might represent an initial condition before selection of genotype
11.

1722 High Dose Famotidine for Healing and Subsequent
Maintenance in Non-Steroidal Anti-inflammatory
Drug-Associated Gastroduodenal Ulceration

N. Hudson 1, A.S. Taha 2, R.I. Russell 2, R.G. Sturrock 2, P Trye 3, J. Cottrell 3,
S.G. Mann 3, A. Swannell 1, C.J. Hawkey 1. 1 Divs of Gastroenterology&
Rheumatology, University Hospital, Nottingham; 2 Glasgow Royal Infirmary;
3 Merck Sharp & Dohme, UK

Introduction: We previously reported that high dose famotidine (40 mg bd)
was effective primary prophylaxis against non-steroidal anti-inflammatory
drug (NSAID) ulcers. We therefore assessed whether this dose of famoti-
dine can heal and maintain remission in patients who have already developed
NSAID-associated ulcers.

Methods: One hundred and four of 389 unselected NSAID users with
rheumatoid or osteoarthritis were found to have gastric (73%), or duodenal
(40%) ulceration (13% both) at endoscopy (ulcer = mucosal breach > 3 mm).
Sixteen stopped their NSAID, and 88 continued. All were treated with famoti-
dine 40 mg bd for 4 or 12 weeks. After ulcer healing patients were randomised
to receive placebo or famotidine 40 mg bd for 6 months or until endoscopic
relapse after 1, 3 or 6 months.

Results: Ulcer healing was 100% for patients who stopped vs 89% for
those continuing NSAIDs (NS). During the maintenance phase of the 78
healed patients who continued their NSAID the cumulative relapse was
53.5% (95% Cl, 36.6%-70.3%) for those taking placebo. This was reduced
(p = 0.011) to 26.0% (12.1%-39.9%) in patients using famotidine 40 mg bd.
There was a reduction in gastric ulceration from 41.4% (24.0%-58.7%) to
19.1% (6.3%-31.9%, p = 0.026). Five patients developed duodenal ulcers on
placebo vs 3 on famotidine (NS). The cumulative ulcer incidence on placebo
was higher than the 28.3% (18.7%-38.0%) previously reported for compara-
ble primary prophylaxis conditions.

Conclusion: Patients who have developed NSAID-associated ulcers have
a high subsequent relapse rate. In this first study to investigate such patients,
famotidine 40 mg bd effectively healed NSAID-associated ulcers and reduced
later relapse.

1723 Collagenous Colitis: Report of Seven Cases

G. Carli, E. Grandi 1, M. Dalla Libera, D. Cantarini, P Pazzi, S. Gullini. Dept. of
Gastroenterology, St. Anna Hospital, University of Ferrara, Italy; 1 Inst. of
Pathol. Anat. Histol. and Cytol., University of Ferrara, Italy
Collagenous Colitis (CC) is a rather rare disorder, characterized by increased
subepithelial collagen band and inflammatory infiltrate in the lamina pro-
pria, with clinical features of chronic watery diarrhea and abdominal pain.
Pathophysiology is still obscure, although autoimmunity may be impli-
cated. Chronic ingestion of nonsteroidal anti-inflammatory drugs (NSAIDs)
is claimed to play a role in thickened collagen band and diarrhea, at least
in some patients. CC is a relapsing and remitting disease and this implies
difficulties in assessing therapy efficacy. Typically, blood tests and stool ex-
amination are normal, as well as endoscopic appearance. In a 5-yr period we
observed 7 cases of CC: 5 women and 2 men, age range 24-60 yrs. Dura-
tion of symptoms ranged from 3 months to 40 yrs; daily number of bowel
movements from 3 to 6. Only one patient did not complain of diarrhea. Four
patients were on NSAIDs (from 2 months to 5 years). Associated disorders
included: LES-like connectivitis, Sjogren syndrome, hOrthle cell adenoma, pe-
ripheral occlusive arteriopathy, pytiriasis versicolor, sygma diverticulosis, pre-
vious surgery for breast cancer. Blood tests: anti-nuclear antibodies (1:160,
homogeneous pattern) in one case; PCR = 1.3 (n.v. < 0.6), RF = 110 UI/L
(n.v. < 50); hyper-y-globulinemia (1 case); microcitic anaemia (1 case). Four
patients had complete relief of symptoms after mesalazine treatment (800
mg b.i.d.); one patient experienced side effects when on sulphasalazine, but
not when switched to mesalazine. One patient entered sustained clinical re-
mission with methylprednisolone (4 mg/die). The patient with constipation
did not receive any therapy. Conclusions: in CC usually endoscopy fails to re-
veal significant changes and rectosigmoid biopsies may underestimate the
diagnosis, because normal mucosa is found mainly in specimens from this
area. We emphasize the importance of total colonoscopy with multiple biop-
tic sampling, including the caecum, in patients with unexplained chronic di-
arrhea. Treatment is usually disappointing, despite a few individual improve-
ment with metronidazole, prednisolone, sulphasalazine or mesalazine. Re-
mission can persist even after withdrawal of medications.

17251 Early Assessment of Helicobacter pylorl Eradication
by Brush-cytology

P Pazzi, G. Carli, M. Dalla Libera, R. Scagliarini, S. Gamberini, A. Merighi,
S. Gullini. Dept. of Gastroenterology, St. Ana Hospital, Ferrara, Italy
Conventionally, proof of Hp eradication must be based on a follow-up biopsy
performed at least four weeks after treatment withdrawal, in order to avoid
false negative results due to partial suppression of the infection. Recently, we

reported that brush-cytology (BC) is a more sensitive technique than histol-
ogy (H) for the assessment of Hp gastric colonization, particularly when Hp
gastric density is low (Gastroenterology 1994, 106:A 157). Aim: To deterrmine
whether BC is a reliable technique in assessing Hp eradication in duodenal
ulcer patients soon after a therapeutic trial, while checking ulcer healing. Pa-
tients Et Methods: 46 consecutive patients (29 males, 17 females, age range
22-75, mean age 49 yr) with active duodenal ulcer and Hp gastric coloniza-
tion (by means of concordant BC and H) were treated with a short term low
dose triple therapy consisting of 4 weeks administration of Omeprazole 20
mg u.i.d. plus, during the first week, Clarithromycin 250 mg b.i.d. and Tinida-
zole 500 mg b.i.d.. Endoscopywith multiple biopsies (2 from the antrum and 2
from the body) and BC was performed at the end of the treatment period and
at month 1 and 3 after treatment withdrawal. Results: All patients completed
the trial. At the end of the treatment, 39 (85%) patients were Hp - ve by both
BC and H, and 7 (15%) were still Hp + ve by BC (4 of these patients had nega-
tive H and were Hp + ve only by BC; 3 were Hp + ve by both BC and H; none
had negative BC and positive H). Ulcers were healed in all 39 patients who
had Hp eradicated, but also in 5 of the 7 patients with persistent Hp infection.
At month 1 after treatment withdrawal all 39 patients previously BC negative
forHp infection were confirmed to be Hp -ve (by BC and H) and all 4 patients
with previous H negative for Hp were found to be Hp + ve also by H. At month
3 reinfection was detected in 1 patient. No ulcer recurrence was observed.
Conclusions: Our results confirm that BC is a reliable test to aid diagnosis of
Hp infection and also to assess eradication, even when performed soon after
a therapeutic trial. This observation might be useful in clinical monitoring of
duodenal ulcer healing before stopping treatment.

11727 Pharyngeal, Esophageal and Gastric Motility in Normal
Subjects and In Patients with Gastroesophageal
Reflux Disease

L. Grossi, A.F. Ciccaglione, M. Falcucci, M.G. Malatesta, N. Travaglini,
L. Marzio. Institute of Medical Physiopathology, G.D'Annunzio University,
Chieti, Italy
The pathogenesis of Gastroesophageal Reflux Disease (GERD) has been
mainly related to alterations of esophageal body and Lower Esophageal
Sphincter (LES) activity. Aim of our study was to identify possible changes
also of pharyngeal and gastric motility and in particular of interdigestive cyclic
motor pattern in patients with gastroesophageal reflux disease (GERD) dur-
ing 24 hours period. Ten patients with endoscopically documented esophagi-
tis and ten normal subjects free from any gastrointestinal complaints were
studied. After an overnight fast a pH-manometric recording was performed
introducing through the nose a motility probe with four electronic pressure
ports 10 cm apart positioned under fluoroscopy so that one port was posi-
tioned in the mid esophagus, one in the lower esophagus, one at the lower
esophageal sphincter (LES) and one in the gastric antrum. An additional probe
was placed into the pharynx to detect swallows whereas a glass electrode
(Ingold Messtechnik AG) positioned 5 cm above the LES recorded the pH val-
ues. The probes were connected to an ambulatory solid state recorder (Gas-
troscan 11, MIC Solothurn, Swiss). Each subject was allowed to move freely
and to eat three times at 8.00, 13.00 and 20.00 hours. Sleeping and waking
times were marked by the subject on the recorder. The presence of patholog-
ical pH pattern was confirmed in the patient group. There was no significant
difference in the number of phases Ill of Migrating Motor Complex (MMC)
between GERD patients and controls (1.77 ± 1.03 vs. 1.89 ± 1.09 respec-
tively, mean ± SD), but whereas no reflux episodes were recorded during
each phase Ill of MMC in the normal subjects, in the GERD patients reflux
episodes occurred during 5 out of 16 phases IlIl (31.25%), all during nighttime.
The total number of swallows was significantly higher in the patient group as
compared to controls (1811.6 ± 256.8 vs. 990.3 ± 117.1 respectively, mean
± SD, p < 0.05), a difference confirmed also in the nighttime, during sleep
(374.3 ± 148.4 GERD vs. 94.4 ± 25.1 control, p < 0.05). No difference was
found between the two groups neither in the total number or in the ampli-
tude of esophageal and gastric waves. Moreover the GERD patients showed
an amplitude of distal esophageal waves significantly higher than the upper
esophagus (70.6 ± 18.24 vs. 41.5 ± 8.4 mbar respectively, mean ± SD, p <
0.05).

In conclusion patients with gastroesophageal reflux disease present, in
comparison with normal subjects, an increase in non-transmitted pharyngeal
swallows and in distal esophageal body waves amplitude. Gastric MMC may
contribute to the genesis of esophageal acid reflux in GERD patients.

11728 Serine-, Threonine- and Tyrosine-Residues in the
Caboxyl Terminus of the NK1 Receptor Contribute to
Endocytosis

S.K. Bohm, S.P Smeekens, M. Lovett, E.F. Grady, D.G. Payan, N.W. Bunnett.
University of California, San Francisco, CA, USA; Khepri Pharmaceuticals
Inc., South San Francisco, CA, USA

Ligand-induced endocytosis of G-protein coupled receptors, such as the NK1
receptor (NK1-R) contributes to receptor desensitization and resensitization.
We mutated sites in the VIl. TMD and the C-terminal tail of the rat NK1-R to
investigate their importance in endocytosis.

PCR was used to generate following mutants: Y305A, Y305F (conserved Y
in VII.TMD), Y331A, Y331 F, Y341A, Y349A, Y341A/Y349A (Y in C-tail), K337A,
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S338G/T339A (PKC-site), and SS/T338-352 (all 6 S and T residues were mu-
tated to G and A). Wild-type and mutated cDNAs were expressed in rat kid-
ney epithelial cells. The wild-type and mutated receptors responded to Sub-
stance P (SP) by mobilization of [Ca2+1i, measured by Fura/2-AM, and were
thus functional. To localize the NK1-R and examine its intracellular trafficking,
cells were incubated with 100 nm of fluorescent labeled cy3-SP for 1 h at4°C,
warmed to 37°C, and observed by confocal microscopy. At 4°C, cy3-SP was
confined to the plasma membrane of cells expressing wild-type and mutated
receptors. In cells expressing the wild-type NK1-R, cy3-SP was localized in
peripherally and centrally localized endosomes, with minimal surface label-
ing, after 2 min at 37°C. At 5 min, cy3-SP was concentrated in perinuclear
endosomes. In cells expressing the Y349A, Y341ANY349A and 8S/T338-352
mutant, internalization and trafficking to central endosomes were markedly
slowed with considerable cy3-SP remaining at the cell surface after 2 and
5 min. The rate of endocytosis was somewhat slowed in mutations Y305F,
Y331A, Y331F and Y341A, no effect was observed in the other mutations.
To quantify endocytosis, cells were incubated with 50 pM 1251-SP for 1 h at
4°C, warmed to 37°C, and washed with acid to separate cell surface from
internalized label. In wild-type cells at 4°C, 81 % of specifically bound SP was
in the cell-surface fraction. The extent of internalization after 5 min at 37°C
was: wild-type (54.2) = Y305A (50.9) > Y341A (48.8)> Y305F (44.7) > Y349A
(40.0).

Thus, mutation of Y-, S-, and T-residues within position 344 and 352 of the
NK1-R C-tail play an important role in endocytosis.

1729 Anal Canal Diameters and Pessure Measured
Simultaneously by Real-Time Ultrasonography and
Manometry in Human Subjects

L. Marzio, A.F. Ciccaglione, M. Falcucci, M.G. Malatesta, L. Grossi, S. Guerri.
School of Gastroenterology, G. D'Annunzio University. Casa di Cura
Pierangeli, Pescara, Italy

Introduction: Studies performed so far have shown the presence of a relation-
ship between the thickness of the internal anal sphincter muscle and anal
canal pressure. Aim: Aim of the present study has been to identify the re-
lationship between anal canal diameter as measured by means of real-time
ultrasound and anal canal pressure measured by manometry. Materials and
methods: Five normal subjects were studied. Anal canal pressure was mea-
sured by means of an electronic probe with three recording points 3 mm
apart rotated 90°. The probe was connected to a portable solid state recorder
(Gastroscan II, MIC, Solothurn, Swiss) and traces simultaneously seen in on-
line state on the videoscreen of a portable 486 PC with 8 Mhz RAM memory
(Toshiba T4400). The probe was inserted into the anal canal and positioned
after performing three slow poll-throughs, where the maximal pressure was
recorded. Ultrasonography was performed by real-time ultrasound (Bruel &
Kjaer, Denmark) with a 7 Hz rotating probe (type 1850) inserted into the anal
canal beside the manometric probe. Ultrasonography image was freezed and
printed during basal state, squeezing and straining. Ultrasound image and
residual anal canal pressure were evaluated also after rectal distension with
150 ml of air inflated in a latex balloon. The ultrasound image was taken when
maximal response to squeezing, straining, and rectal distension was seen on
the PC monitor. Anal canal diameter was computed on the ultrasound image
using a graduated scale. Pressure was computed in mbars. Data were com-
puted cumulatively and analyzed statistically by linear regression. Results:
Nineteen pressure and anal diameter measurements (5 basal, 5 squeezing,
4 straining, 5 at 150 ml rectal distension) were collected. The results show a
significant inverse linear relationship between anal canal diameter and pres-
sure (figure).

300 rz =0.4092
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Conclusion: it is concluded that the ultrasonographic measurement of anal
canal diameter during basal state, squeezing, straining and rectal balloon dis-
tension may be a reliable method for the functional evaluation of the anal
sphincter.

117311 Cloning of the Human Proteinase-activated Receptor 2
S.K. Bohm, D. Bromme, S.P Smeekens, N.W. Bunnett, D.G. Payan.
University of California, San Francisco, CA, USA; Khepri Pharmaceuticals
Inc., South San Francisco, CA, USA

G-protein coupled receptors are usually activated by the reversible binding of
ligand. Recently a novel signalling mechanism was revealed for the human
thrombin receptor. Thrombin activates its receptor by proteolytic cleavage
of the extracellular amino-terminal extension creating a new receptor amino-
terminus that functions as tethered ligand. A second receptor for which pro-
teolytic activation has been postulated was reported in the mouse. It is ac-

tivated by nanomolar concentrations of trypsin and is expressed in stom-
ach, small intestine and kidney by Northern blot analysis. It was designated
proteinase-activated receptor 2 (PAR-2).

In order to elucidate the function and the signalling properties of this re-
ceptor of potential importance in the physiology of the human gastrointestinal
tract we cloned a partial cDNA of the human homologue of PAR-2.

Degenerate PCR primers derived from the second transmembrane do-
main and the second extracellular loop of the human thrombin and the mouse
PAR-2 receptor were made. PCR was performed using a human kidney cDNA
library as template. PCR products were analyzed on a agarose gel. bands
of appropriate size excised, purified, cloned into pCRII and sequenced. Se-
quences towards the 5' and 3' end of the cDNA were amplified from the
cDNA library by using specific primers to the previously sequenced fragment
and the vector carrying the cDNA library.

The amino acid (aa) sequence of the human PAR-2 receptor cloned so far
(210 aa) is highly conserved between mouse and human in the transmem-
brane domains through IV and the adjacent extra- and intracellular loops
(91 %), but divergent in the amino-terminal extension. While the cleavage site
between an arginine and a serine is conserved, the human sequence com-
prises 22 additional aa correlating to a region in the thrombin receptor known
as thrombin's anion exosite. Determination of the complete cDNA sequence
and tissue distribution by Northern blot analysis and in situ hybridisation are
under way.

In conclusion we report cloning of a partial cDNA for a potentially prote-
olytically activated G-protein binding receptor which might play a important
role in the physiology of the human gastrointestinal tract.

11732 jUrea Breath Test as First Choice Test in Dyspepsia: A
Money and Time Sparing Approach

F. Perri, R. Clemente, A. Latiano, M.R. Villani, M. Bisceglie 1, M. Li Bergoil 2,
V. Annese, A. Andriulli. Dept of Gastroenterology, "C.S.S. "Hospital,
I.R.C.CS., S.GiovanniRotondo, FG, Italy; 1 Depts of Pathology, "C.S.S."
Hospital, I.R.C.C.S., S.Giovanni Rotondo, FG, Italy; 2 Dept of Microbiological
Lab, "C.S.S."Hospital, I.R.C.C.S., S.GiovanniRotondo, FG, Italy

Dyspepsia is a protean syndrome which generally requires upper endoscopy.
More than 20% of dyspeptic patients referred to Endoscopic Unit (EU) are
free of gastroduodenal pathology. HP infection is generally associated with
gastritis, gastric or duodenal ulcer and gastric cancer. It may be assessed
accurately by means of the urea breath test (UBT). Aim of this work was
to evaluate if the UBT is useful to son dyspeptic patients into two different
groups requiring or not endoscopy. Materials and methods: Fifty consecu-
tive patients (MIF: 30120; age: 43.4 ± 13.5 yr) first referred to our EU for
dyspepsia were studied. Symptoms were scored by means of a question-
naire filled in by the patient. All patients underwent endoscopy with gastric
biopsies and 13C-UBT. One antral biopsy was used for colture (Pylori Agar,
BioM6rieux, France). Statistics was carried out by using Fisher's exact test
and Wilcoxon rank test. Results: Forty patients were HP positive on histolog-
ical examination. The concordance rate was 100% between histology and
UBT and 80% between histology and culture. Endoscopic findings were as
follows: esophagitis in 0/10 (0%) HP neg and 4/40 (10%) HP pos; gastritis
in 3110 (30%) HP neg and 20140 (50%) HP pos; duodenitis in 0/10 (0%) HP
neg and 13/40 (33%) HP pos; gastric ulcer in 0/10(0%) HP neg and 2140(5%)
HP pos; duodenal ulcer in 0/10 (0%) and 8/40 (20%). No gastric cancer or
lymphoma were detected in the present series. Histological findings were
as follows: antral gastritis in 5110 (50%) HP neg and 40/40 (100%); depth of
inflammation: superficial in 5/10 (50%) HP neg and 13/40 (33%) HP pos; pan-
mucosal in 0110 (0%) HP neg and 27/40 (67.5%) HP pos (p < 0.05); intestinal
metaplasia in 0/10(0%) HP neg and 5/40(12.5%) HP pos; PMN infiltration in
0/10 (0%) HP neg and 23/40 (57.5%) in HP pos (p < 0.05). As far as symptoms
are concerned, no significant difference was found between HP pos and neg
patients. Conclusions: Dyspeptic patients with HP infection are likely to be
affected from more severe gastroduodenal pathology than HP negative pa-
tients as assessed by endoscopy and histology. Since the concordance rate
between histology and UBT is 100% and no specific symptom pattern exist
for HP pos patients, the UBT could be proposed as the first choice test in
dyspeptic patients. This strategy could save money and time since the UBT
is cheaper than endoscopy with biopsy and can be performed even with no
medical assistance.

1733 Botulinum Toxin for Achalasia: A Placebo Controlled
Trial with Follow-Up of Six Months

V. Annese, F. Perri, G. Napolitano, M. Basciani, P Simone, A. Andriulli,
G. Vantrappen. CSS Hospital, San Giovanni Rotondo, Italy
Recently intrasphincteric injection of Botulinum toxin (Botx) was shown to
be effective in the short term treatment of achalasia. We performed a double-
blind, placebo-controlled study on the results of Botx in 10 consecutive symp-
tomatic achalasia patients. Patients were randomized to treatment with either
100 U of Botx (25 U/mI) or normal saline, injected endoscopically at 8 different
sites of the LES (0.5 ml each). Patients were evaluated at 1, 3 and 6 months
following therapy by symptom scores, manometry and radionuclide empty-
ing. Patients who failed to respond to injection therapy at 1 month follow-up
underwent pneumatic dilatation. Patients who had developed symptoms at
3 months follow-up were treated by a second Botx injection. Results None
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of the 5 patients treated with placebo showed changes in symptoms score
or objective tests. All underwent pneumatic dilatation. Four of the 5 patients
treated with Botx required a second injection at the 3 months follow-up visit.
Symptom score, LES basal pressure and esophageal retention significantly
improved after Botx injection and pneumatic dilatation compared to baseline
and placebo (p < 0.02). No significant difference was found between Botx
and pneumatic dilatation at the 6 months follow-up visit.

(M ± SD) LES (mmHg) Symptom score 10' retention

Basal 34 8 3.4 0.6 74 ± 24
Placebo 1 mo 35 ± 9 3.2 0.4 67 28
Botx 1 mo 27 ± 10 0.4 0.5 53 23
Botx 6mo 25±9 0.5±0.3 49±25
Dilat 6mo 16±6 0.4±0.4 28±31

Conclusion Botulinum toxin injections are able to relieve the symptoms
to the same degree as pneumatic dilatation. LES pressure and esophageal
emptying showed less improvement. The clinical benefitwanes overtime but
is restored after further injections.

1734 Ranitidine vs Omeprazole: Short-term Triple Therapy
in Patients with Helicobacter pylori Positive Duodenal
Ulcer

A. Spadaccini, V. Masciulli, C. De Fanis, G. Sciampa, U. Pantaleone 1, M. Di
Virgilio 1, C. Magnarini 1, G. Pizzicannella 1. Dept of Gastroenterology,
1 Dept of Pathology, General Hospital, Vasto (CH), Italy
Introduction: The rationale for combined antisecretory and antibacterial treat-
ment of duodenal ulcer is based on the advisability of combining the routine
antisecretory therapy, which is highly effective but associated with a high re-
currence rate, with eradication of Helicobacter pylori (HP) which appears to
minimize recurrence of the lesion.

The aim of the study was to compare the overall therapeutic efficacy of
two triple therapy regimens, each using the same two antibacterial agents
(clarythromycin and tinidazole), but with different antisecretory agent (raniti-
dine or omeprazole), in patients with active duodenal ulcer and HP infection.

Methods: The patient population of this prospective open study com-
prised 100 patients (54 males, 46 females; age range: 21-70 yrs), with active
duodenal ulcer and evidence of gastric HP infection (CP-test + histological
search in biopsy specimens from the antrum and corpus).

Fifty patients (group A) were randomised to omeprazole 20 mg BD + clary-
thromycin 250 mg BID + tinidazole 500 mg BID for 7 days and then with
omeprazole 20 mg/day for another 3 weeks. The other 50 patients (group B)
were randomly allocated to treatment with ranitidine 300 mg BID + clary-
tromycin and tinidazole for 7 days (at the same doses of the omeprazole con-
taining regimen), and then ranitidine 300 mg/day for another 3 weeks.

The two groups appeared to be well matched for sex, age, characteristics
of lesions and clinical history of the disease treated.

Results: At least 2 months after discontinuation of the antisecretory drug a
follow-up endoscopy was performed, revealing healing of the duodenal mu-
cosal lesions in all patients. The histological investigation (with haematoxylin-
eosin and Giemsa stains) on multiple biopsy specimens from the gastric
antrum and corpus revealed eradication of HP in 92% (46150) patients in group
A and in 86% (43/50) patients in group B. (NS. at Chi-Square test).

Conclusions: The study data revealed no significant differences in terms
of tolerability, compliance, healing rates and HP eradication in the two patient
groups. Since the two therapeutic regimens differ only in the choice of antise-
cretory agent, the authors take the view that the clinical experience reported,
though requiring future confirmation, appears to demonstrate that ranitidine
is equally effective as omeprazole in achieving high HP eradication rates in
triple therapy.

changes often correlated with alterations of live transaminase (GPT) levels.
For example, GPT and CTLp f decreased during interferon therapy in 5 pa-
tients, while in 4 other patients no significant change was observed in either
parameter. Three patients showed a flare of disease activity cessation of ther-
apy and this was accompanied by an increase of CTLp f. However, none of the
patients showed a complete response to interferon therapy as defined by ab-
sence of HCV-RNA. Experiments to determine the relationship between the
CTL response and viral load are currently underway.

In conclusion, the HCV-specific CTLp f is generally low in chronically HCV
infected patients, but significant increases can be detected and they correlate
with serum transaminase levels suggesting a causative relationship between
these two events. However, even in the presence of CTL responses no vi-
ral clearance was induced during interferon therapy in any of the 9 patients
studied.

11736 I Double vs Triple Therapy In the Eradication of
Helicobacter pylori: Our Results and Reflections

A. Spadaccini, C. De Fanis, G. Sciampa, U. Pantaleone 1, M. Di Virgilio 1
C. Magnarini 1, G. Pizzicannella 1. Dept. Gastroenterology, 1 Dept. Pathology,
General Hospital, Vasto (CH), Italy
Introduction: Classic triple therapy bismuth + metronidazole + amoxycillin
or tetracyline), and the combination of an antisecretory agent, more often
than not either omeprazole or ranitidine, plus two antibacterial agents have
guaranteed the highest Helicobacter Pylod (HP) eradication rates (80-100%).
Eradication rates very close to the later have also been reported in the liter-
ature, however, for double therapy using a combination of omeprazole plus
amoxycillin or clarythromycin for lengthier periods and at higher dosages. In
the present study we retrospectively compared HP eradication rates in four
open studies which we had conducted in patients with duodenal ulcer, using
both triple therapy and the double regimen.

Methods: The therapeutic regimes, which in all cases were given for 10
days, were as follows: DI = omeprazole 20 mg BID + amoxycillin 1 g BID, D2
= omeprazole 20 mg BID + clarythromycin 250 mg BID, Ti = ranitidine 300
mg BID + amoxycillin 1 g BID + tinidazole 500 mg BID, and 72 = omeprazole
20 mg BID + amoxycillin 1 g BID + tinidazole 500 mg BID.

Results:

Therapy HP- at 1 month HP+ at 6 months

Dl 20/30 (66.6%) 7115 (46.3%)
D2 22/30 (73.3%) 5/15 (33.4%)
T1 31/37 (86.4%) 3130 (10%)
T2 23126 (88%) 1i15 (6.6%)

The table summarizes the HP eradication data (1 month after discontinua-
tion of the drugs), and the follow-up at 6 months in patients HP negative, and,
as easily be noted, the rates of recurrence of HP positivity at 6 months appear
to be negligible in patients who had been on the triple therapy, whereas they
are high in patients using a combination of an antisecretory agent and only
one antibiotic,

Conclusions: The HP eradication rates achieved with double therapy ap-
pear to be significantly lower than those observed after triple therapy. It is
undoubtedly true, as reported in the literature, that higher eradication rates
could be achieved with double therapy, but in that case one would have to use
greater drug doses and lengthier therapy periods, with a predictably higher
incidence of side effects and lower patient compliance.

In conclusion, we currently regard the combination of an antisecretory
agent plus two antibacterial drugs, for 7-10 days, as first-line therapy in pa-
tients with HP positive duodenal ulcer.

11738 | The Cytotoxic T Cell Response to Multiple Hepatitis C
Virus Epitopes During Chronic HCV Infection

Quantitative Analysis of the Cytotoxic T Cell Response B. Rehermann, K.M. Chang, F.V Chisari. The Scripps Research Institute, La

in HCV Infected Patients During Interferon Therapy Jolla, CA, USA
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Jolla, CA, USA

Hepatitis C virus (HCV I-specific cytotoxic T cells (CTL) have been isolated
from the peripheral blood and liver of infected patients. The purpose of this
study was to determine whether the CTL response contributes to viral clear-
ance during interferon therapy.

Using a sensitive limiting dilution technique we have measured CTL pre-
cursor frequencies (CTLp fl to 4 HCV epitopes in the HCV core and NS3 pro-
teins in 9 patients at up to 11 time points before, during and after interferon
therapy. In this assay activated B cells were pulsed with the individual HCV
epitopes and used to stimulate serially diluted PBMC using 24 replicate cul-
tures per PBMC dilution. After day 19 of in vitro stimulation the cultures were
tested for HCV specific cytolytic activity in a standard chromium-release as-

say and the CTL precursor frequency was calculated.
In general, the CTLp f for HCV-epitopes was approximately 1 CTL per 106

PBMC in commonly infected patients. In the same patients, flu matrix peptide
specific CTLp were at least 20-40 times more frequent. Normal HCV-negative
controls displayed the same flu specific CTLp f, but less than 0.1 HCV spe-
cific CTL per 106 PBMC. The HCV-epitope specific CTLp f in infected patients
changed by a factor of 2-30 during a 24 months follow up period, and these

HCV infection is characteristically chronic despite a readily detectable cyto-
toxic T lymphocyte (CTL) response which raises serious questions about the
biological and pathogenetic significance of the CTL response in this infection.
The purpose of this study was to analyze the CTL response to an expanded
panel of HCV epitopes in chronically invedted patients studied at multiple
time points using an improved methodology that has a higher specificity for
detection of HCV specific CTL following in vivo exposure to the virus.)

PBMC (4 x 105) were stimulated in 8 replicate cultures with peptides con-
taining the HLA-A2.1 binding motif, restimultaed with autologous irradiated
feeders and peptide on day 7 and 14 and fed with IL-2 every 3-4 days. A
standard CTL-assay was performed on day 21.)

Twenty-three out of 24 HCV infected patients responded to at least one of
3 HCVcore, 1 HCV-E1, 3 NS3, 3 NS4 and 1 NS5 epitopes, while 19 uninfected
controls did not repond to any of them. Two new HLA-A2 restricted epitopes
(HCV E1257-266 and HCV NS4 1794-1802) recognized by CD8 + CTL were
defined in this study. The Core and NS3 epitopes were most frequently recog-
nized and the CTL respose pattern was remarkably stable for up to 24 months
while varying in strength.)

In conclusion, the class restricted HCV specific CTL response pattern
is multispecific, targets all viral protiens and displays a remarkably constant
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epitope response pattern in a given patient over time. Its role as a determinant
of viral clearance and disease pathogenesis is currently under investigation.

1740 The Hepatitis B Virus Specific CTL Response Persists
for Years After Recovery from Acute Viral Hepatitis

B. Rebermann 1, C. Ferrari 2, F.V. Chisari 1. 1 The Scripps Research Institute,
La Jolla, CA, USA, 2 Cattedra Malattie Infetitive, Universita di Parma, Parma,
Italy

Cytotoxic T lymphocytes (CTL) contribute to viral clearance and liver cell injury
during hepatitis B virus (HBV) infection. Since HBV-DNA has been shown to
persist in the serum of some patients for years after resolution of disease,
the purpose of this study was to analyze the HBV specific CTL response in 8
patients who had recovered from acute HBV infection 7 to 65 months earlier.
In 2 patients CTL were analyzed at serial time points from acute infection to
the convalescent stage.

Eight to 10 replicate cultures of PBMC (4 x 105) were stimulated with
6-10 known HBV epitopes from the core (n = 1), envelope (n = 7) and poly-
merase (n = 2) proteins, restimulated with autologous irradiated feeders and
peptide on day 7 and fed with IL-2 every 3-4 days. A standard CTL-assay was
performed on day 14. Presence of HBV-DNA in serum or lymphocytes was
established by nested PCR.

Five out of 8 patients displayed t response to at least one of the epitopes
as defined by a specific cytotoxicity of 15% in at least 40% of the replicate
cultures. HBV polymerase and envelope epitopes were more often recog-
nized than the HBVcore epitope. CTL were detectable in the peripheral blood
in the presence or absence of HBV-DNA in serum and lymphocytes. Func-
tional analysis of the CTL derived from the convalescent stage showed the
same characteristics as during acute infection: CTL were CD8+, HLA-class
restricted and recognized endogenously processed antigen. Studies to ana-
lyze activation markers are currently underway.

In conclusion, CTL against multiple HBV-proteins can persist for years af-
ter recovery from acute HBV infection even in the absence of detectable HBV-
DNA. This could reflect continued priming of CTL in the lymphoid organs ei-
ther by HBV-infected antigen presenting cells or, as recently demonstrated,
by soluble antigen entering the class processing pathway in these cells. The
continued presence of HBV-specific CTL long after resolution of acute infec-
tion might contribute to protection from reactivation of disease or reinfection.

1741 Short-term, Low-Dose Triple Therapy in Gastritis
Helicobacter pylori Correlated

M. Meloni, A. Cicu, G.P Carboni, F. Pischedda, 0. Diana, F. Bandiera,
A. Senna. 2° Divisione Medicine and Servizio di Gastroenterologia ed
Endoscopia Digestiva-Ospedale Civile, Sassari, Italy

Helicobacter pylori (HP) is responsible for chronic active gastritis. Aim. to
evaluate the efficacy and tolerability of short term triple therapy in compar-
ison with two doubles treatments on the HP eradication and the grade of
gastritis. Patients and Methods. 90 patients (56 M, 34 F, mean age 47 yrs;
range 21-71) with HP-related chronic gastritis were randomly treated with
one of the following eradication schedules: A (34 pts): Omeprazole 20 mg +
Klarithromycin 250 mg bid + Timidazole 500 mg bid, for 7 days; B (25 pts):
Omeprazole 20 mg for 30 days + Amoxicillin 500 mg qid for 15 days; C (31
pts): Omeprazole 20 mg for 30 days + Klarithromycin 500 mg bid for 15 days.
Endoscopic evaluation, two antral and two body biopsies (for Giemsa stain
and histological examination for gastritis activity) and rapid urease test were
performed at the beginning of the study and after 45 days the therapy was
finished. Gastric phlogosis was evaluated by Whitehead's scores. Data were
analyzed by the chi-square test. Results: eradication was achieved in: group
A: 28/34 pts (82.3%); group B: 13/25 pts (52%); group C: 19/31 pts (61.2%).
We observed statistical difference between A and others two groups (p <
0.001). Not eradicated pts were proven to unchange their histological picture
of gastritis. On the contrary, in eradicated pts gastritis improved (at least one
grade) in 28/28 pts of group A, in 12/13 pts of group B and in 15/19 pts of
group C. The side effects were recorded in 6% of cases in group A, 30% in
group B and 25% in group C. Conclusions: 1. Short-term low dose triple ther-
apy is highly effective and good tolerate for the eradication of HP 2. Our data
evidence that HP eradication was associated with a significant improvement
in the inflammatory picture.

1742 Identification of Gastrin Affinity Determinants in the
CCK-B/Gastrin Receptor

F. Schmitz, M.-J. Wu, D.S. Pratt, M. Beinborn, A.S. Kopin. Dept. of
Medicine, New England Medical Center, Tufts University School of
Medicine, Boston, MA, USA

The human CCK-B/gastrin receptor (00K-BR) is a 7 transmembrane domain
(TM D) protein which mediates acid secretion and mucosal proliferation within
the stomach. We have recently cloned a related CCK receptor from Xenopus
laevis (CCK-XR) which has 51% amino acid (aa) sequence identity with the
human CCK-BR. The human and Xenopus receptors share high affinity for
sulfated CCK-8, but can be pharmacologically distinguished by the >5,000-
fold higher affinity of gastrin for the CCK-BR. In order to identify the receptor
domains in the human CCK-B/gastrin receptor which confer high affinity for

gastrin, we have generated two series of chimeric receptor constructs us-
ing the CCK-BR and the CCK-XR cDNAs. In one series, amino-terminal (AT)
segments spanning amino acids 1-52, 1-108, 1-150 and 1-304 of the hu-
man CCK-BR were introduced into the CCK-XR. A second group of conversely
constructed chimeras contained the corresponding Xenopus segments sub-
cloned into the CCK-BR. All wild type (WT) and chimeric cDNAs were tran-
siently expressed in COS-7 cells and affinities for CCK-8 and gastrin deter-
mined by 1251-CCK-8 competition binding experiments. Substitution in the
CCK-XR with human sequence encoding aa 1-304 (AT-third intracellular loop)
resulted in a chimera with close to human WT affinity for gastrin (IC50 = 2.06
± 0.7 vs. 0.62 :1 0.27 nM in WT). Shortening the contributing human fragment
to aa 1-150 (AT-TMD3) decreased gastrin affinity by 34-fold (IC50 = 21.3 +
6.1 nM) vs. WT. A further affinity decrease was observed in chimeras that
contained only aa 1-108 (AT-TMD2) and 1-52 (AT) of the CCK-BR (IC50 > 500
nM and 1C50 > 5000 nM, respectively). Confirming the importance of these
domains for gastrin specificity, constructs with increasing Xenopus sequence
at the AT showed a corresponding decrease in gastrin affinity. We conclude
that gastrin affinity is conferred by an interaction of multiple receptor domains
within the region spanning the amino terminus through the third intracellular
loop (aa 1-304). Furthermore, our data suggest that aa 305-447, comprising
TMDs 6 and 7, the third extracellular loop, and the carboxy terminus are not
important for the gastrin specificity.

L17 "Flipping" of Lecithin Molecules into Bile: In Vitro
Evidence for a Physiological Transmembrane
Translocator for Long-Chain Phosphatidylcholine
(LC-PC)

M. Fuchs, M.C. Carey, D.E. Cohen. Department of Medicine, Brigham;
Women's Hospital, Harvard Medical School, Boston; Harvard Digestive
Diseases Center, Boston

Transmembrane translocation ("flipping") of LC-PC across canalicular liver
plasma membranes (cLPM) is essential for normal bile formation. Nonethe-
less a LC-PC "flippase" has been demonstrated only in liver microsomes (M).
To test for LC-PC translocation in plasma membranes of rat hepatocytes, we
measured the exchangeable fraction of 14C-1-palmitoyl-2-linoleoyl-PC in in-
ner and outer hemileaflets of proteoliposomes in the presence of excess
unlabeled PC multilamellar vesicles and a specific PC transfer protein. Pro-
teoliposomes were created by exhaustive dialysis of sodium taurocholate
(NaTC) solubilized native membranes (1 mg protein/mi) plus pure lipids (9 mM
egg yolk PC and 3.2 mM phosphatidylethanolamine). In erythrocyte ghosts
(G) which lack LC-PC translocating activity and served as controls, approxi-
mately 30% of PC's in the proteoliposomal membranes resided on the inner
hemileaflets. Therefore translocating activity was considered present if 14C0
PC exchange exceeded 75%. In contrast to homogenates of G, COS and H35
cells, 77 ± 0.5% to 86 ± 1.0% of PC (p < 0.01) was exchanged from M, cLPM
and basolateral liver plasma membranes (bLPM) in the absence of ATP indi-
cating PC translocating activity in all 3 membrane subfractions. Heating in the
presence of 1 % 2-mercaptoethanol resulted in a loss of the observed translo-
cation activity, confirming protein-mediated transport. Addition of verapamil,
a P-glycoprotein modulator had no effect on the PC translocating activity. Re-
constitution of M proteins in proteoliposomes with the lipid composition of
cLPM resulted in a 10 ± 1.5% decrease in the translocating activity (p < 0.01).
As a complementary approach, we created proteoliposomes with 7-nitro-2-
1 ,3-benzoxadiazol (NBD)-PC (1 mol%) distributed on both hemileaflets. In the
presence of 10-90 mM dithionite which does not traverse membranes, NBD-
PC was reduced rapidly and completely only in membrane fractions contain-
ing translocation activity. In contrast other fractions required addition of de-
tergent to completely reduce 20-30% of NBD-PC which resided in the in-
ner membrane hemileaflet. We conclude that an ATP-independent protein
translocator for LC-PC is present in hepatocyte membranes, is not due to
contamination with M and is modulated by membrane lipid composition.
This LC-PC "flippase" appears to be distinct from mdr2/MDR3 gene product
(P-glycoprotein) which presumably mediates ATP-dependent translocation of
membrane PC.

1745 Diagnosis of Helicobacter pylori Active Infection in
Symptomatic Patients by a New Rapid Serological Test

V Casale, V. Stigliano, M.R. Abbolito, P Fracasso, A. Grassi, R. Lapenta,
M. Crespi. National Cancer Institute Regina Elena, Rome, Italy

Ninety eight symptomatic adult subjects (61 males and 37 females, age range
28-71 years), submitted to upper g.i. endoscopy for dyspepsia, have been
analyzed by cultural methods on the bioptic specimens for the presence of
Helicobacterpylori. Seventy six were positive and 22 were negative. The pres-
ence in the sera of specific lgG antibodies to H. pylori was ascertained by a
new rapid immunoenzymatic method (Flexsure HP SmithKline Diagnostics
Inc, San Jose, California) in comparison with a standard commercially avail-
able test (Enzymeimmunoassay H M-CAP EPI Westbury, NY). Of the 98 serum
samples evaluated, 75 were positive and 17 were negative by both tests
(93.8%) and no statistically significant difference was shown between the two
test used (McNemar test: p = 0.08). Using the cultural method as reference
test, the HM-CAP EPI and Flexsure HP showed, respectively, a sensitivity of
97.3% (74/76) and 92% (70/76). The specificity was respectively 68% (15/22)
and 77.3% (17/22), probably related to a recent eradication.
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It is well known that the detection of lgG antibodies to Helicobacterpylori
might reveal also a previous infection (inactive) and their absence might be
related to a recent infection. The results obtained confirm the validity of the
rapid serological test in the diagnosis of H. pylori infection in symptomatic
patients, being simple to perform and not invasive, requiring no specialized
equipment or instrumentation and showing a sensitivity which compares
favourably, in clinical terms, with the standard laboratory tests.

11746 Colonoscopic Surveillance in Patients Resected for
Colorectal Cancer

V. Stigliano, V. Casale, G. Tomaselli, F. Citarda, A. Grassi, P Fracasso,
R. Lapenta, M. Crespi. Regina Elena National Cancer Institute, Rome, Italy
Patients submitted to resection for colorectal cancer develop a local recur-

rence in approximately 10% or metachronous cancers in 0.5-4% of the cases.

In order to discover the presence of such lesions in an early phase, the pa-
tients should be included in a protocol of endoscopic follow-up. Since 1970,
this type of follow-up has been ongoing at the Regina Elena Cancer Institute.

Of a total of 700 patients who were operated upon between 1970 and
1988, 387 with complete staging were selected. The median follow-up was

105 months. One hundred and sixtythree (42.1%) had adenocarcinoma of the
rectum, 135 (34.9%) of the sigmoid, 36 (9.3%) of the descending, 13 (3.4%)
of the transverse and 29 (7.5%) of the ascending colon, while the remaining
11 (2.8%) had adenocarcinoma of the cecum. Sixty eight (17.6%) had Dukes'
Stage A disease, 190(49.1 %) Stage B, 66(17%) Stage C and finally 63(16.3%)
had Stage D. All of these patients were submitted to colonoscopy once a year
for the first 5 years and then every 2 years.

Twenty one percent of the patients were lost to follow-up. Relapses were

observed within the first 2 years after surgery in only 23 of the 298 patients
who underwent resection for rectal or sigmoid adenocarcinoma (7.5%). Sur-
gical second look could be performed in 16 of these patients with a median
survival of 35 months; in the 7 patients who could not undergo this operation,
the median survival was 6 months. Metachronous adenomas on the residual
colon were found in 28 patients and metachronous cancers in 7, all at Stage
A.

After excluding the possibility of synchronous lesions, follow-up should
consist of a sigmoidoscopy every 6 months for the first 2 years in patients
operated for rectal or sigmoid adenocarcinoma to establish a diagnosis of

anastomotic relapse in an early phase. A complete colonoscopy should be

performed in all cases 3 years after surgery and then every 5 years in order
detect possible adenomas or metachronous cancers at an initial stage.

j5j~j Tumour Spectrum in 18 Italian Kindreds Affected by
Hereditary Non Polyposis Colorectal Cancer

P Fracasso, V. Stigliano, D. Franco, A. Grassi, R. Lapenta, V. Casale. National
Cancer Institute Regina Elena, Rome, Italy
Hereditary non polyposis colorectal cancer (HNPCC) is an autosomal dom-
inant condition, including Lynch syndrome 1, characterised by early onset
adenocarcinoma of the colon, proximal predominance and an excess syn-
chronous and methachronous colonic lesions, and Lynch syndrome 11, shar-
ing the same characteristics with Lynch syndrome 1, and in addition an excess

of extracolonic primary cancers. The purpose of present study is to describe

the tumour spectrum and the most clinical features of 18 kindreds with HN-

PCC, diagnosed on clinical basis, classified according the guidelines of the

International Collaborative Study Group (Amsterdam criteria).
Methods: every colorectal cancer patient presenting in our department

was investigated for familial history of cancer, and when HNPCC was sus-

pected, a pedigree was drawn. Pathological diagnosis, death certificate or

clinical file copy was used to confirm the diagnosis of cancer in relatives.
Only families with at least three members with colorectal carcinoma were

included.
Results: the 18 families included 214 persons classified as high risk. Of

these, 94 were affected by cancer (47 male, 47 female, mean age 51.8). Tu-
mours were localised as follows: Colon-rectum 78 (69%), Breast 7 (6.2%
overall, 14.9% of women affected), Stomach 6 (5.3%), Uterus 6 (5.3% overall,
12.8% of women affected), Larynx 3 (2.7%), Thyroid, Lung, Kidney, Testis, 2
(1.8%), Pancreas, Prostate, C.N.S., small bowel, carcinoid tumour 1 (0.9%).

Conclusions: in addition to early onset colorectal cancer, HNPCC family
members are at increased risk for cancers of other organs, especially breast,
stomach and uterus.

1754 The T Cell Receptor Repertoire in Human Intestine
and Blood is Oligoclonal and Compartmentalized

W. Holtmeier, Y. Chowers, A. Lumeng, E. Morzycka-Wroblewska,
M F. Kagnoff. Dept. of Med., University of California, San Diego, CA, USA

V81 is the predominant V region used by y/l T cells in the human intestine.
We have previously reported that V81 T cell receptor (TCR) in the intestinal
mucosa are oligoclonal. The present study assessed the spectrum of other V
regions used by 8 TCR in the human intestine and asked whether 8 TCR tran-
scripts in the intestinal mucosa are oligoclonal irrespective of V region usage,
and compared the 8 TCR transcripts in the colon and small intestine with that
in peripheral blood. Methods: RNA from colonic and small intestinal biopsies

as well from PBMC of healthy adult subjects was reverse transcribed and
8 transcripts were amplified by inverse and linear PCR. Libraries of inverse
PCR amplified transcripts were screened for V region usage. Junctional di-
versity of 8 transcripts was assessed by gel electrophoresis and sequenc-
ing of linear PCR products. Results: 8 TCR in the colon use a more diverse
spectrum of V regions than previously recognized by immunohistochemistry
and flow cytometry, In addition to V81 and V82, in most individuals, V83 and
Va segments comprise a component of the colonic 8 TCR repertoire. Size
separation of V81, V82 and V83 specific PCR products from the intestine and
blood by denaturing PAGE suggested clonal expansion of a limited number of
transcripts, irrespective of V region usage. This was confirmed by sequence
analysis of junctional regions. In one subject, identical transcripts could he
detected more than a year later. Blood samples which were obtained a year
apart also showed persistence of identical 8 TCR transcripts. Dominant 8 tran-
scripts in the colon and small intestine generally differed from those in the
blood and no 8 TCR transcripts were shared among subjects. Conclusion:
The 8 TCR repertoire in adult human colon uses a broader array of V region
gene segments than previously recognized. The 8 TCR repertoire in the intes-
tine and blood is oligoclonal, stable over time and differs between intestine
and blood. These data indicate that the potential of 8 TCR for extensive di-
versity is not reflected in the mature repertoire and suggests that the 8 TCR
repertoire in the intestine and blood is shaped by positive selection and clonal
expansion of y/1 T cells that ultimately populate those sites.

11755 Malignant Jaundice Palliative Treatment: Surgery vs
Endoscopic or Radiologic Approach

F. Fiocca, E. Grasso, M.L. Toti, G. Scopelliti, M. Crovaro, A. Domenicucci,
M. Cristaldi, A. Basoli, V. Speranza. II Clinica Chirurgica, Universita' "La
Sapienza'" Rome, Italy
In the last years endoscopy has revolutioned the management of malignant
obstructive jaundice, due to the lower incidence of complications, the better
quality of life and survival rate. Endoscopic stenting (10-12 Fr.) is used as pal-
liative treatment in inoperable pts. and as preoperative drainage of resectable
tumors, with a high success rate (89%), low morbidity (6.8%) and specific
mortality (2%). From 1988 to 1994 56 pts. with a mean age of 61 years (range
54-85) were treated for neoplastic jaundice, 13 surgically and the remnant
endoscopically or radiologically. 22 pts. were affected with pancreatic cancer
and they were treated in 17 cases by endoscopic stenting and in 5 cases by
radiologic drainage. The mean survival rate was 8 months (range 4-18) and
ten prostheses had to be replaced. A gallbladder cancer was present in 8 pts.
(6 treated endoscopically and 2 radiologically) and the mean survival rate was
16 months (range 616). CBD and Klatskin were treated (4 by endoscopy and
9 radiologically) often by double stenting, with 7 months mean survival rate
(range 4-19). Mortality rate was 6.9%, as 3 pts. died after radiologic treatment
(2 biliary cancer, one pancreatic).

An hepatic-jejunostomy was performed in 7 pts. affected with pancreatic
tumor, while the remnant were treated by cholecystojejunostomy. In 4 cases
a gastro-entero anastomosis was associated, achieving a mean survival rate
of 5 months (range 6-14). Three biliary neoplasms were treated by hepatic-
jejunostomy (mean survival rate 5 months, range 6-14) with 15% mortality
rate.

Endoscopic and radiologic approach had better results in mortality rate
(6.9 vs 15%) and also in the mean survival rate in patients affected with pan-
creatic and biliary neoplasms, even though prostheses had to be changed
in many cases. We believe that if the goal is recognition of resectable tu-
mors, endoscopic and radiologic palliative management should be preferred
in jaundiced neoplastic patients.

1756 A Preclinical Model for Assessing Gastric Effects of
Bisphosphonates (BPs)

M.A. Blank, B.L. Ems, G.W. Gibson, W.R. Myers, R.J. Phipps, PN. Smith.
Procter & Gamble Pharmaceuticals, Cincinnati, OH 45253, USA

Gastrointestinal problems have been associated with BP therapy in the clinic.
The objective of this study was to develop a model for assessing BP-induced
gastric damage, which may aid in the development of future BP therapies.
Methods Fasted male rats were dosed concomitantly with indomethacin (40
mg/kg s.c.) and with a BP at 150, 225 or 300 mg/kg p.o. BPs studied were
pamidronate (APD) and alendronate (ALN) (both primary amino-BPs), and rise-
dronate (RIS) and NE-97221 (both pyridinyl-BPs). Rats were sacrificed 4 hours
later, and stomachs assessed for macroscopic and histologic damage. Re-
suIts All BPs produced a dose-related increase in antral damage (macroscopic
lesion length). The model was validated histologically and macroscopic find-
ings correlated with histologic evidence of mucosal necrosis and inflamma-
tory infiltration of the lamina propria. Values below are medians (and ranges);
n = 9-25 rats/dose.

Dose Antral lesion length (mm)
(mglkg) APD ALN RIS NE-97221

150 0.6(0-16.3) 00(0-29.6) 0.7(0- 5.3) 0.0(0- 2.3)
225 3.0 (0-13.2) 5.0 (0-27.6) 0.0 (0- 2.4) 2.3 (0-16.2)
300 2.4 (0-26.7) 39.9 (6-66.0) 4.3 (0-26.2) 7.8 (0-33.1)

ALN induced significantly more damage than APD, RIS and NE-97221 at
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300 mg/kg, and more than RIS at 225 mg/kg (P <0.05; Exact Kruskal-Wallis
test). When doses are expressed as multiples of actual or anticipated clinical
dose (APD 150 mg; ALN 5-10 mg; RIS and NE-97221 5mg). order of damage
is APD >> ALN > NE-97221 > RIS.

Conclusion The fasted, indomethacin-treated rat provides a novel preclin-
ical model to assess gastric damaging effects of BPs. These data suggest
that when expressed on a clinical dose basis, primary amino-BPs may have a
greater potential for inducing gastric damage than do pyridinyl-BPs.

1759 Relationships Between Colon Transit and Bowel
Function - A Prospective Evaluation in Subjects with
Constipation

W. Ashraf, R.F. Pfeiffer, F. Park, J. Lof, E.M.M. Quigley. University of Nebraska
Medical Center, Dept. of Internal Medicine, Omaha, Nebraska USA

The assessment of colon transit time (CTT) by the radio-opaque marker tech-
nique is accepted as a simple and reproducible test of colonic function in
the assessment of constipation. Relationships between CTT and symptoms
are less clearly defined; its ability to separate between colonic inertia and
'outlet"-type constipation has been questioned. Our aim was to evaluate re-
lationships between CTT symptoms and anorectal function in patients with
constipation. Methods: Fifty-eight subjects with self-reported constipation
(<3 stools per week for >6 months) participated in a 4 week study. During this
period, patients completed daily stool diaries, recording stool frequency and
measures of defecatory difficulty (stool consistency, straining effort, painful
evacuation and completeness of evacuation). CTT and anorectal manometry
were performed at the beginning and end of the study and all stools were
weighed during the final week. Relationships between CTT (measured by the
4 day radiopaque marker technique, GE 92:40-47, 1987) were examined by
multiple regression analysis. Results: Constipation was confirmed in 30 of the
58 subjects (12 male, 18 female; age range 40-80) during the 4 week study.
The remaining 28 passed 6 ± 2.5 stools/week. For all subjects, as well as
for those with confirmed constipation, a significant negative correlation was
noted between colon transit and stool weight (r = 0.45, p < 0.003), but not
with stool frequency (r = 0.17, p = 0.26). Of the various measures of defeca-
tory difficulty, straining effort alone correlated with CTT (r = 0.66, p < 0.0015).
None of the parameters measured on anorectal manometry demonstrated
any significant relationship with colon transit. Conclusions: We confirm a re-
lationship between colon transit and stool weight, and suggest, firstly, that
reported stool frequency is a poor indicator of colon transit, and, secondly,
overlap between colon transit and defecatory function as evidenced by the
relationship between straining and slow transit.

1763 Modality of Gallbladder (GB) Emptying is Normal in
Functional Dysmotility-like Dyspepsia

N. Pallotta, E. Costa, M. Mangano, D. Biliotti, E. Corazziari, A. Torsoli.
Cattedra di Gastroenterologia 1, Universita "La Sapienza" Roma, Italy
The aim of the present study was to assess whether in functional dysmotility-
like dyspeptic (FDD) patients [1] different gastric emptying times (GE) affect
the postprandial GB emptying phase. Sixty-nine FDD patients (F 41, mean age
40 yrs, range 19-66 yrs) and 24 healthy control subjects (C) (15 M, mean age
30 yrs, range 25-43 yrs) were evaluated in basal condition and after the in-
gestion of a 1050 Kcal solid/liquid meal (protein 25%, lipid 25%, carbohydrate
50%). Serial measurements of GB and antral volumes (AV) were assessed at
ultrasonography (US) according to previously published methods [2,31 at reg-
ular time intervals for a 300 min post-prandial study period. The GB basal
volume (GBbas), the GB ejection fraction (GBEF), the time required to reach
the GB minimum volume and the final AV at 300 min after meal ingestion were
assessed. Delayed gastric emptying was defined as the final AV exceeding
the mean value plus 2SDs of the controls. Results The final gastric empty-
ing was normal in 39 pts and delayed in 30 pts. The time required to reach
the minimum volume and GBEF did not differ among dyspeptic patients with
normal GE (224 + 62 min; 77 ± 1 1%), delayed GE (212 ± 88 min; 72 ± 17%)
and controls (194 + 78 min; 76 ± 13%). The GBbas did not differ among the
three groups examinated (C, 20.5 ± 12 ml; not delayed GE 23 ± 11 ml; de-
layed GE 20.7 ± 11 ml) Conclusions These data indicate that the modality of
gallbladder emptying in functional dysmotility-like dyspepsia is normal and is
not affected by the final gastric emptying time.

[1] Talley et al, Gastroenterol Intl 1991
[21 Dodds et al, AJR 1985
[31 Ricci et al, Gut 1993

11764 Clinical Experience Using Domperidone for the
Symptomatic Relief of Nausea and Upper
Gastrointestinal Symptoms in Patients Being Treated
for Parkinson's Disease

C.J. Scheurich, G.F. Wooten 1, J Shifflett. R.W. McCallum. Dept of Int Med,
Univ Virginia, Charlottesville,. VA; 1 Dept. of Neuro, Univ Virginia,
Charlottesville, VA

Introduction: Parkinson's Disease is a progressive neurologic disorder involv-
ing loss of dopaminergic neurons in the substantia nigra. Pharmacotherapy is

aimed at replacing and/or enhancing central dopamine levels. Unfortunately,
this commonly results in nausea due to stimulation of the central nausea
center as well as slowing of upper gut motility. Routine anti-emetics are not
tolerated due to their extrapyramidal side effects and do not enhance gastric
motility. We report our experience using domeperidone (D), a peripherally act-
ing dopamine antagonist and centrally acting anti-emetic, in the relief of gut
symptoms related to anti-Parkinson's therapy.

Methods: Ten patients were given D on a compassionate need basis for
symptoms related to anti-Parkinson's therapy (L-dopa, carbidopa, selegilene
and bromocriptime) such as nausea, bloating, post prandial fullness and early
satiety. Their charts were reviewed for D dose, duration of therapy, gastroin-
testinal symptoms before and after D, reason for discontinuing, D as well as
progression of PD symptoms. Gastric emptying studies using 99Technetium-
labeled beef stew meal were obtained in eight patients.

Results: The mean duration of therapy was 42 months (range 18-78
months) and the dosage ranged from 40 mg to 120 mg per day. All patients ex-
perienced good to excellent relief of nausea and other upper intestinal symp-
toms. Complaints of constipation did not change. No patients were Intolerant
of D. Five of the ten patients were able to increase the dose of their anti-
Parkinson's meditation while taking D. Mean gastric retention values at one
and two hours were 73%/46%, respectively, prior to; and, 69%/38% after
initiation of D.

Conclusions: 1) Domperidone is effective in relieving nausea and upper
intestinal symptoms induced by dopaminergic medications in patients suf-
fering from Parkinson's Disease; 2) Domperidone may exert its effect by act-
ing primarily as a central anti-emetic since improvement of gastric emptying
was small; 3) Adjunctive therapy with domperidone is a consideration in the
future care of Parkinson's Disease patients.

11765 I Gastrointestinal Symptoms in Patients with
Hemiparesis

D. Badiali, U. Fuoco 1, F. Bracci, G. Scivoletto 1, L. Di Lucente 1, A. Petrelli 1
V. Castellano 1, E. Corazziari. Gastroenterologia I, Universiti "La Sapienza"
Roma, Italy: 1 IRCCS "S. Lucia"' Roma, Italy

Aim of this study was to assess the prevalence of gastro-intestinal symp-
toms in patients with hemiparesis. Sixty consecutive patients (F22, M38;
mean age 66 ± 11) with stabilized (>3 months) hemiparesis, secondary to
hemispheric brain vascular injuries and hospitalized for motor rehabilitation
were interviewed. In the same period an identical interview was performed
in a control group of 48 consecutive patients (F40, M8; mean age 73 ± 131
admitted to the same hospital for motor rehabilitation (>3 months) after a
critical adverse event (fractures and/or orthopedic surgery) of hips or legs,
which required transient physical rehabilitation. The interview was based on
a standardized and validated questionnaire enquiring specifically on gastroin-
testinal symptoms present before the central nervous system (CNS) or the
orthopedic event and at moment of the interview. Only patients with normal
cognitive status, assessed by the Mini Mental State Rapid [1], were included.
and their physical mobility evaluated by a 0-7 point score. according to the
Adapted Patient Evaluation Conference System (APECS) [2]. Results: APECS
score was 4.4 ± 1.5 in the control group and 3.4 ± 1.8 in the hemiparesis
group (n.s.). The following symptoms were reported after stabilization of the
neurologic lesions: dysphagia (18%), heartburn (48%), abdominal pain (27%),
faecal incontinence (10%), constipation (47%). Of these only the prevalence
of dysphagia (p < 0.002) and constipation (p < 0.001) increased significantly
in comparison to the period preceding the neurologic lesion. Occurrence of
dysphagia and constipation did not differ between right and left hemipare-
sis (dysphagia: 22% vs 13%; constipation: 28% vs 35%). The prevalence
of gastrointestinal symptoms did not vary significantly before and after the
orthopedic event in the control group. Conclusions Dysphagia, heartburn, ab-
dominal pain, faecal incontinence and constipation, are symptoms frequently
referred by patients with hemiparesis; of these only dysphagia and constipa-
tion appear to be related to the neurologic lesion irrespective of the affected
CNS side.

Supported by Associazione per lo studio della Neurogastroenterologia e
la Motilita Gastrointestinale (ANEMGI).

[1] Folstein 1975;
[21 Korner-Bitensky et al 1989.

11767 I Longterm Efficacy, Treatment Outcome and Quality of
Life in Patients Receiving Chronic Domperidone
Therapy for Gastroparesis

J. Shifflett, R.W. McCallum. Univer of VA Health Sciences Center, GI
Division, Charlottesville, VA

Domperidone (D) remains an experimental agent in the USA. While short-
term clinical trials have indicated its clinical efficacy in Europe and elsewhere
in treating patients with gastroparesis (GP), little information is available about
chronic therapy with D. The goal of this study was to address the subjective
and objective responses as well as quality of life and hospitalizations, during
chronic D therapy for GP Patients with well established GP failing standard
treatments were referred for experimental therapy with D. Ten patients (7 fe-
males) of mean age of 37.5 years with documented GP using a radionuclide
solid meal for gastric emptying (GE) participated. Prior to entry their symp-
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tom score for nausea, vomiting and abdominal pain was graded in a range
of 0-5 (0-none, 5-most severe). They received D for an average of 21 months
with a range of 6 to 31 months. The doses received ranged from 40 mgs to
120 mgs/day. There were 5 patients with idiopathic GE 2 diabetics, 2 with
scieroderma and 1 post-surgical.

Results: See table (mean data)

Pre-Domperidone Post-Domperidone

Weight 72 kg. 79 kg
GI Symptoms 4.6 2.1*
Hosp. admissions 5 per yr 1 perlyr
GE (retention 2 hrs) 70% 63.5%

*p < 0.05

The overall global impression for quality of life grading of the patients was
a mean of 3.9 where 5 is ideal. The average prolactin level achieved during
this study was 60 ng/ml with 2 patients having mild breast tenderness symp-
toms. No other side effects were reported during the study. Conclusions: 1.
Chronic longterm maintenance use of D in patients with GP of different etiolo-
gies results in a sustained and significant reduction in symptoms as well as
objective improvement in GE, decreased hospitalizations and the patients' im-
pression of improved quality of life. This open-labeled study suggeststhatthe
antiemetic and prokinetic properties of Domperidone successfully addresses
the symptoms related to GP on a longterm outcome basis with an accompa-
nying excellent safety profile.

1770 Helicobacter pylori Reinfection and Rapid Relapse of
Low-grade B-cell Gastric Lymphoma

G. Cammarota, M. Montalto, A. Tursi, A. Papa, G. Fedeli, G. Gasbarrini.
Dept. Internal Medicine-Catholic University, Rome, Italy
It is still unclear whether low-grade B-cell gastric MALT-lymphoma regression
by mean of anti-H. pylori therapy occurs and whether healing is permanent.

Case report: We report a case (already published on "The Lancet", 1995)
of recurrence of MALT-lymphoma (ML) associated with H. pylori reinfection
in a 70 year-old man. On June 1993 the presence of ML was diagnosed, by
means of histology and immunohistochemistry, with focal distribution of the
lesion, associated with H. pylori-positivity. The patient was treated with a 2-
week course of omeprazole and amoxycillin. Follow-up, which was carried
out every 3-months, showed H. pylori eradication and regression of ML. On
December 1994, we found evidence of H. pylori reinfection associated with
multifocal relapse of ML.

Conclusions: The spectacularly rapid recurrence of ML could be explained
by re-exposure to a more aggressive H. pylori strain. Alternatively, H. pylori
eradication might determine only disappearance of the immunoreactive fea-
tures of the ML and persistence of the neoplasia in a latent form. Re-exposure
to H. pylori might determine prompt reactivation of the neoplastic cells al-
ready sensitized to the H. pylori.

1771 Ethnic Differences in Gastro-esophageal Reflux
Disease

C.S. Neumann, B.T. Cooper. Gastroenterology Unit, City Hospital, Dudley
Road, Birmingham, B18 70H, UK

It has been stated that gastro-esophageal reflux disease (GERD) is less com-
mon in blacks than in white Caucasians (Ollyo J-B et al. Gullet 1993; 3 suppl,
3-10) but the evidence for this is anecdotal. To see if the statement is true,
we have studied the racial origin of adult patients with GERD resident in West
Birmingham, diagnosed in our unit in the years 1989-1993.

Over this 5 year period, 537 patients with endoscopically diagnosed
grades 1-5 GERD [Revised Savary Miller] have been seen of whom 80.3%
were white, 13.4% Indian and 6.3% Afro-caribbean. These figures were sig-
nificantly different to those expected from the proportions of each racial
group resident in West Birmingham; white 61.2%, Indian 25.7%, Afro-
caribbean 13.3% (1991 Census) (X2 = 81.6; p < 0.001). Whites tended to
be older (mean age 51.4 years) than Afro-caribbeans (45.1 years) or Indians
(47.2 years). In all groups, patients with grades 3, 4 and 5 GERD were older
than patients with grades 1 and 2 disease. Grades 4 and 5 GERD were much
commoner in whites (25.1 % of all whites with GERD) than in Indians (8.3%) or
Afro-caribbeans (5.9%). Grade 1 GERD was relatively less common amongst
whites (47.3% of all whites with GERD) compared to Afro-Caribbeans (73.5%
of all Afro-Caribbeans) (X2 = 8.6; p < 0.01) and to Indians (61.1% of all In-
dians) (X2 =4.7; p < 0.05). The differences could have been explained by
the differences in age structure of the different racial groups: the proportion
of persons of >pensionable age resident in west Birmingham is significantly
higher in whites (23%) than in Indians (4%) and Afro-Caribbeans (8%) (1991
Census). However. statistically the proportions of whites and Afro-Caribbeans
<50 years of age with grade GERD were no different to those expected from
the community but the proportion of Indians were significantly fewer than
would be expected (X2 = 5.7; p < 0.02).
We conclude that GERD seems to be less common amongst Indians and

Afro-Caribbeans. This may be explained by the younger age profile of the
groups of immigrant origin. However the data from younger adults suggests
that grade GERD is as common in Afro-Caribbeans as whites but may be less
common amongst Indians. Severe GERD is less common amongst Indians

and Afro-Caribbeans than whites. Whether this is related to the older age
profile of whites in our community or to an increased risk in white patients is
not clear.

11772 I Quantitative Computer-aided Evaluation of
Hellcobacter pylori Gastritis: Effect of Anti-H.R
Therapy on Inflammatory Cell Infiltration and Acquired
Malt

A. Armuzzi, G. Cammarota, A. Tursi, M. Montalto, L. Baldini 1, G. Addolorato,
M. Certo, A. Papa, G. Fedeli, S. Pretolani 1, F. Bonvicini 1, G. Gasbarrini.
Cattedra di Medicina Interna 11, Catholic University, Rome; 1 Patologia
Medical, University of Bologna, Italy

H. pylori (H.p.) gastritis induces lymphomononuclear (MNC) and polymor-
phonuclear (PMN) cell infiltration in gastric mucosa; lymphatic aggregates
and lymphoid follicles, expression of acquired MALT, are also frequently ob-
served and their decrease has been reported after eradication. Aim: to eval-
uate the effect of anti-H.p. therapy on inflammatory cell infiltration in the
lamina propria and acquired MALT of H.p. gastritis by means of quantita-
tive computer-assisted image analysis. Methods: 20 patients with H. pylori
gastritis and MALT were studied. Multiple mucosa biopsies were taken from
gastric antrum and corpus before and after anti-H.p. therapy (omeprazole-
amoxycillin). Several sections (stained with H&E and Giemsa) from each antral
biopsy were blindly assessed with x25 objective and x1000 final magnifi-
cation by means of image analyzer to evaluate inflammatory infiltrate in the
lamina propria. For each section six microscopic fields far from lymphoid fol-
licles were randomly selected. MNC in the lamina propria were automatically
counted with a microdensitometric software, while PMN in the lamina propria
were counted with a morphometric software. Statistical analysis was made
with Wilcoxon matched pairs signed rank test and Chi-square when appro-
priate.

Results:

MNC cells/mm2 PMN cellslmm2
before therapy after therapy before therapy after therapy

Eradicated 6078 ± 1227.7 4631.2 ± 1243.3 433 ± 196.6 208.9 ± 101.1
Not eradicated 5802 ± 699.4 4703.1 ± 1108.7 303.1 ± 168.5 238.1 ± 133.5

In the thirteen eradicated patients a significant reduction in the lamina
propria MNC (p = 0.004) and PMN (p = 0.004) was found with regard to the
seven not eradicated ones; moreover, MALT disappearance was observed in
ten out of thirteen eradicated patients, while MALT persistence was observed
in all seven not eradicated ones (p < 0.005). Conclusions: These data confirm
that V H.p. eradication results in decrease of inflammatory cell infiltration in
the lamina propria. Moreover these results suggest that the eradication could
induce disappearance of MALT. The automatic count used may be a reliable
proceeding for quantitative assessment of inflammation.

11773 I Oro-Coecal Transit Time in Hyperthyroid Patients
Before and After Propyithiouracil Treatment

A. Papa, M. Certo, G. Addolorato, M. Montalto, A. Tursi, G. Cammarota,
L. De Marinis, L. Cuoco, G. Fedeli, 0. Gasbarrini. Dept. Internal Medicine,
Catholic University, Rome, Italy
Important clinical affections of the alimentary tract such as altered motility
may show up in hyperthyroid pts. Aim of our study was to evaluate a modifica-
tion of orocoecal transit time (OCTT) in hyperthyroid pts after propylthiouracil
(P) administration and its effects on gastrointestinal symptoms.

Patients and Methods. We considered hyperthyroid pts who showed gas-
trointestinal and systemic symptoms. We excluded pts who were affected
by other pathologies that interfered with OCTT. 10 hyperthyroid pts (8 F and
2 M; mean age 42 yrs) were studied; only 4 of them had diarrhea. The con-
trol group was constituted by 10 healthy volunteered subjects (7 F and 3 M;
mean age 43 yrs). OCTT was assessed by means of lactulose H2 Breath Test
(BT). Expired H2 concentration was measured just before and every 10-min
after the ingestion of 10 g of lactulose for 4 hours. Hyperthyroid pts were
treated with 300 mglday of P for 10 days and 200 mg/day for the following
30 days. After this treatment they underwent a second H2 BT.

Results. OCTT in hyperthyroid pts ranged from 40 to 70 min with a mean
of 60 min, while OCTT in the control group ranged from 70 to 120 min, with a
mean of 102 min. There was a statistically significative difference between
the two groups (p < 0.00001). After treatment OCTT in hyperthyroid pts
ranged from 70 to 120 min with a mean of 97 min. Moreover in the 4 subjects
with diarrhea we observed its disappearance.

Conclusions. Our study shows that the treatment with P can induce the
normalization of the OCTT and the disappearance of gastrointestinal symp-
toms.
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11774 I Reduced Gastric Secretion in Cirrhosis and Portal
Hypertension is Due to Cirrhosis and not to Its
Sequelae

K.K. Balan, A.T. Jones, S.A. Jenkins, S.T. Baxter, R. Sutton, T. Thiruchelvam,
N.B. Roberts. Departments of Clinical Chemistry and Surgery, University of
Liverpool, United Kingdom
There have been few studies of the effect of cirrhosis and injection scle-
rotherapy on the stimulated secretion of gastricsin and the individual pepsin
isoenzymes. We have compared gastric secretion in normal individuals and
those with cirrhosis. 57 Patients with portal hypertension and oesophageal
varices were studied (50 with proven cirrhosis and 7 with extrahepatic por-
tal hypertension), 34 of whom had undergone previous injection sclerother-
apy (IN+) and 23 of whom had not (IN-). 13 patients with cirrhosis alone (C)
were studied and all groups were compared with a group of 10 normal volun-
teers (N). All subjects underwent a pentagastrin stimulated gastric secretion
test and isoenzyme profiles were quantified using high performances ion ex-
change chromatography. Medians and ranges are given below, pepsin values
are sums of the concentrations of pepsins 3a, 3b, and 3c.

Test Basal Stimulated

Group: N C IN+ IN- N C IN+ IN-
H+ 4.3 2.5 1.5 2.2 20.3 6.7 5.4 6.2
(m mol/h) 0.5-6 0-16 0-9 0-16 6-32 1-30 1-9 0.7-16
Total pepsin 55 9.4 8.4 9.4 128.0 21.4 24.2 21.5
(mg/h) 28-99 0-128 0-54 0-126 53-250 0-101 0-131 0-101
Gastricsin 10.0 1.3 3.7 3.2 26.7 3.2 1.9 3.5
(mglh) 1-26 0-30 0-34 0-29 8-62 0-29 0-22 0-18

There were no significant differences between the patient groups but
there was a three to eight fold reduction (p < 0.001, Mann-Whitney U test)
of a gastric acid and pepsin outputs in all patient groups when compared
with normal controls. The presence of cirrhosis and portal hypertension ap-
pears to be the major determinant of reduced gastric secretion, rather than
the existence or sclerotherapeutic treatment of varices.

1775 A Method for Isolation of p53 Protein from the Serum
of Patients with Colon Cancer and Non-cancer
Disorders and its Clinical Application

I. Zusman, R. Zusman, D. Korol, B. SandIer, D. Bass. KoretSchool of
Veterinary Medicine, Hebrew University ofJerusalem, Israel; Kaplan
Hospital, Rehovot, Israel

Determination of serum concentration of p53 tumor-associated protein (TAP)
is useful in cancer diagnosis and prognosis. We found that this protein can
be isolated in high concentration also from the sera of non-cancer patients
with gastrointestinal disorders and even from healthy people. The method is
based on the utilization of a new modification of a support for affinity chro-
matography in the form of gel fiberglass (R Zusman, 1992). The columns pre-
pared with this support possess high sensitivity and allow isolation of pro-
teins in large amounts. We trapped anti-human colon cancer IgG from rabbits
in GFG columns and used these columns to isolate TAP from the sera of can-
cer and non-cancer patients. It has been found that the total amount of TAP in
non-cancer patients and healthy people was 1 mg/1 ml serum which was half
that in the serum of cancer patients. The concentration of p53 protein was
shown to be almost double in the serum of patients with gastrointestinal dis-
orders, compared with its serum level in healthy people, and tends to return
to its primary level after recovery. In cancer patients, serum concentration of
p53 protein is several times higher than in non-cancer patients. How long it
remains at this high level will be evaluated in our studies. Our finding of a high
serum level of p53 protein in non-cancer patients confirms the belief that this
protein should be considered not only as an oncogene but also as a protein
correlated with different changes in cell metabolism.

11776 I Monitoring of Functional Hepatic Mass After Liver
Resection

R. Castellano, A. Greico, S. Marcoccia, S. Alfieri 1, A. Matera, G. Addolorato,
F. Crucitti 1, G. Gasbarrini. Internal Medicine, Catholic University Rome,
Italy; 1 Clinical Surgery Depts. Catholic University Rome, Italy

Surgery is the only approach that offers the possibility of a radical cure for
primary and metastatic liver tumors, but patients with cirrhosis are consid-
ered poor candidates for hepatic surgery. We used the antipyrine metabolism
test to assess the functional hepatic reserve in patients who underwent
liver resection. Patients and methods: Twenty-four patients (11 females, 13
males, range 18-64 yrs;) scheduled for hepatic resection were studied: 7 had
liver metastases without cirrhosis (Group A); 8 bearing hepatic echinococ-
cosis (Group B); 9 had hepatocellular carcinomas and cirrhosis (Group C).
Antipyrine metabolism tests (18 mg/kg in water p.o., blood samples drawn
3, 24 hrs after administration. spectrophotemetric measurement of serum
levels) and routine liver-function tests were performed in all patients before
surgery and on post-operative days 7 and 28 All patients were operated on
by the same surgical team. Results: No significant differences were observed
among the three groups as far as pre- and post-operative liver function indices
were concerned. Mean pre-operative values for antipyrine clearance were not

significantly different among the groups: Group A: 34.84 ± 5.8 ml/min; Group
B: 30.34 ± 2.7; Group C: 22.3 ± 2.7, but the mean half-time (t/2) for Group
C (27.9 ± 4.9 hrs) was significantly greater than those for Groups A and B
(respectively 14.4 ± 1.8 hrs and 14.5 ± 1.5 hrs) (Scheffe F test: 4.3). On post-
operative day 7, clearance was increased in Group A (39.12 ± 4.6 and B (31.6
± 5.5) and decreased in Group C (18.1 + 4.4, Scheffe F 5.17). Three patients
from the latter group died from liver failure during the post-operative period (1
post-segmentectomy, 2 post-bisegmentectomy). Conclusions: Cirrhosis rep-
resents a crucial pre-operative risk factor even for limited hepatic resection.
The increase in hepatic microsomal oxidative activity that normally occurs
during the early post-operative period is not observed in patients with cirrho-
sis.

11777 Peptic Ulcer Disease In Inflammatory Bowel Disease:
Effect of 5-Aminosalicylate

F.M. Habal, S.L. Wolman. Dept. of Medicine, The Toronto Hospital and the
University of Toronto, Canada

5-Aminosalycylic acid is effective for acute and maintenance therapy of in-
flammatory bowel disease (IBD), but its role in precipitating or aggravating
peptic ulcer disease has not been established. Two hundred and thirty-four
patients, 1 19 with Crohn's disease and 1 15 with ulcerative colitis (UC) were
followed over a period 4.2 yrs. (range 1-7). The mean age of patients was
34.6 (range 17-74). Gastroscopy was performed on ulcerative colitis patients
with upper gastrointestinal symptomatology prior to therapy or if they be-
came symptomatic during IBD therapy. Gastroscopy was preformed on all
patients with Crohn's disease as part of their investigation and subsequently
if they became symptomatic.

Gastroscopy was performed on 58 of 1 15 of the patients with ulcerative
colitis and all 1 19 with Crohn's disease prior to any drug therapy. Four patients
with (UC) and 1 of the patients with Crohn's disease were found to have due-
denal ulcers and were treated initially with H2 antagonists and subsequently
with triple antibiotics when Helicobacter pylori was confirmed on biopsy. Five
patients were found to have gastroduodenal Crohn's.

Over the follow up period all UC and 42 of 1 19 Crohn's patients received
5-ASA at a mean dose of 1.6 gm. per day (range 0.8-3.2). Seventy UC pa-
tients and all 119 Crohn's patients required corticosteroid (prednisone) treat-
ment with a mean initial dose of 48 mg (range 40-60) and tapered at 5 mg
per week. Fifteen Crohn's required maintenance steroids mean dose 8 mg
(range 5-12.5), including the six patients with ulcers. Forty-five patients were
endoscoped for upper G.I. symptoms, no peptic ulceration was discovered.

No duodenal ulcers were discovered over the 7 years. The patients with
gastroduodenal Crohn's disease were successfully controlled with omepra-
zole.

Conclusion: (1) Duodenal ulcer disease in patients with IBD is associated
with Helicobacter pylori. (2) The prevalence of duodenal ulcers in IBD may
be lower than the general population. (3) Treatment with 5-ASA and corticos-
teroids does not increase the risk of peptic ulceration. (4) There appears to
be no risk in using 5-ASA or cuticosteroids in IBD if previous ulcer disease
has been treated by eradication of Helicobacter pylori.

1778 1Wo Different Short-term Treatments in the Eradication
of Helicobacter pylori (H.R) in Duodenal Ulcer (D.U.)
Patients

1. De Vitis, V. Festa, M. Anti, S. D'Addesa, M.R. Pasqualetti, C. Maiolo,
L. Fastame, M. Pompili, G.B. Gasbarrini. Dept. of Internal Medicine and
Geriatrics. Universitaf Cattolica del Sacro Cuore, Rome, Italy
Current regimens to eradicate H.p. usually consist of: Omeprazole (O.) +
Amoxicillin (A.) + Metronidazole (M.), and Omeprazole + Clarithromycin (C.).
The aim of the study was to compare the ability of these two therapeutic
treatments to eradicate H.p. infection in active D.U. patients.

Methods: 167 pts (mean age: 49 years M/F ratio = 2:1) with active D.U.
and histological evidence of H.p. infection were assigned to two different
treatments: the first group assumed 0. 40 mg/die for 8 weeks, A. 1 gr b.i.d.
for 1 week and M. 250 mg t.i.d for 3 days; the second group took 0.40 mg/die
for 8 weeks and C. 500 mg b.i.d. for 1 week. After 8 weeks all the patients
underwent endoscopy with antral biopsy for the evaluation of ulcer healing
and H.p. eradication. During treatment all the patients were checked for the
appearance of side effects. Statistical analysis was made by Kruskal-wallis
test. Results: Final results refer to 148 out of 167 pts who started the study.
Seventy-two out one hundred forty-eight pts H. p. positive with D.U. assumed
0. + A. + M., 761148 were given 0. + C. After 8 weeks all the pts (100%)
had complete ulcer healing; the eradication rate for subjects receiving the first
therapeutic regimen was 54/72 (75%); whereas for the second one was 54176
(71%). During drug administration nausea and/or vomiting were reported in
10/76 pts (13%) treated with C. As regards the H.p. eradication no statisti-
cal significant difference was found between the two therapeutic regimens.
Conclusions: 1) This study demonstrates that the two therapeutic regimens
show the same effectiveness in H.p. eradication. 2) 13% of pts treated with
C. had significant side-effects. We emphasize that C. treatment is ten times
more expensive than treatment with A. + M.
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Methotrexate (MTX) Therapy for Chronically Active
Crohn's Disease (CD). Time Course of the Beneficial
Effect

B. Feagan, J. McDonald for the NACSG Study. University of Western
Ontario, London, Ontario, Canada

Purpose: We have demonstrated (N EngI J Med 1995;332) that methotrexate
is effective for chronically active CD. We now provide further details regarding
the time course of the therapeutic response.

Methods: This double-blind placebo-controlled trial randomized patients,
whose CD was active for a minimum of 3 months despite prednisone treat-
ment, to MTX 25 mg IM once weekly or an identical placebo for 16 weeks. All
patients received prednisone 20 mg od for 2 weeks which was then tapered
by 2.5 mg/week over 10 weeks. A life table analysis was used to compare the
time to treatment failure (withdrawal due to increased symptoms/increase in
prednisone).

Results: One hundred and forty-one patients were randomized to MTX (n
= 94) or P (n = 47). The overall comparison was not significant (P = 0.07,
log-rank test) because of the small differences present during the first six
weeks of the study, a period in which both groups received a relatively high
daily prednisone dose (10-20 mg). Differences in the proportion of patients
failing treatment were greatest from weeks 12-16, and during this later period
consistently favoured MTX (P < 0.05, all pairwise comparisons).
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yrs), 21 healthy subjects (34 ± 8 yrs) were studied. A timed overnight urine
collection and serum were obtained from all subjects and stored at -20°C
until tested. The clearances of albumin, total lgG and IgG4 (proteins differ-
ing in charge and size) were evaluated by RIA and expressed as ml/min. The
presence of ANCA was also checked by ELISA and immunofluorescence.
Results: In UC and CD albumin clearances (0.10 ± 0.08 and 0.16 ± 0.2 re-
spectively) and total IgG clearances (0.15 ± 0.1 and 0.19 ± 0.12 respectively)
did not differ from those of controls (0.11 + 0.06 and 0.18 ± 0.08). In UC
IgG4 clearance did not differ from that of controls (0.076 i 0.16 vs 0.03 ±
0.018) while in CD was significantly higher (0.80 ± 1.6, p = 0.03). Among
CD patients, in 7/15 the IgG4 clearance was above the upper normal limit,
while the the albumin clearance and total lgG clearance were increased in
2/15. An increased IgG4 clearance was observed in one UC patient. No differ-
ence was observed in terms of protein clearances between patients positive
and negative for p-ANCA. Conclusion: Proteinuria in patients with IBD is not
as common as reported, when sensitive methods are used. However, an im-
paired protein charge permselectivity was observed in nearly half CD patients.
Data suggest that protein charge permselectivity may be impaired in patients
with IBD.

Contribution of the Peritoneal Exfoliative Cytology in
the Diagnosis of Peritoneal Carcinomatosis

A.A. Mattos, CT. Both. Curso de PG Hepatologia da Fund. Fac. Fed.
Ciencias M6d. Porto Alegre, Brazil

quThe diagnosis of peritoneal carcinomatosis (PC) in ascitic patients is fre-
--.,Thquently difficult. This study intends to evaluate the role of peritoneal exfo-

liative cytology (PEC) when compared with the conventional cytopathologic
P-P002S

-

examination of ascitic fluid (CAF).
Methods: Two hundred forty patients with ascites were prospectively

studied between March 1984 and December 1990. Carcinomatosis of peri-
0°2 1e4 ~* toneum was histologically diagnosed in 55 patients without hepatic involve-

ment. A special mandril with a soft brush at one top was made to collect
thin m:qtcri:nl All nntiginte %Aigarm <>i hmittmr4 1b m IlnG-4 -+-4,,rrre ; DCr ---

Conclusions: Patients who enter remission after 12 weeks of MTX ther-
apy are unlikely to deteriorate while receiving continued treatment despite
withdrawal from prednisone.

Follicular Gastritis in Coeliac Disease

M. Certo, A. Tursi, G. Cammarota, M. Montalto, A. Papa, L. Cuoco, G. FeLi,
G. Gasbarrini. Dept. of Internal Medicine, Catholic University, Rome, Italy

Introduction: Lymphocytic gastritis was described,in Coeliac Disease (CD), in
45% and 36% of adult and children patients (pts) respectively. Mucosa asso-

ciated lymphoid tissue (MALT), organized in follicles with germinal centers,
might develop, in the gastric mucosa in response to Hp infection (Hp-i) (ac-
quired MALT). In this study we evaluated the prevalence of Follicular Gastritis
(FG) in two groups of adult coeliac pts as regard to the presence of Hp-i.

Patients and Methods: We considered 33 pts (7 M, 26 F, mean age 33.66 +
13.17 yrs) with diagnosis of CD based on intestinal biopsy and AGA and EMA
levels. The gastric mucosa evaluation was carried out with multiple biopsies
from the antrum and corpus. "H pylori status" was evaluated by histology and
Cp-test. A diagnosis of FG was made when lymphoid aggregates organized
in follicles with a germinal center, were observed in the lamina propria and it
was confirmed by immunohistochemical staining with monoclonal antibody
for B lymphocyte

Results: Among 33 pts studied, 7 had FG (21.21%): 2 of them showed
Hp-i (28.57%) and 5 didn't show it (71.43%). 15 pts showed T lymphocytes
infiltration of gastric epithelium, non organized in follicles (45.46%). Finally,
11 pts didn't show gastritis (33.33%).

Conclusion: According to our experience in non coeliac pts submitted to
routine EGDS for like-dyspepsia syndrome, FG is almost invariably associated
with Hp-i. We showed that FG is present in CD regardless of Hp-i, since we
found high prevalence of FG in Hp-negative coeliac pts (71.43%). We believe
that immunological abnormalities, in CD, can contribute to the appearance
of lymphoid follicles in the gastric mucosa as a response to stimuli different
from Hp-i.

Renal Protein Permselectivity in IBD: Impaired Charge
Protein Permselectivity in Crohn's Disease (CD)

G. Monteleone, G. Cristina 1, T. Parrello, E. Sagratella 1, L. Biancone,
P Doldo, F Luzza, U. Di Mario, F Pallone. Dept Medicina Sperimentale,
University of R. Calabria, Catanzaro: 1 Dept Endocrinologia University "La
Sapienza"' Roma, Italy

Background Aim: Despite a few patients with IBD show clinical signs of
renal impairment, microalbuminuria has been recently reported in most pa-
tients with IBD (Gastro 1993, 104, A736). The significance of this finding is
not established and the putative factors (proteins' electric charge, pores size
and charge in the basement membrane, pressure gradient, proteins' size and
shape) are not understood. Specific aims of this study were to determine the
prevalence of proteinuria in IBD using sensitive methods, to define the type of
proteinuria and to establish whether basement membrane pore sizes and/or
charges are involved. Methods: 27 patients with IBD (12 UC, 15 CD, 40 ± 7

ine mliaxeriai. JOLiaxilenLs were suuDixteLu tU a uinau stuuy courrparingy ruL aniu
CAF. In the statistical analysis the Me Nemar test was used.

Results:

CAF PEC n %
+ + 28 50.91
+ - 0 0
- + 9 16.36
- - 18 32.73

PEC was positive in 37 cases (67.27%), and CAF in only 28 (50.91%), indi-
cating a significant difference between them (p < 0.05). There were no false
positive results in the remainder 185 cases. Moreover 9 patients (16.36%)
had the correct diagnosis done only through PEC.

Conclusion: PEC is a simple method, its performance is easy and did not
increase the costs of the paracentesis. In comparison with the traditional CAF
it showed better results in the diagnosis of PC.

11786 I Variables to Predict Mortality In Acute Pancreatitis
M.A. Secchi, E. Tagliaferri, W. Sanchi, L. Scoco, C.R. Gimenez, J. Scrigna,
G. Raimundo. Departments of Surgery, Intensive Care, Central Laboratory
and Radiology, Hospital Italiano and Hospital Provincial Rosario, Argentina

Introduction: The aim of this paper is to analized mortality predictive param-
eters in severe acute pancreatitis (A.P).

Methods: Two hundred and twenty one patients with A.P were prospec-
tively studied from 1987 to 1994. Thirty (13.66%) were considered severe:
seven patients died (Group I) and 23 survived (Group II). The different parame-
ters included in the prognostic systems ware analized. 1 - Original prognostic
index that combines 9 parameters (pain, ileus, shock, ascitis, creatininemia,
glycemia, leukocytosis, high bilirubin level, calcemia) (non-diabetic patients).
2 - McMahon (included in our index). 3 - Apache II. 4 - Baltazar-Ranson. The
differences between the Group (G1) (non-survivors) and Group II (GIl) (sur-
vivors) were statiscally compared by Student's T Test.

Results: Creatinine was over 2 mg/ml in 100% of G-l and only in 48% G-li
(p < 0.001); glycemia was above 180 grams/% in 83% of G-l and only in 45%
in G-ll (p < 0.05). The original prognostic index was highers in G-l: 0.55 +
0.11 than in G-ll: 0.45 ± 0.6 (NS)/Ascitic fluid test using McMahon, showed
blood or methalbumin in 57% of G-l an 33% of G-ll (NS). Apache Score was
significantly higher in G-l: 21.3 ± 3.5than to G-ll 12.8 ± 4.5 (p < 0.01). Baltazar-
Ranson score by CT scan was slightly higher in G-l: 6.0 ± 2.6 than in G-ll:
4.5 ± 2.0 (NS). The presence of pancreatic necrosis was seen in 72% of G-
and in 55% of G-ll (NS). Conclusion: Variables that proved to be the most

sensitive to predict mortality in our patients ware creatininemia (included in
our Index as wall as in the Apache II score) and glycemia. The other methods
and parametes ware sensitive to detect local or general severity but did not
have the statistical sensitivity to predict mortality within the first 48 hours
after the patient's admittance to hospital because of AR

0.4
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W Serum Concentration of lnterleukin-6 (IL-6) Is Related
to the Disease Severity and Activity in Inflammatory
Bowel Diseases (IBD)

C. Giannelli, M.G. Graziani, S. Ciarletti, A. Cianetti 1, M. Luminari.
Department of G. Enterology, 1 Clinical Laboratories, S. Camillo Hospital
Rome

Cytokines are proteins modulating cellular interaction in inflammatory con-
ditions. 11-6 produced by monocytes and macrophages plays a central role
in activation of T cells, differentiation of B cells and synthesis of acute phase
proteins. The aim of this study was to evaluate the correlation between serum
levels of 11-6 and disease activity and seventy in IBD. We measured in 200 pts
(Table 1) serum concentration of IL-6 (Enzyme Immunoessay from Euroge-
netics), ESR, C reactive protein to verify their variations at different stage of
disease activity and severity (CDAI for CD-Rachmilewitz index for UC)
Table 1

Ulcerative Colitis (UC) Crohn's Disease (CD)
Pts n' 102 98
Male/Female 48/50 56/46
Active Disease 45 (46%) 37 (36%)
Inactive " 41 (42%) 47 (46%)
Complicated 18 (18%) 12 (12%)

As showed in Table 2 a significant difference was found between active
and inactive UC and CD (p 0.001). In complicated pts, 11-6 serum levels were
abnormal in 17/18 UC (94%) and in 11/12 CD (92%). In complicated UC and
CD, the normal levels were found only in two pts (UC with extensive colonic fi-
brosis and CD with ileal fibrotic stenosis) withoutfinds of inflammation. In UC
pts the significant correlation was found between serum levels in extensive
and distal colitis (p 0.001) and in CD between ileal and colonic involvement.

Table 2. IL-6 Concentration (pg/ml) and % of abmormal levels

Inactive Active Complicated
Ulcerative Colitis 4 12% 24 78% 79 94%
Crohn's Disease 4.5 9% 20 80% 33 92%

These data confirm that 11-6 plasmatic levels may have a practical value in
monitoring disease activity and severity in inflammatory bowel diseases.

1788 Lithiasic Acute Pancreatitis Have Better Prognosis
Than Other Etiological Groups

M.A. Secchi, E. Tagliaferri, W. Sanchi, G. Raimundo. Surgical Division,
Hospital Italiano and Hospital Provincial, Rosario, Argentina
Introduction: Acute pancreatitis (A.P) is a disease of variable etiology, being
lithiasic pancreatitis the most frequent in our setting (70-80%). The severity
and prognosis of A.P is directly related to the cause that gave rise to the dis-
ease. Methods: From April 1987 and November 1994, 223 patients suffering
from A.P were prospectively studied. The stiologic cause was determined
and they were staged as mild moderate and severe. The prognosis based
on this classification was performed by combining our "original index" (9 non
morphological parameters and McMahon method. Apache 11 and Baltazar-
Ranson score were also used in the group of Severe A.P We were evaluated
prevalence of severity and mortality and compared with the lithiasic Group.
Results: 158 patients were lithiasic etiology, 20 idiopathic, 12 alcoholic, 8 virus
mumps, 7 post operative, 7 dislipemic, 5 inflamatory, 4 drug induced, 1 trau-
matic, 1 inmunologic. The highest prevalence of severity and mortality cor-
responded to dislipemic: 42% and 14% (p < 0.01) and post operative A.P:
28% an 14% (p < 0.01). Idiopathic and alcoholic A.P had a high rate of sever-
ity (30% an 25%) and mortality (5% and 8%) in relation to the lithiasic group
(p < 0.05). Lithiasic A.P is highly prevalent (71 %), but both severity and mor-
tality rates are low (10.7% an 1.8% respectively). Conclusion: The prognosis
of severe A.P of lithiasic origin is significantly better than those of dislipemic,
post operative, idiopathic or alcoholic origin.

11789 Dynamics of Intestinal Absorption and
Biotransformation of Ursodeoxycholate Conjugates in
the Rat

M. Angelico, A. Mangiameli, A. Nistri 1, M. Di Martino, A. Calzona,
M. Maina, L. Baiocchi 1, A. Blasi. Inst. of Internal Medicine "A. Francaviglia'"
Univ. of Catania, Italy; 1 Dept. Public Health, Tor Vergata Univ., Rome, Italy

Bile salt amidation with glycine (G) or taurine (T) differs widely between the
mammalian species, the pathophysiological meaning of this finding being
controversial. In man, chronic oral feeding of ursodeoxycholic acid (UDCA)
causes a disproportionate rise in G-UDCA. In contrast, in the rat, chronic en-

teral administration of UDCA conjugates results in the accumulation only of
T-UDCA. However, we have previously shown that the bioavailability of the
UDCA moiety in the rat is greater when the compound is administered as

G-UDCA than as T-UDCA. Because of this intriguing finding, we planned to
explore the dynamics of the intestinal absorption of G-UDCA and T-UDCA and
of their biotransformations after acute enteral feeding of the two compounds.
Methods. Twenty fasting male Wistar rats were given 40 umoles of either T-
UDCA or G-UDCA by gastric garage (1 ml). At different time intervals (from

30 min to 6 hrs) the bile duct was cannulated under pentobarbital anesthesia
and the biliary bile salt composition determined by rp-HPLC. Bile enrichment
with UDCA conjugates after garage was (means of 2-3 data):

Minutes after gavage:
30 60 120 360

T-UDCA- T-UDCA(%) 0 40 ± 6 28 ± 5 39 ± 5
feeding G-UDCAI%l 0 0 0 0
G-UDCA- T-UDCA% 4 ± 2 14 ± 5 35 ± 6 42 ± 4
feeding G-UDCA% 11 ± 3 15 ± 4 7 ± 2 1 ± 1

These data indicate that, in the rat, enterally-fed G-UDCA is absorbed
earlier than T-UDCA and undergoes a faster entero-hepatic circulation. G-
UDCA is rapidly deconjugated and the resulting UDCA is unidirectionally re-
conjugated with taurine. The speed of this tranformation indicates that de-
conjugation occurs in the ileum, not (only) in the colon. Thus, differences in
the small bowel flora explain in part the differing bile salt metabolism in rats
and humans.

117911 Cellular Cytotoxicity of Peripheral and Intestinal
Lymphocytes in Crohn's Disease

P Mariani, A. Bachetoni, M.D. D'Alessandro, P Lionetti 1, P Mazzocchi,
F. Giacovazzo, D. Lomanto, V. Speranza. Clinica Chirurgica 11, University of
Rome "La Sapienza': 1 Clinica Pediatrica 1, University ofRome "La Sapienza"

The cytotoxic activity in the gut mucosa might be important in the normal im-
mune response and could be relevant to the immune pathogenesis of intesti-
nal lesions. The human intestinal mucosa is constantly exposed to a variety of
antigenic stimuli and a relevant presence of primed T lymphocytes would be
expected. Cells with NK phenotype are present in the intestinal lamina pro-
pria in a small number and exhert a low cytolitic activity against natural killer
(NK)-sensitive target cells. We evaluated both NK and CTL function of LPL and
PBL in Crohn's disease (CD) pts and in controls. Surgical ileal specimens from
pts undergoing bowel resection for CD (n = 10) or for intestinal carcinoma
(n = 10) were used as source of LPL. LPL were isolated using DTT-EDTA-
Collagenase digestion followed by discontinuous Percoll density gradients
while PBL were isolated by Ficoll-Hypaque gradient. The cytotoxic activity of
freshly isolated LPL and PBL were assessed against the NK-sensitive K562
cell line (NK activity), and the NK-resistant P815 cell line in the presence of
anti-CD3 (5 mcg/ml) and PHA (1 mcg/ml) at effector/target ratio of 50:1 and
incubated for 6 hrs at 37°C. Data are shown in the figure.

PBL [ LPL
I*CD p X

b50so-
j30 3

51 6psis 15. 15mKS2 P6IS PW.anl P615.
No + CD3 PM
C03 PH

Freshly isolated LPL, in contrast to PBL, exhibited no significant NK func-
tion against K562 target cells. It is of interest the finding that T cell cytotoxicity
of LPL against P815 in the presence of either anti-CD3 or PHA was signifi-
cantly higher in CD than control group; in contrast the NK activity of PBL was
significantly higher in controls. In all experiments the cytotoxic activity against
P815 alone was not present. Our data confirm that LPL have a low number
and a low activity of NK cells and show that CTL in LPL in CD are in an height-
ened state of activation; in fact they can kill B7-(P815) target cells previously
sensitized with anti-CD3 in an independent fashion upon costimulation. The
increased T cell cytotoxicity in CD may be triggered by an antigenic specific
response and may play a pathogenetic role.

11794 I Correlation Between Endoscopy, Histopathology, and
DNA-flow Cytometry In Patients with Gastric
Dyspepsia

M. Abdel-Wahab, A.M. Attallah, M.F. Elshal, I. Eldosoky, K. Zalata, F. Ezzat.
Biotechnology Research Laboratories, Gastroenterology Center, Mansoura
University Egypt

Background/Aim: Gastric cancer is still a major cause of death, this is partly
due to the advanced stage in which the tumor is diagnosed, since its di-
agnosis as "early" is still controversial. The objective of this study was to
correlate between endoscopic and histopathologic findings in the antral mu-
cosa, with results of DNA-flow cytometric analysis in patients with gastric
dyspepsia and to elucidate the clinical significance of DNA-flow cytometry in
endoscopic gastric biopsies and its impact on monitoring the progression of
gastric lesions. Methods: A total of 92 cases underwent upper gastrointesti-
nal endoscope, 69 male with mean age 44 yr and 23 female with mean age
38.7 yr, they were divided based on endoscopy into 15 cases with normal ap-
pearance, 26 cases with endoscopic gastritis (EG), 43 cases with duodenal
ulcer (DU) and 8 cases with gastric ulcer (GU). Two biopsy specimens were
taken from the antrum for histopathology and DNA-content (ploidy) analy-

A211

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.37.S

uppl_2_P
t_2.A

181 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


4th UEGWBerlin 1995

sis. Results: Chronic gastritis (CG) was present in 12 (80%) of endoscopic
normal cases. In DU patients, CG was present in 42 (97.7%) of cases, asso-
ciated with intestinal metaplasia (IM) in 11 (25.6%) of cases, and dysplasia in
9 (20.9%) of cases. While in GU patients CG was present in all cases. CG in
GU patients was associated with IM in 2 (25%) of cases and associated with
dysplasia in 4 (50%) of cases. Surprisingly 2 (13.3%) of endoscopic normal
cases showed abnormal DNA-content (aneuploidy). The incidence of aneu-
ploidy increases as the endoscopic findings changes from EG (15.4%), DU
(16.3%) to GU (37.5), and as the histopathologic changes progresses from
Chronic Atrophic Gastritis (CAG) (18.2%), CG associated with IM (21.7%) to
CG associated with dysplasia (33.3%). Conclusion: DNA-aneuploidy is a use-
ful marker for recognizing the presence of abnormal cells in epithelial lesions
of the stomach, and for monitoring the progression of the diseases. Patients
with gastric dyspepsia should not only subjected to endoscopy but also to
biopsy and DNA-flow cytometry, to allow the exclusion of malignancy.

11803 Apoptosis in Chronic Gastritis: A Study of the Cellular
DNA by Flow Cytometry and the High Molecular
Weight Cytokeratin Expression in Gastric Epithelial
Cells

A.M. Attallah, M.F. Elshal, K. Zalata, A. Sultan, M. Abdel-Wahab.
Biotechnology Research Laboratories, Gastroenterology Center, Mansoura
University, Egypt

Background/Aim: Associated with gastric carcinogenesis a series of prema-
lignant lesions including chronic gastritis (CG), intestinal metaplasia (IM) and
dysplasia. The present study aimed to define further these precancerous
gastric lesions by the study of the cellular DNA using flow cytometry, and
the expression of the high molecular weight (68 KDa) Cytokeratin "CK1" pro-
posed as a marker for dying epithelial cells by apoptosis. Methods: Two antral
biopsies from each of 92 patients with gastric dyspepsia were studied for
apoptosis by DNA-flow cytometry, and immunostaining using anti-CK1 mon-
oclonal antibody. Results: Chronic gastritis (CG) was present in 85 (92.4%) of
cases, 14/85 (16.5%) cases showed chronic superficial gastritis (CSG), and
71/85 (83.5%) cases were chronic atrophic gastritis (CAG). Sixty two of the 85
(74.7%) cases with CG revealed variable degrees of activities. A hypodiploid
"Sub-G1" peak was detected in 35 of 85 cases with CG. This peak was sig-
nificantly higher in active chronic gastritis (ACG) than in the inactive chronic
gastritis (ICG) cases (p < 0.005). Proliferative activity of cases with CG was
higher than in normal cases (p < 0.05) and in cases with ACG than in ICG (p <
0.05). Abnormal DNA-content (aneuploidy) was present in 16 of the 85 cases
(18.8%) with CG. The expression of CK1 was absent in normal antral epithe-
lium, in contrast, all the aneuploid cases showing immunoreactivity 16/16
(100%). The expression of CK1 was significantly higher in active forms of CG
(ACSG, ACAG) than in their inactive forms (p = 0.0001, p < 0.01 respectively).

Conclusion: The presence of gastdc epithelial cells with morphological
changes typical of apoptosis and showing hypo-diploid "Sub-G1" peak, high
proliferation, aneuploidy, and were constantly expressing CK1, are actually
apoptotic bodies. ACG may represents genetic instability of the rapidly di-
viding regenerative gastric epithelial cells associated with variable degrees
of apoptotic activities. Cases showing apoptosis with or without associated
aneuploidy may have higher liability for malignant transformation, and should
undergo short term follow up by CK1 immunostaining and DNA-flow cytom-
etry.

1805 I Tumor Necrosis Factor Alpha in Stools as a Marker in
Colonic Diseases

A.Y. Abdel-Rahim, E.M. El-Sherbini, I. El-Defrawi, I. Zakaria, A. Badawy,
S. Zakaria. Tropical Medicine, Bacteriology, Internal Medicine and
Pathology Faculty of Medicine, Cairo University and Theodor Bilharz
Research Institute, Cairo, Egypt
Stool TNF alpha was measured in 40 patients with colonic diseases and 10
age and sex matched healthy controls in order to assess its value as a pre-
liminary screening test before proceeding to complex or invasive investiga-
tions. Ten patients has colonic schistosomiasis (CS), 10 active ulcerative col-
itis (AUC), 10 cancer colon (CC), 5 irritable bowel syndrome (IBS), 3 inactive
ulcerative colitis (IUG) and 2 colonic diverticulosis (CD). Colonoscopy was per-
formed in all patients and biopsies were taken from pathological lesions. The
level of stool TNF alpha was measured by ELISA (Quantikine TM Human TNF
Alpha R & D System). Median stool TNF alpha levels in patients with CS (9.2
pg/mI), AUC (9.5 pg/mI) and CC (7.5 pg/mI) were significantly higher than the
control group (5.6 pg/mI) (p < 0.05). Within the CS group, patients with schis-
tosomal polypi had significantly higher median stool TNF alpha levels (12.7
pg/mI) than those with schistosomal colitis (5.7 pg/mI) (p < 0.001). Stool TNF
alpha levels in patients with IBS, IUC and CD were comparable to controls.
The study shows that low values of stool TNF alpha could exclude active
inflammatory bowel disease, schistosomal polyposis and cancer colon.

18071 Correlation Between Therapeutic Effect of Interferon
and Production of Interleukin-10, lnterleukin-1p,
lnterleukin-6, and Tumor Necrosis Factora In Patients
with Chronic Hepatitis C

T. Kawatoko, T. lida, A. Mikasa, M. Fujishima. Second Department of
Internal Medicine, Faculty of Medicine, Kyushu University and Fukuoka Red
Cross Hospital Fukuoka, Japan

Purpose: We studied the correlation between therapeutic effect of Interferon
(IFN) and host immune state by focusing on Interleukin-10 (IL-10), which in-
hibits the cellular immune response of type 1 helper T cells.

Methods: Subjects included 11 patients with chronic hepatitis C (9 males
and 2 females; mean age 37.7 ± 13.6 years). The patients were given recom-
binant IFN a-2a (Roferon® -A, Nippon Roche) daily for 4 consecutive weeks.
After the treatment, those patients who were HCV-RNA negative were placed
in the effective group, while those who were HCV-RNA positive were placed
in the ineffective group.

Plasma IL-10 concentrations were measured using ELISA. Other cytokines
were determined as follows: 0.5 ml of collected blood, to which heparin was
added, was introduced into each 5 ml of medium containing lipopolysac-
chride (LPS) at 6 concentrations (0-10 g.g/ml); the Preparations were cultured
for 24 hours at 37°C and concentrations of their supernatants were measured
also by ELISA.

HCV-RNA levels were measured by competitive RT-PCR method.
Results: We divided the subjects into 3 groups based on IL-10 concen-

tration and presence or absence of antinuclear antibody (ANA): Group A, 5
patients, IL-10 < 102 pg/mI, ANA < x 40; Group B, 4 patients, IL -0 > 102
pg/mI, ANA < x 40; Group C, 2 patients, ANA > x 320. Mean IL-10 con-
centrations in each group were: Group A, 44.7 ± 4.9 pg/mI (mean ± SEM);
Group B, 192.3 ± 71.0 pg/mI; and Group C, 132.3 ± 67.7 pg/mI. Production
of lnterleukin-6 (IL-6) was markedly inhibited in Group C, resulting in no pro-
duction observed even in medium containing 1 ,tg/mI of LPS.

Production of IL-6 in Group A and B were 296 ± 17.5 pg/mI and 115 ± 25
pg/mI, respectively, indicating a tendency toward inhibition in Group B. Pro-
duction of tumor necrosis factor a (TNF-a) in a medium containing 1 4tg/ml
of LPS was, 382 ± 73, 559 ± 32, and 182 ± 24 pg/mI in Groups A, B and
G, respectively, indicating a tendency toward inhibition in Group C. This ten-
dency was also seen in media with various LPS concentrations. On the other
hand, no significant differences in concentrations of Interleukin 1 Pi (IL-fl) un-
der various concentrations of LPS were observed among the three groups.
While we could not find a correlation between therapeutic effect and IL-10
concentration before IFN therapy, we found the increases of IL-10 concentra-
tion after the therapy in 5 of 6 ineffective patients and the reductions of IL-10
concentrations in 4 of 6 patients.

Conclusions: Our study suggests that the production of IL-6 and TNF-cr
tend to be impaired in the patients with high IL-10 level, particularly in those
with ANA high titer of, and also IFN therapy may be effective in patients with
reduced IL-10 concentration but ineffective in those with increased IL-10 con-
centration in comparison to the levels before the therapy.

118121 Orally Administered Bovine Lactoferrin Prevents
Bacterial Translocatlon in Mice Fed Bovine Milk

S. Teraguchi, K. Shin, T. Ogata, A. Kaino, H. Miyauchi, Y. Fukuwatari,
S. Shimamura. Nutritional Science Laboratory, Morinaga Milk Industry Co.,
Ltd., Zama-City, Kanagawa, Japan
Lactoferrin is prominently found in mammalian milk. The goal of this study
is to determine whether ingested lactoferrin protects human infants from in-
testinal infections.

To investigate the effect of lactoferrin on bacterial translocation (BT) from
the intestine, we used milk-fed mice. Groups of SPF mice were fed pel-
lets, bovine milk, milk supplemented with casein, bovine lactoferrin (bLF)
or pepsin-hydrolysed bLF (bLFH) at 2%. After feeding these diets for seven
days, fecal microflora, intestinal morphology, blastogenic response of splenic
lymphocytes to mitogens were studied, and BT was measured by culturing
mesenteric lymph nodes (MLN).

When mice were fed milk only, BT was induced with a high incidence of
up to 100%. The addition of bLF or bLFH to milk significantly suppressed
BT. In contrast, addition of casein to milk did not show this effect. The num-
bers of total bacteria recovered from MLN in groups fed pellets, or milk
containing bLF or bLFH were extremely low as compared with the group
fed milk. Among translocated bacteria, aerobic bacteria mainly Enterobacte-
riaceae were recovered. The numbers of fecal Enterobacteriaceae increased
greatly in the group fed milk compared to groups fed pellets, or milk contain-
ing bLF or bLFH. No substantial differences in mucosal structure and mito-
gen responsiveness were observed among groups regardless of the diets.
The ability of bLF to suppress BT may be due to the suppression of bacterial
overgrowth in the gut of milk-fed mice.

These results suggest that lactoferrin contained in mammalian milk may
protect infant animals against intestinal infections even after it has been di-
gested to some extent.
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1814 Synergistic Effect of EGF and Lactoferrin on
Proliferation of Intestinal Epithelial Cells

I. Shinoda, T. Hagiwara, Y. Fukuwatari, S. Shimamura. Nutritional Science
Laboratory, Morinaga Milk Industry Co., LTD., Zama-City, Kanagawa, Japan
EGF is a major mitogen in human milk and is considered to be physiolog-
ically important for development of the digestive tract of infants. However.
the presence of EGF alone cannot explain the mitogenic activity of milk be-
cause milk is more potent than purified EGF, suggesting that milk contains
molecules that enhance the activity of EGF. Lactoferrin (LF) is an iron-binding
glycoprotein originally isolated from milk. It has been reported that LF has
the cell growth-stimulating activity. It is possible to conceive that EGF and LF
in breast milk co-operatively stimulate the development of the gastrointesti-
nal tract in neonatal animals. Therefore, the cell growth-stimulating activity of
EGF in combination with LF was evaluated by using a rat intestinal epithelial
cell line, IEC-18.

LF was found to be more effective than EGF for inducing an increase in
cell numbers when cultured for over 6 days using a medium containing 0.2%
fetal calf serum (FCS), although the 3H-thymidine incorporation-stimulating
activity of EGF was more potent than that of LF. The synergistic effect of EGF
and LF was observed in both cell proliferation and DNA synthesis assays. The
increase in cell numbers when stimulated with EGF plus LF corresponded
to about 5 times that of the control. Iron was not required for manifestation
of these effects of LF. On the other hand, iron-free but not iron-saturated
transferrin (TF) failed to exert the cell growth-stimulating activity, either in
the presence or absence of EGF, indicating that LF induces cell proliferation
by a mechanism distinct from that of TF. A pepsin-generated hydrolysate of
LF (LFH) displayed activity similar to that of undigested LF, and a peptide pos-
sessing cell growth-stimulating activityfrom bovine LFH was isolated by mon-
itoring its effect in combination with EGF on DNA synthesis in IEC-1 8 cells.

1815 Reduction in the Prevalence of Antibody to Hepatitis A
Virus (HAV) in Young Saudi Adults: Implications for
Hepatitis A Vaccine

M. Arif, F.Z. AI-Faleh, A.R. AI-Frayh, S. Ramia. College of Medicine, King
Saud University, Riyadh, SaudiArabia

Viral aetiology was investigated in 133 Saudi patients with acute hepatitis
seen at King Khalid University Hospital, Riyadh, between July 1993-May,
1994. Out of the 133 patients, 51 (38.3%) patients were diagnosed as hav-
ing acute hepatitis due to hepatitis A virus (HAV). Hepatitis C virus (HCV) was
the second most common aetiological agent (20.3%), followed by hepatitis
B virus (HBV) (12.8%), and cytomegalovirus (CMV) (2.3%). There were 35 pa-
tients with acute hepatitis (26.3%) on whom no vital marker for HAV, HBV,
HCV, CMV or Epstein-Barr virus (EBV) was detected. Among the 51 patients
with acute hepatitis due to HAV, the majority (88.2%) were children (1-12
years) and only 6 (11.8%) were adults (15-24 years). This is in contrast to pa-
tients with HCV or HBV infection where the majority were adults; 74.1% and
82.3%, respectively. The diagnosis of acute hepatitis due to HAV in Saudi
adults, an observation not seen earlier, indicated a change in the epidemi-
ological pattern of HAV infection in the Saudi population. This change was
confirmed by the significant reduction in the prevalence of anti-HAV in 630
Saudi subjects (1-30 years old) (60.2%) investigated in 1994 compared to
that of 587 subjects of the same age group investigated in 1986 (76.5%) (P <

0.005). In the light of these results, it is important that high-risk Saudi groups
be identified and evaluated for their anti-HAV status as these groups are can-
didates for the application of HAV vaccine currently in use in other countries.

1816 lnterleukin-6 (IL-6) and Soluble IL-6 Receptor (slL-6R)
Activity in Ulcerative Colitis (UC) Patients

T. Hosokawa, K. Kusugami, M. Shinoda, T. Ando, A. Kuroiwa, T. Yamaguchi,
T. Matsuura, H. Yamamoto, T. Sakai, M. Kimura. First Department of Internal
Medicine, Nagoya University School of Medicine; National Chyubu Hospital,
Nagoya, Japan
IL-6 is a cytokine that has potent amplifying effects on a wide variety of tissues
and cells involved in inflammatory and immunologic responses. Its activity is
amplified in the presence of slL-6R. The aim of the present study was to exam-
ine the relationship between IL-6 and slL-6R activity using colonic mucosal
tissues in UC patients. Materials and Methods: In UC patients, tissue sam-
ples were obtained from colonoscopic biopsies (29 patients with active UC
and 7 with inactive UC). Control normal mucosa was obtained from colono-
scopic biopsies in 15 patients with colonic polyps or adenocarcinomas. Lam-
ina propria mononuclear cells (LPMC) were isolated by enzymatic method
from colonoscopic biopsies. Isolated cells were cultured at 5 x 105 cells/ml
for 24 hr and the culture supernatant was collected (cell culture). Some of
colonoscopic mucosal biopsy tissues were cultured on a culture insert for 24
hr (organ culture). ELISA assay was utilized to quantitate the activity of IL-6
and slL-6R in the culture supernatants. The levels of IL-6 and IL-6R mRNA
were analyzed by RT-PCR using freshly isolated LPMC. Results: In both cell
and organ cultures, active UC specimens exhibited significantly higher IL-6
activity (cell culture: 504 ± 133 pg/mI, organ culture: 2,864 ± 350 pg/mI/10
mg tissue) than inactive UC (cell culture: 93 ± 13 pg/mI, 558 ± 102 pg/mI/10
mg tissue) and control specimens (cell culture: 62 ± 10 pg/mI, organ culture:
438 + 55 pg/mI/10 mg tissue). Furthermore, active UC specimens showed

significantly higher slL-6R activity (organ culture: 194 ± 28 pg/ml/10 mg tis-
sue) than inactive UC (13 ± 6 pg/ml/10 mg tissue) and control specimens
(14 + 5 pg/ml/10 mg tissue) and there was a strong correlation (P < 0.01)
between the levels of IL-6 and slL-6R activity. RT-PCR analysis demonstrated
higher expression of the levels of mRNA for IL-6 and IL-6R in active UC spec-
imens. Conclusion: Elevation of local IL-6 and slL-6R activity was observed in
the mucosa with active UC and may be implicated in continuation of mucosal
inflammatory reaction.

1818
Histamine Stimulates Intraluminal Release of Gastric
Thyrotropin-releasing Hormone in Anesthetized Rats

T. Konagaya, H. Yamamoto, Y. Nishio, K. Kusugami 1, H. Nagai, H. Kaneko,
T. Mitsuma 2. 1 First Department of Internal Medicine, Nagoya University
School of Medicine, Nagoya, Japan; 2 Fourth Department of Internal
Medicine, Aichi Medical University, Aichi, Japan

We studied the effects of histamine and its related compounds upon the in-
traluminal release of immunoreactive thyrotropin-releasing hormone (ir-TRH)
and somatostatin (ir-SOM) using the lumen-perfused stomach in anesthetized
rats.

Materials and Methods. Male S/D rats (weighing 250-300 g, fasted for
18 hr) were anesthetized with urethane. Their gastric lumen were perfused
with saline conditioned at pH 5.00 with HCI at a rate of 0.1 mI/min. lr-TRH
and ir-SOM concentrations were measured by radioimmunoassay in the gas-
tric perfusate collected at 10 min intervals. Twenty four rats were divided
into 4 groups; 1) control group, 2) histamine-treated group, 3) ranitidine and
histamine-treated group, 4) ethanolamine and histamine-treated group. The
drug was given intravenously as a single bolus. Results: 1) Intraluminal release
of ir-TRH and ir-SOM were stable during two hours. Basal release of ir-TRH
and ir-SOM were 1.88 ± 0.10 pg/min and 3.60 ± 0.02 pg/min, respectively.
2) Histamine (1 mg/kg) significantly increased ir-TRH release and decreased
ir-SOM release with a reciprocal change for 60 min after administration. 3)
Ranitidine (1 mg/kg), but not ethanolamine (1 mg/kg) significantly blocked the
changes of ir-TRH and ir-SOM induced by histamine, when given at 30 min
before the administration of histamine. Conclusion: These findings suggest
that histamine stimulates ir-TRH release and inhibits ir-SOM release from the
gastric mucosa and these effects of histamine are mediated via H2-receptors.
TRH may be involved in gastric ulcerogenesis in gastric mucosa as well as in
central nervous system.

1819 Hepatitis C Virus Genotypes in Chronic Liver Disease
and Haemodialysis Patients from Saudi Arabia

F.Z. AI-Faleh, S. Huraib, F. Sbeih 1, M. AI-Karawi 2, R.S. AI-Rashed,
I.A. Mofleh, M. Sougiyyah 3, M. Shaheed 3, S. Ramia. King Saud University,
Riyadh, Saudi Arabia; 1 King Fahad National Guard Hospital, Riyadh, Saudi
Arabia, 2Armed Forces Hospital Riyadh, SaudiArabia, Riyadh, Saudi Arabia;
3 Saudi Centre for Organ Transplantation, Riyadh, Saudi Arabia

The genotypes of hepatitis C virus (HCV) were investigated in 28 Saudi pa-
tients (21 males, 7 females; age range 23-68 years; mean 45.0 years) with
histologically proven chronic hepatitis (13 chronic active hepatitis and 15 liver
cirrhosis) and in 32 Saudi patients with chronic renal failure maintained on
haemodialysis (22 males, 10 females; age range 18-60 years; mean 40.0
years) who also had liver disease due to HCV. Among the 28 patients with
chronic liver disease genotype 4 was the predominant one (60.7%), followed
by type 1 b (21.4%), 1 a (14.3%), and 2a (3.6%). The distribution of genotypes
was similar in patients with chronic active hepatitis to those with liver cir-
rhosis. Among the 32 patients with chronic renal failure and maintained on
haemodialysis also genotype 4 was the dominant type (55.0%), followed by
la (25.0%), lb (21.9%), and 2a (3.1%). In all categories studied the preva-
lence of genotypes between males and females was the same. As our pa-
tients were selected from the various regions of Saudi Arabia, we believe that
genotype 4 is the predominant one throughout the whole Kingdom.

11824 A Multicentre Trial of Two-stage Lansoprazole (Lz)
Therapy in Aggressive Gastric Ulcer (GU)

C.J. van Rensburg 1, J.A. Louw2, A.H. Girdwood 2, A.E. Simjee 3,
I.N. Marks 2. Gastroenterology Unit, 1 University of Stellenbosch;
2 University of Cape Town, 3 University of Natal

Aim: To compare efficacy and healing rates of Lz 30 or 60 mg daily before
breakfast, in patients with aggressive gastric ulcers; and to evaluate Lz 30
mg/day as maintenance therapy for the prevention of ulcer relapse in those
healed during the initial phase.

Patients and Methods: 120 patients with aggressive, endoscopically
proven GU Ithose not healed after 2 monthe' treatment with antacids or H2RA
or those relapsing within 1 year of previously documented ulcers) entered a

multicentre, randomized parallel group comparison. Patients received either
30 or 60 mg Lz as acute treatment for 1 or 2 months followed by 4 months'
maintenance therapy (Lz 30 mg/day) in those healed during the acute phase.
The 2 treatment groups were compared by calculating a point estimate and
95% confidence interval (Cl) for the difference between those patients healed
(primary criterion) and those who did not relapse during maintenance (sec-
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ondary criterion). 42 patients were withdrawn or dropped out during the
study; 28 during the acute phase (13 therapeutic failures). There were 22
protocol violators of whom 2 were excluded from the intention-to-treat (ITT)
analysis as 1 did not receive treatment and 1 violated entry criteria.

Results:

Response rates

Treatment phase Lz 30 mg (+ 30 mg) Lz 60 mg (+ 30 mg 95% Cl
follow-up follow-up (%)

1/12 ITT 37/59 (63%) 39/59 (66%) -14 to 21
'MEA 34/49 (69%) 34/49 (69%) -18 to 18

2/12 ITT 49/59 (83%) 48/59 (81%) -12 to 16
MEA 44/49 (90%) 42/49 (86%) -17 to 9

4/12 ITT 40/42 (95%) 36/37 (97%) -6 to 10
Follow-up MEA 40/41 (98%) 36/37 (97%) -7 to 7

'Main efficacy analysis

Conclusion: Lz 30 or 60 mg once daily appears equally effective in healing
aggressive gastric ulcers whilst maintenance therapy with Lz 30 mg/day was
effective for preventing relapse.

1825 Evaluation of Combination Therapy with Transarterial
Chemoembolization and Percutaneous Ethanol
Injection in Advanced Hepatocellular Carcinoma

K. Yamamoto, M. Masuzawa, M. Kato, K. Kurosawa, A. Kaneko, T. Michida,
N. Hayashi, M. Ikeda. Department of Gastroenterology, Osaka National
Hospital, Osaka, Japan

This study aimed to evaluate the therapeutic efficacy of transcatheter arte-
rial chemoembolization (TACE) combined with percutaneous ethanol injec-
tion therapy (PEIT) for advanced hepatocellular carcinoma (HCC).

Methods: Subjects were 80 patients with HCC. Requirements for entry
were (1) a single nodule with diameter exceeding 2 cm, or (2) multiple nod-
ules, and (3) no evidence of extrahepatic metastasis and main portal throm-
bosis. (stage 11, Ill, IV) They were randomly divided into two groups with TACE
alone (40 cases) and TACE-PEIT combined (40 cases). PEIT was performed at
2-4 weeks after TACE. Survival rates, recurrent rates, and prognostic factors
were analyzed.

Results: The clinical features in the two groups were comparable. In TACE-
PEIT combined group, the 1-, 2-, 3-, 4-year survival rate was significantly
higher than that in TACE alone group. In the stage Ill or IV, the survival in
TACE-PEIT was significantly better than that in TACE alone. Moreover, the
recurrent rates in TACE-PEIT tend to be lower than that in TACE alone.

Conclusion: These results suggest the effectiveness of combination ther-
apy with TACE and PEIT for advanced HCC.

1826 Is the Arthritis of Crohn's Disease Due to Intestinal
Disease?

T.H.J. Florin, L.-G. Nilsson, T. Persson. University of Queensland, Dept
Medicine, Mater Hospitals, Brisbane, Australia; Astra Draco AB, Lund,
Sweden

The arthropathy associated with Crohn's disease may reflect one of two
pathogeneses. Intestinal pathology may trigger the arthropaty, or alterna-
tively, the arthropathy and intestinal disease may share a single under-
lying pathological mechanism. Budesonide has extensive first-pass liver
metabolism, which reduces the steroid side-effects and systemic action of
the drug. It is therefore of interest to know whether budesonide, can amelio-
rate Crohn's arthropathy, in the same manner as prednisolone. Multicentre,
double-blinded, prospective clinical trials comparing the therapeutic efficacy
of budesonide controlled ileal release (CIR) capsules 3, 9, 15, mg daily (B3,
B9, B 15), oral prednisolone 40 mg daily tapering (P40) and placebo over 10-12
weeks, provide an opportunity to distinguish between the two pathogeneses.
Therefore, clinical resolution of arthropathy (CRA) and time-to-resolution with
budesonide CIR were investigated in three studies in active Crohn's disease
(CDAI > 200). Adrenal suppression was assessed by am plasma cortisol at 0,
2, 8, 10/12 weeks and short ACTH at 0 and 8 weeks. A total of 291 patients
(48%) had arthralgia or arthritis at inclusion. There was significant adrenal
suppression in the P40 group at all times after 0 weeks compared with all
other groups. CRA occurred in 177 (61 %) patients. CRA in each group was
(n), %: placebo (37), 41%, B3 (36), 44%; B9 (129) 74%; B15 (32), 28%; P40
(57), 72%. Time-to-resolution in P40 and B9 groups was shorter than in all
the other groups (log-rank test, p < 0.001). Conclusion Oral prednisolone 40
mg tapering and budesonide 9 mg daily had similar effect on arthropathy in
Crohn's disease. It is not understood why budesonide 15 mg was not differ-
ent from placebo. The findings are most consistent with the hypothesis that
intestinal Crohn's disease results in increased permeability to exogenous anti-
gen and/or transgresses oral tolerance to initiate arthropathy.

11829 I Localization of C-MET Receptor In Human Fetal and
Adult Digestive Tissues

S. Kermorgant, K. Hormi, F. Walker, M.J.M. Lewin, T. Lehy. INSERM U10,
H6p. Bichat, Paris, France

The scatter/hepatocyte growth factor (HGF) and its receptor, encoded by the

c-met protooncogene, seem to be implicated in mitogenic but also moto-
genic and morphogenic activities. Aim of the study: In order to approach the
possible functional effect of HGF on the mophogenesis of the digestive sys-
tem, the ontogeny and distribution of the c-met protein was investigated in
pancreatic and gastrointestinal tissues of human fetuses and adults.

Methods: 21 human fetuses, from 7-8 to 24 weeks gestational age, were
examined. Tissues specimens from pancreas, esophagus, stomach, small
and large intestine were removed. Fundic, antral, duodenal and colonic mu-
cosal biopsies were also obtained from adults. The appareance of c-met
was examined by immuno-histochemistry and western immunoblotting us-
ing anti-human c-met antibodies directed against either the intracellular or the
extracellular protein domains.

Results: In adults, western blot analysis with an antibody against the C-
terminal tail of the met protein showed the presence of a 145 kDa band in
the fundic, antral and colonic mucosae with a higher level in the latter tissue.
Immunohistochemistry indicated that c-met is expressed in some endocrine
cells of the fundic mucosa. Parietal cells were also sometimes immunoreac-
tive. In fetuses, c-met immuno-staining appeared at about 9 weeks of gesta-
tion in epithelial endocrine cells of the pancreas and intestinal mucosa. Mus-
cular layers were also immunostained by this age. A weaker immunostaining
was noted in some exocrine epithelial cells as age progressed, particularly in
parietal cells and intestinal villi cells.

Conclusions: HGF receptor proteins are present in all digestive tissues in
variable and relatively weak amounts, except in endocrine cells where they
are expressed more evidently. In fetuses, these receptors appeared as soon
as 9 weeks of gestation which suggests a possible role of HGF during devel-
opment.

18301 In Vivo Effect of a Bombesin/Grp Antagonist on the
Growth of Colonic Peritoneal Carcinomatosis In the
Rat

A.B. Gouyon, F. Reyl-Desmars, L. Gres, V. Lebraud, M.J.M. Lewin, T. Lehy.
INSERM U10, H6p. Bichat, Paris, France

Bombesin is able to stimulate colonic tumor growth but its action seems
to depend on cell lines and is sometimes inconstant. The interest for
bombesin/GRP antagonists is currently developing in cancer studies.

Aim: We have looked for an antitumoral effect of BIM26226 (a
bombesin/GRP antagonist) in a model of experimental peritoneal carcino-
matoses from colonic origin.

Methods: Two groups of 10 BDIX rats were ip given 1.106 rat cancerous
colonic cells DHD/K12 at day 0. The first group was treated with BIM26226,
100 gg/kg/day sc administered by osmotic pump. Controls received the sol-
vent in the same way. Treatments began at day 3 and animals were killed at
day 45. Tumor growth, cell proliferation in normal colonic mucosa and tumors
after ip 5BrdU injection and gastrinemia were studied. Bombesin/GRP recep-
tors were detected by [1251]Tyr4-bombesin binding. As SS-14 receptors are
present on the DHD/K12 cell line, the behavior of these receptors was also
analysed by [1251]Tyr11-SS-14 binding.

Results: There was no difference between the 2 groups for peritoneal tu-
mor growth, hepatic metastases and volume of ascite. BIM26226 did not
modify the labeling indices in normal colonic mucosa and tumoral tissue.
However, mean serum gastrin was decreased (p < 0.02) in the BIM26226-
treated groupconsistentwith a physiological effectof this peptide. Bombesin
receptors were found on mucosal and tumoral tissues. They were in equal
amount in the two tumor groups. Interestingly, bombesin receptor number
was higher in the severe than in the minor cancer stages. By contrast, SS-14
binding to tumoral cells indicated a lower number of receptors in the severe
cancer stages. Moreover, there was a clear increase in SS-14 receptor num-
ber in tumors of the BlM26226-treated group as compared with controls.

Conclusions: On this model, 1) BIM26226, which is active in inhibiting cir-
culating gastrin, does not exert an antitumoral effect despite the presence of
specific receptors on tumor cells, 2) the bombesin receptor number increases
with the grading of carcinomatosis, which suggests a role in tumoral agres-
sion for this peptide, 3) BIM26226 seems to modulate somatostatin receptor
expression in tumor cells.

1832 Relation Bewteen Intra-hepatic Replication, Genotypes
of HCV and Recurrent Liver Disease Due to Hepatitis C
Virus After Uver Transplantation

V. Di Martino, F Saurini, C. Feray, D. Samuel, M. Gigou, M. Reynes 1
H. Bismuth. 1 Hepato-Biliary Surgery and Liver Transplant Unit, Pathology,
France; Paul Brousse Hospital, VILLEJUIF 94800 France

A strong relation between genotypes lb and severity of recurrent liver dis-
ease due to HCV has been described after liver transplantation in patients
followed in our instituion. However, the mechanism of such severity remains
unknown.

The aim of this study was to analysed in these patients the relations be-
tween the level of intrahepatic replication of HCV, the severity of liver disease
and the genotypes.

Samples and methods: 70 post-transplant biopsies from 45 patients were
available. Intrahepatic HCV RNA was quantitated by competitive PCR in the
5' non coding part of HCV RNA. Serial dilutions of cDNA were coamplified
with the same amount of competitor and using a common set of primers.
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Quantitation was expressed by unit of competitor per jig of extracted RNA
from liver (Competitor unit = CU).

Results: Distribution of genotypes after LT was the following: type 1 b: 30;
type 1a: 10 type 2a: 5. A significative relation was found between genotype
1 b or level of intra-hepatic replication and the existence of hepatitis on liver
graft (22/30 vs 6/15 (p < 0.05) and 2.3 CU vs 0.8 CU (p < 0.05) but no relation
was evidenced between the level of intrahepatic replication and genotype 1 b
(1.2 CU vs 1.5 CU)

Conclusions: Our results shows that: 1) intrahepatic replication of HCV
could be found in liver graft with normal histology; 2) increased intrahepatic
replication of HCV is related to the existence of hepatitis; 3) That the particular
pathogenicity of type 1 b is not directly related to the intra-hepatic replication
of HCV. These preliminary results suggest that an intrinsec property of HCV
type 1 b is likely involved in the particular pathogenicity of this strain in the
setting of liver transplantation.

Lesions of lleal Mucosa in Pigs Fed Partially
Hydrogenated Dietary Fat: Analysis of Early Changes

Sabine Buhner. Universitats Klinikum Charite, 10117 Berlin, Deutschland

Feeding pigs with partially hydrogenated dietary fats (PHF) results in ultra-
structural lesions of the ileal surface which are similar to those seen in pa-
tients with Crohn's disease. With heat-treated PHF changes are most pro-
nounced. Underlying mechanisms are unclear. In pigs we studied the ef-
fects of short term dietary feeding with heat-treated PHF (55% of total en-
ergy load) on a) the morphology of the ileal epithelial surface (scanning
electron microscopy) b) lipidperoxidation in ileal mucosa (measurement of
malonedialdehyd-thiobarbituric acid complex, MDA-TBA with HPLC), c) the
fatty acid (FA) profile of ileal mucosa (gas chromatography). The feeding pe-
riods were 1, 2, 3 and 4 weeks, respectively (n = 4 pigs for each period). Pig
food served as control diet. Results: 1) Compared to controls pathological
changes of the surface relief, villous shape and goblet cell structure occurred
during week 2. 2) MDA-TBA was not different between control and fat diet
during week 1. It then increased in a linear fashion with the fat diet only.
3) FA profile of ileal mucosa already changed during week 1. It was mainly
characterized by a) a rapid increase of the percentage of arachidonic acid
(20:4), which normalized during further diet, and b) a high percentage of trans-
FA which increased for a second time during week 2. Conclusion: Changes
of FA profile are the primary step in the mechanism of mucosal lesions by
dietary heat-treated PHF. Simultaneously to the ileal lesions lipidperoxida-
tion increased and might become a dominant factor in the further develop-
ment.

Supported by the Deutsche Forschungsgemeinschaft grant NA 184/1-2

Investigating the 'Glucose Paradox' with Uniformly
Labeled Substrates and Mass Isotopomer Analysis: A
Novel Stable Isotope Approach to the Assessment of
the Indirect Pathway of Glycogen Synthesis in Vivo

H.K. Berthold 1, L.J. Wykes, F. Jahoor, PD. Klein, PJ. Reeds. USDA/ARS
Children's Nutrition Research Center, Department of Pediatrics, Baylor
College of Medicine, Houston, Texas; 1 Present address: Department of
Clinical Pharmacology, University of Bonn, Germany

Glucose absorbed from the diet and presented to the liver in the hepatic portal
venous blood is rapidly phosphorylated and incorporated into hepatic glyco-
gen. However, a considerable body of evidence, mostly based on in vitro
work and on the use of radioisotopes, suggests that a substantial proportion
of glycogen is derived from the hepatic metabolism of 3-C metabolites de-
rived from glucose metabolized by extra-hepatic tissues (termed the 'glucose
paradox'). The magnitude of this process is unclear and method-dependent
A novel stable isotope methodology using biosynthetically derived uniformly
13C-labeled substrates can be used in parallel as a non-recycling tracer of
glucose and to quantify synthesis processes in pathways of intermediary
metabolism by incorporation of 13C.
We have grown the photoautotrophic microorganism Spirulina platensis

in an atmosphere of pure 13C02 and given the uniformly labeled biomass
by oral route to adult volunteers. The isotopomer enrichment in glucose and
in intermediary metabolites was determined by gas chromatography-mass
spectrometry, followed by mass isotopomer distribution analysis.

The normalized glucose isotopomer ratios were 0.87, 0.79 and 0.16 for
[M + 1]/M + 3],1 M + 2]I/M + 3] and [M + 31/[M + 6], respectively. [M +
6] indicates the glucose entry rate and the [M + 3]/fM + 6] ratio the propor-

tion entering via the Cori cycle, although underestimating this route. Dilution
at the oxaloacetate pool is indicated by the [M + 21/[M + 3] ratio. The vari-
ables of the oxaloacetate metabolism (A) distribution of [M + 3] between
positional isotopomers, (R) proportion metabolized to citrate and (Y) flux of
pyruvate carboxylase relative to net oxaloacetate flux were calculated as 0.76,
0.59 and 0.69, respectively. Thus, 30 to 50% of hepatic glucose output were
derived via the Cori cycle. The 13C-mass isotopomer distributions of alanine,
aspartate and glutamate isolated from VLDL apolipoprotein B-100 were used
to infer the isotopomer distributions in hepatic pyruvate, oxaloacetate and
ca-ketoglutarate. Based on these data it could be calculated that 25% of a-

ketoglutarate is metabolized via the Krebs cycle in the liver and 55% of hep-
atic glucose output derives from pyruvate metabolism.
We conclude from comparison with data from the literature that the

method can be used to estimate the degree of label equilibration in oxaloac-
etate and to quantify the contribution of gluconeogenesis to glucose entry.

1836 HCV Type 1b has a More Pathogenic Course After
11834 Evidence for the Role of PBMC in the Infection of Liver Liver Transplantation

urald anau "u utioun ur nrpauuuos vaianis muzrn Live
Transplantation

J. Jiang, C. F6ray, A. Brind 1, M. Gigou, C. Brechot 1, D. Kremsdorf 1,

H. Bismuth. Hepato-Biliary Surgery and Liver Transplant Unit, Paul Brousse
Hospital, INSERM U-370 Necker, Paris, France; Hepato-Biliary Surgery and
Liver Transplant Unit, Paul Brousse Hospital, Villejuif 94800, Paris, France

Based on the detection of HBV DNA in peripheral blood mononuclear cells
(PBMC), it has been suggested that PNMC might be involved in infection
of the liver graft and selection of HBV variants. To adress this issue we have
undertaken a detailed comparison of HBV sequences in two selected patients
with reappearance of HBsAG and HBV DNA after transplantation.

Methods. PreS/S and PreC/C regions were amplified by PCR in serum,
PBMC and liver of pre- and post-transplantation samples. HBV sequences
from four to nine clones were determined and compared.

Results. From the preC/C and PreS/S sequence analysis the main modifi-
cations found in both patients in pre- and post-transplanted samples were,
in addition to point mutations: 1) A deletion or an insertion of one nucleotide
at position 1849 in the preC region. 2) Major modification in the PreS2 do-
main corresponding to deletions of three to 21 base paires. This included
modifications of the PreS2 start codon. 3) In one patient identification of two
mutations in the determinant (aa120 Pro to Gly; aa 144 Asp to Gly) of the S
region before and after transplantation. Analysis of the different cell compar-
timents before and after liver transplantation showed: 1) Identification of HBV
molecules with different sequences in serum, PBMC and liver. 2) For one pa-
tient the major HBV DNA molecule found in the PBMC before transplantation
with mutations in the a determinant was not detected in the liver and serum

samples. In contrast, after liver transplantation this form was the major one
identified in both serum liver and PBMC.

Conclusions. Our results 1) provide direct evidence for the role of PBMC
in infection of liver graft, 2) Strongly support the hypothesis that infection
of PBMC might lead to selection of HBV variants which escape to immune
therapy, 3) Shows evidence for reinfection of the liver despiste abnormal en-

velope proteins expression.

C. F6ray 1, M. Gigou 1, D. Samuel 1, H. Okamoto 2, M. Reynes 3,
S. Mishiro2, 0. Br6chot4, H. Bismuthl1 1 Hepato-BiliarySurgeryand Liver
Transplant Unit, 3 Pathology; 4 Paul Brouse Hospital, Villejuif, INSERM U-370,
Paris, France; 2 Jinchi medical school, Japan

Several genotypes of hepatitis C virus (HCV) have been identified by phylo-
genetic analysis, but their clinical relevance remains elusive. Liver transplan-
tation for HCV-related cirrhosis offers a unique opportunity for prospective
studies of this issue.

Methods: 60 anti-HCV positive liver recipients with a precise virological
and histological following were included. HCV genotype was determined
both with type specific capsid primers and with the line probe genotyping
assay (InnoLipa).

Results: HCV genotype lb was the predominant type pretransplant
(40/60); after LT, these patients developed acute and chronic active hepati-
tis more frequently than those infected by other genotypes (31/40 and 24/40
vs 8/20 and 4/20). Actuarial rates of acute hepatitis and chronic active hep-
atitis were 77% and 59%, respectively, 3 years after LT in patients infected
by type 1 b, and 40% (p = 0.008) and 22% (p = 0.004) in those infected by
other types. There was no statistical relation between the level of HCVviremia
and HCV genotypes before and after LT. In contrast after LT, serum HCV RNA
values were significantly increased in patients who developed hepatitis after
LT.

Conclusions: This study provides direct evidence that HCV 1 b is associ-
ated with more aggressive recurrent liver disease than other genotypes.

11837 ILiver Retransplantation and Infection by Hepatitis C
Viruses. (HCV)

C. F6ray, H. Bismuth. Hepato-Biliary Surgery and Liver Transplantion Unit,
Paul Brousse Hospital, Villejuif 94800, France

Post-viral cirrhosis due to HCV are the first indication for liver transplantation
in Western countries. Recurrence of HCV after liver graft is constant and could
account for long-term failure of liver graft. In order to appreciate 1) the role
of HCV in case of retransplantation and 2) the prognosis of retransplanted
patients with HCV infection, we retrospectively studied all cases of first re-
transplantation performed in our center.

Patients/Methods. From December 84 until October 94, 119 patients were
retransplanted in our center with a mean of 465 days after first LT (2 days to 8
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years). They were followed at least monthly. Serological status for HCV was
retrospectivelly done through second generation test in all patients before
first LT. HCV RNA and HBV DNA were detected through PCR and hybridization
capture system (Murex) in all patient before and after LT and reLT. Indications
for retransplantation was corrected after examination of explanted liver graft.

Results. Cause of retransplantation was chronic rejection in 44 pts, PNF in
24 pts, chronic hepatitis(with cirrhosis or severe fibrosis) in 18. arterial throm-
bosis in 11, intractable acute rejection in 10 and other rare causes in 13 pts.
HCV and HBV were detected in 10 and 7 of the 17 cases of chronic hepatitis,
in 15 and none of the cases of chronic rejection (p <0.001). One-year survival
after reLT was of similar in patients retransplanted with or without infection
by HCV (50% at two years).

1838 Effects of Serine and Cystelne Proteinase Inhibitors on
Tumor: Cell Invasion In Vitro

K. Bjornland 1, L. Buo 1, I. Kjonniksen 2, 0. Fodstad 2, H.T. Johansen3,
A.O. Aasen 1. 1 Institute for Surgical Research, National Hospital, Oslo,
Norway; 2 Department of Pharmacology, Institute of Pharmacy, University of
Oslo, 3 Institute for Cancer Research, The Norwegian Radium Hospital

In order to invade normal tissues and metastasize, cancer cells have to de-
grade basement membranes. As proteinases are believed to be essential in
this process, we have studied the effects of the proteinase inhibitors E 64,
leupeptin and plasminogen activator inhibitor 1(PAI-1), as well as antibodies
against tissue plasminogen activator(tPA) on tumor cell invasion in vitro.

Materialand methods. Human malignant melanoma cells (LOX) were stud-
ied in an in vitro system using transwell chambers. Each filter was coated with
the solubilized tissue basement membrane Matrigel. LOX cells were added
to the upper chambers. After 72 h incubation cells on the lower part of the
membrane were stained and counted. For studying possible effects on in-
vasion non-toxic concentrations of E-64, leupeptin, PAI-1 and anti-tPA were
added to the upper chambers prior to adding the cell suspension. Effects of
the serine proteinases tPA and uPA on LOX cell invasion were studied in a
similar way.

Results. Leupeptin, a serin and cysteine proteinase inhibitor, influenced
LOX cells' ability to cross Matrigel coated filters and caused a 30% reduc-
tion of invasion for the highest concentration used. PAI-1 also reduced LOX
cell invasion by 20%. Anti-tPA caused a 20% lower invasion compared with
untreated cells when the highest non-toxic concentrations were used. The
cysteine proteinase inhibitor E-64 caused a 30% reduction of invasion. tPA
and uPA increased LOX cell invasion by 50%.

Conclusion. Our results indicate that both serine and cysteine proteinases
are involved in the degradation of basement membranes and thus contribute
to the invasion of malignant melanoma cells in vitro.

1839 Endotoxin-Induced Hypertriglyceridemia in
Gram-Negative Sepsis: Evidence for a
Post-Transcriptional Mechanism of the Suppression of
Lipoprotein Upase

1. Gouni-Berthold 1, K. Oka, L. Chan. Departments of Cell Biology and
Medicine, Baylor College of Medicine, Houston, Texas,' Department of
Internal Medicine, Hippokration Hospital, Aristotle University, Thessaloniki,
Greece

Gram-negative sepsis as a complication of various GI-tract infections is fre-
quently accompanied by hypertriglyceridemia, which is thought to be medi-
ated by endotoxins. Previous studies in rats have demonstrated that endo-
toxin/lipopolysaccharide administration causes a decrease in adipose tissue
and heart lipoprotein lipase (LPL) activities, leading to hypertriglyceridemia.
To examine the mechanisms for this effect of endotoxin, we studied the ef-
fects of endotoxin administration on LPL mRNA, LPL synthetic rates and LPL
activity in rat adipose tissue and heart.

LPL activity was assayed in fresh tissue by incubation with tritiated tri-
acylglycerol under standardized conditions and expressed as jimol of free
fatty acids released per mg of protein/h. LPL mRNA was extracted using
the guanidium-phenol-chloroform method and quantitated spectrophotomet-
rically. Slot-blot analysis was performed using a complementary mouse cDNA
labeled with [32PJdCTP Prehybridization, hybridization and post-hybridization
washes were carded out as per the Zeta-Probe protocol. Autoradiograms
were evaluated using a computerized densitometer. Fast protein liquid chro-
matography(FPLC) was used to separate lipoproteins in serum. LPL synthetic
rates were measured by immunoprecipitation of lysates prepared from pulse-
labeled adipose tissue using a goat polyclonal antibody raised against puri-
fied rat adipose tissue LPL. Quantitation was performed by L-[35Sjmethionine
incorporation into total protein after SDS-PAGE separation and immunopre-
cipitation.

Endotoxin treatment (i.p., 3 mg/lkg body weight or higher doses) produced
a pronounced increase in serum triglycerides associated with a 65% de-
crease in adipose tissue and heart LPL activities within 7 h. The increase in
triglyceride was all in the very low density lipoprotein (VLDL) fraction which
was accompanied by a concomitant decrease in high density lipoprotein
(HDL). In contrast, there was no change in adipose tissue or heart LPL mRNA
up to 24 h after treatment and no change in adipose tissue LPL synthetic rate.
Plasma insulin levels remained unchanged.

The results indicate that endotoxin-induced hypertriglyceridemia in rats
can be attributed to an impaired triglyceride clearance associated with a de-
crease of LPL activity mediated at a post-transcriptional level.

118401 Effects of Endogenous Endotoxin and IL-1 on Liver
Cell Proliferation, Upid Accumulation and Function
After Uver Resectionin the Rat

M.A. Boermeester1,3,I.H. Straatsburg2, A.PJ. Houdijk1, W.M. Frederiks2,
C. Meyer1, R.I.C. Wesdorp1, C.J.F. van Noorden2, PA.M. van Leeuwen1.
1 Dept. of Surgery, 2 Dept. of Cell Biology and Histology, Academic Medical
Center, Amsterdam, 3 Dept. of Surgery, Free University Hospital, Amsterdam,
The Netherlands

During the early phase after partial hepatectomy, liver function depends on
an adequate functioning of the remnant liver until regeneration has restored
its capacity. We investigated in a rat model whether local hepatic inflamma-
tory responses were related to endotoxin and whether interleukin-1 was an
important mediator in this respect. Secondly, we evaluated the relation be-
tween this inflammatory response and liver cell proliferation and function.

Wistar rats received a two-third partial hepatectomy (phx), and a continu-
ous infusion of saline (phx-con, n = 8), N-terminal bactericidal/permeability-
increasing protein (rBPI23) (phx-bpi, n = 8) or interleukin-1 receptor antagonist
(phx-lL1 ra, n = 7). Sham operated rats infused with saline were used for com-
parison (n = 8). At 24 hours, blood was drawn for biochemical analysis, and
rats were sacrificed to remove the remnant liver for histological and immuno-
histochemical studies. Liver cell proliferation was assessed by staining with
proliferating cell nuclear antigen (PCNA).

Following partial hepatectomy, an influx of mononuclear phagocytes and
neutrophils was found in the liver, as well as a clear lipid accumulation. In
phx animals treated with rBPI23, an endotoxin-neutralizing protein, or IL-1 ra,
an inhibitor of IL-1 activity, a clearly reduced influx of newly recruted cells
was observed. Only phx-bpi rats showed a significantly reduced lipid accu-
mulation (p <0.05). During both treatments a significant increase in liver cell
proliferation was found compared to phx-con rats (both p <0.01 vs phx-con).
Together with these changes, rBPI23 and IL-1 ra treated phx animals had lower
serum transaminase and ammonia levels (p <0.05 vs phx-con).

In conclusion, endotoxin induces a significant inflammatory response in
the remnant liver following partial hepatectomy, which is at least partly medi-
ated by IL-1. Our results suggest that this local hepatic inflammation inhibits
liver cell proliferation and promotes liver dysfunction.

1 Course of Recurrent and Acquired Hepatitis C Virus
Infection in Uver Transplant Recipients

G. Dijkstra 1, E.B. Haagsma 1, H.T.M. Cuypers2, P Schroder3, F. Dijkman 1,
A.S.H. Gouw1, M.J.H. Slooff 1, PL.M. Jansen 1. 1 Liver Transplant Group,
Groningen, Netherlands; 2 CLB, Amsterdam; 3 Regional Public Health
Laboratory, Groningen, Netherlands
Purpose: The long-term consequences of recurrent and acquired Hepatitis C
virus (HCV) infection after livertransplantation (LT) have to be established. We
investigated the clinical course of patients who were anti-HCV positive before
and/or after LT. Methods: In these patients we studied viral parameters (i.e
HCV genotype, anti-HCV (EIA (abbott) & RIBA 3 (ortho)), HCV-RNA (qualitative
and quantitative), livertests and liverhistology. HCV infection was defined as
the combination of both anti-HCV (EIA & RIBA) and HCV-RNA positivity. Re-
sults: Recurrence of HCV infection was seen in all patients with preexisting
HCV infection. These patients were 4 males, age 52-61 yrs, follow up 1, 2,
5, 11 yrs. HCV genotypes were type 1 b (2 pts), 1 a and 2. HCV-RNA increased
from median 0.04 (0.01-3.43) 10 copies/ml before LT to 0.37 (0.05-15.47)
105 copies/ml after LT. Transaminases most often were slightly raised. Liver
function was always normal. Most follow up biopsies showed signs of mild
chronic hepatitis. One patient with biliary problems developed fibrosis in the
second year. Extensive fibrosis, but no cirrhosis was seen in the one patient
with a follow up of 11 yrs. De novo HCV infection was found in 1 male pa-
tient and 4 female patients, median age 37 yrs (24-50 yrs), follow up 3, 3,
3, 3, 7 yrs. All patients were transplanted before March 1991. HCV infection
occurred within 3 months as judged by HCV-RNA levels; anti-HCV became
positive a few months later. During follow up HCV-RNA levels were median
2.71 (0.13-13.10) 105 copies/ml; the genotype was lb in all patients. One
organ donor appeared to be anti-HCV positive. Two patients had a sudden
rise of liver tests 2 and 5 month after LT. During long-term follow up livertest
were moderately raised in all patients. Histologically most biopsies showed
mild to moderate chronic hepatitis with development of fibrosis after 2-3 yrs.
The one patient with a follow up of 7 yrs developed cirrhosis after 5 yrs. Con-
clusion: Recurrent or denovo HCV infection occurred within 3 months after
LT. Mainly genotype lb was present. Recurrence rate was 100%. HCV-RNA
levels after LT seemed higher than in patients without immunosuppression.
Histologically, mild chronic hepatitis was found in most patients with devel-
opment of fibrosis after 2-5 yrs. Long-term outcome in terms of cirrhosis
remains to be established.
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Two Methods of Screening for Colo-rectal Neoplasia:
Comparison of Efficacy and Cost

R. Braegelmann2, U. Armbrecht1, B. Manus1, R.W. Stockbruegger2.
1 Marbachtalklinik, Bad Kissingen, D; 2 Dept. of Gastroenterology, University
Hospital, Maastricht, NL

Mortality in colorectal cancer (CRC) can be reduced by screening of asymp-

tomatic individuals and by removal of colorectal adenomata (CRA). It is still
under debate which screening method should be used. We compared faecal
occult blood testing (FOBT) and subsequent endoscopy of test-positives with
sigmoidoscopy only of asymptomatic persons between 50 and 60 years of
age.Method: Between 1/1988 and 9/1990 a FOBT was offered to all-symp-
tomatic and asymptomatic - 6560 inpatients of a clinical revalidation center,
and lower/upper GI-endoscopy was suggested to test-positives (Study I). In
the latter half of this period 1166 persons without bowel symptoms aged 50
to 60 years were invited to a screening sigmoidoscopy (Study II). Results: In
Study 1 95% of the patients (n = 6234) returned a complete FOBT, which was

positive in 186(2.98%).126/186 patients (68%) accepted further investigation
with a total of 78 sigmoidoscopies, 78 colonoscopies and 47 gastroscopies.
Six patients with malignancy (1 gastric, 1 rectal and 4 colonic; all in a cur-

able stage) and 33 patients with CRA were identified (the latter removed by
snare excision). In Study II 658/1166 asymptomatic inpatients accepted the
screening sigmoidoscopy (56%). Rectosigmoid adenomata were identified
in 153 (23%). 116 of these underwent an additional colonoscopy disclosing
proximal adenomata in 39 patients (33.6%). One rectal cancer was identified.
The cost of identifying (and treating) one CRA bearer in Study was $ 1.877
and in study 11 $ 433 (assuming: FOBT = $ 3.33; sigmoidoscopy = $ 100;
colonoscopy = $ 200; gastroscopy = $ 166). In Study I, the cost of identi-
fying one patient with cancer would have been $ 10.323, if the cost of the
identifying CRA bearers would have been neglected, and $ 7942, if the cost
would have been set to $ 433 as in Study II.

Summary/Conclusions: Screening for CRN was well accepted in the
health-oriented environment of a revalidation center. The cost of identifying
and treating a CRA bearer with screening sigmoidoscopy was less than a

quarter of that using preselection with the FOBT. With FOBT a higher propor-

tion of potentially curable cancer was found. For the discovery of CRA, mass-

screening with sigmoidoscopy of persons above the age of 50 years can be
advised. For the detection of both CRA and CRC, screening with FOBT and
subsequent endoscopy is an acceptable and cost-effective method.

1845 Transanal-endoscopic Micro-surgery (TEM) of
Adenoma and Early Carcinoma of the Rectum

J. Sontheimer, A. Furtwangler, A. lmdahl, R. Salm, E.H. Farthmann. Chir
Univ.-Klinik Freiburg, Hugstetter Str. 55, 79106 Freiburg
Within the past 4 years 59 patients (mean age 63.6 years) with adenomas and
early stages of carcinomas of the rectum were treated locally with transanal
endoscopic microsurgery (TEM). To exclude infiltrative tumorgrowth before
TEM an endosonographic staging of every rectal lesions was performed. His-

tologically 42 adenomas, 11 Ti-carcinomas and 6 T2-carcinomas were re-

sected. In two cases with T2/G2-carcinomas we had to perform a anterior
resection. The square area of the wall resected measured 3-56 cm2.

In the mean follow up-period of 16.9 months (range 3-48 months) the pa-

tients underwent a colonoscopy, endosonography and manometry. We found
local recurrence of two adenomas, no recurrent carcinoma. There were no

early or late postoperative complications.

Primary Definitive Surgery in Perforated Peptic Ulcer:
Is It Necessary?

S.Y.G. Peeters, J.W.M. Greve, A.H.M. Froon, PB. Soeters. Department of
Surgery, Academic Hospital Maastricht, The Netherlands

Viewed in the light of today's medical treatment of peptic ulcer disease, the
question arises if in the treatment of perforated peptic ulcer primary defini-
tive treatment is still justified. This study is focused on the possibility that
with less aggressive treatment by simple closure (in combination with drug
treatment), the patient can be adequately treated. In order to test this hy-
pothesis surgical treatment of perforated peptic ulcer in this hospital was

studied retrospectively from 1983 till 1993. The objectives of the study were

short and long term results with regard to type of surgical treatment. In total
133 patient files with the diagnosis perforated peptic ulcer were available for
evaluation. In 4 of these the diagnosis was made at autopsy, in 5 a sealed
perforation was treated conservatively and 14 had a perforated gastric ulcer.
Thus 110 patients remained with a true perforated peptic ulcer (located in the
duodenum, pyloric channel or pre-pyloric area).

In total 74 patients were treated with simple closure with or without omen-
tal patch. Eleven patients died due to a concomitant illness or complications
of the perforation. One patient was lost to follow up. Five patients were reop-

erated on for postoperative complications, and 1 for a malignancy. Of the re-

maining 61 patients available for long term follow up 20 returned for recurrent

ulcer disease, all but 2 were treated medically. These 2 had a recurrent duo-
denal ulcer at autopsy of which 1 patient had died due to complications and
1 had no prior clinical symptoms. Simple closure in combination with highly
selective vagotomy (HSV) was performed in 21 patients. One was lost to fol-
low up. One patient was reoperated for a postoperative complication. Seven

patients were treated for recurrent ulcer disease of which 2 required reopera-
tion and 5 were treated medically. Of a final group of 15 patients, 12 received
a vagotomy with pyloroplasty, 2 a pyloroplasty and 1 an abscess drainage.
One patient was reoperated for a postoperative complication, 2 died due to
complications of the perforation, 1 due to complications of the operation and
1 was lost to follow up. Two patients returned for recurrent ulcer disease,
both were treated medically. In total 29 out of 92 patients (32%) available for
long term follow up had recurrent ulcer disease, of which 20 out of 61 of the
simple closure group (33%) and 7 out of 19 of the HSV group (35%). More-
over, in 16 patients preoperatively judged to need a HSV, but finally treated
with simple closure, only 4 patients (25%) were medically treated for recur-
rent ulcer disease.

In conclusion, definitive treatment for perforated peptic ulcer has no ad-
vantages above simple closure. Treatment should thus be focused on simple
closure of the perforation with or without an omental patch.

184 I Y-Chromosome Loss, Aneuploidy and P53 as
Prognostic Markers in Barrett's Oesophagus

K.K. Krishnadath, R. Teijgeman, H.W. Tilanus, M. van Blankenstein,
A.H. Mulder, F.T. Bosman, H. van Dekken. The Oesophageal Tumour Study
Group, Erasmus University Rotterdam, NL

In this study we investigated biological parameters during the advancing neo-
plastic stages in Barrett's oesophagus.

Aberrations for chromosomes Y (males) or X (females) were studied by ap-
plying non-isotopic in situ hybridization (ISH), with specific centromeric DNA
probes to 4 ,tm paraffin section of 73 Barrett's oesophagus patients (48 male,
25 female) with lesions ranging from intestinal metaplasia with no dysplasia
to invasive oesophageal adenocarcinoma. Aneuploidy (hyperdiploidy) was es-
timated by ISH with a chromosome #1 centromeric DNA probe. Proliferation
rate, by Ki-67 antigen expression, and aberrant p53 protein were assessed by
immunohistochemistry.

In male cases Y-chromosome loss was found in 9% (n = 11) of Barrett's
oesophagus cases without dysplasia, in 38% (n = 16) with indef/low grade
dysplasia, in 100% (n = 5) of cases with high grade dysplasia and in 88% (n =

16) of the adenocarcinomas. In male and female cases, aneuploidy was found
in 17% (n = 18) of non dysplastic, in 40% n= 25) of indef/low dysplastic, in
91% (n = 7) of the highly dysplastic and in 89% (n = 23) of the adenocarci-
nomas. In these subsequently groups p53 protein expression was present in
6, 35, 85 and 70% of cases.

Y-loss, aneuploidy and p53 protein expression correlated significantly with
the advancing neoplastic stages in Barrett's oesophagus (p < 0.01, Trend
test), and as such have prognostic value in barrett's oesophagus patients.
In contrast, proliferative activity was increased in simple metaplasia and all
neoplastic stages of Barrett's oesophagus, and is therefore considered an
early event during carcinogenesis in Barrett's oesophagus.

118511 Deceased E-Cadherin Expression is Associated with
Poor Prognosis in Patients with Barrett's
Adenocarcinomas

K.K. Krishnadath, H.W. Tilanus, M. van Blankenstein, F.T. Bosman. The
Oesophageal Tumour Study Group, Erasmus University Rotterdam, NL

Decreased levels of expression of the cell-cell adhesion molecule E-Cadherin
is associated with loss of differentiation in a number of carcinomas. How-
ever, E-Cadherin expression in relation to invasiveness and metastatic ability
in these cancers is largely undetermined. To determine the prognostic sig-
nificance of aberrant E-Cadherin expression in Barrett's adenocarcinomas,
archival specimens were evaluated immunohistochemically for E-Cadherin
expression. The results were related to histological grade, tumour stage,
presence of metastasis and survival.

Immunohistochemistry with an E-Cadherin specific monoclonal antibody
(5H9) was applied to paraffin embedded formalin fixed tissue sections. E-
Cadherin expression was scored in 84 different turnout areas with varying
degrees of differentiation (G1-G3) of 39 oesophageal resection specimens
containing Barrett's adenocarcinomas. Three main patterns were found: nor-
mal E-Cadherin expression (<10% negative cells), heterogenous expression
(10 to 90% negative cells) and turnout areas without E-Cadherin expression
(>90% negative cells). A significant correlation was found between loss of
E-cadherin expression and tumour grade (Spearman Rank corr coef 0.85, p
< 0.001). Also significant correlations were found between E-cadherin ex-
pression and metastasis (Fisher exact test p < 0.001) and five year survival
(Logrank test, p < 0.05). These results suggest that E-Cadherin expression
can serve to estimate the extent of disease in patient with Barrett's adeno-
carcinomas and as such may lead more efficient treatment of these patients.

11852 The Influence of Colonic Involvement on the
Postoperative Surgical Recurrence After lleocolonic
Resection for Crohn's Disease

E. de Jong 1, J.FM. Slors 1 G.N.J. Tijtgat2, D.J. Gouma 1 1 Department of
Surgery Academic Medical Center, Amsterdam; 2 Department of
Gastroenterology, Academic Medical Center, Amsterdam
Follow-up after ileocolonic resection for Crohn's disease is characterized by
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a high incidence of recurrence at the anastomotic site and subsequent re-
operative surgery. It is still not known which factors contribute to that high
incidence of recurrence, but in literature it is suggested that concomitant
colitis could aggravate the course of Crohn's disease. Therefore a cohort of
60 patients, who underwent in the period from 1982 to 1987 an ileocolonic
resection, was studied prospectively, to evaluate the influence of concomi-
tant Crohn's colitis. All patients underwent endoscopy of the anastomotic site
within 11 months postoperatively. Based on histological investigation of the
resected colon, patients were divided into those who answered the micro-
scopic criteria of Crohn's disease and those who did not. Colonic involvement
of Crohn's disease was present in 21 out of 60 patients (35%). In 39 patients
(65%) no signs of Crohn's disease could be detected in the colon. In the
group of patients with colonic involvement ten patients developed an early
endoscopic recurrence (38%). In the group without colonic involvement these
figures were 11 patients (28%) and six patients (15%) respectively. Statisti-
cal analysis (X2 test) revealed a significant difference in surgical recurrence
between both groups (p < 0.05).

Conclusion: Patients who underwent ileocolonic resection for Crohn's dis-
ease, are more at risk for surgical recurrence when the colon is also involved.

1854 Out-Patient Laparoscopy: A Safe, Well-Tolerated and
Effective Diagnostic Procedure in Patients with
Diseases of the Liver and Peritoneum

R. Unal, R.A. de Man, H.R. van Buuren. Internal Medicine 11, Dijkzigt
University Hospital, Rotterdam

Between 1989 and 1994 85 patients (55 male/30 female) had an out-patient
laparoscopy in the diagnostic work-up of their disease. We reviewed all pa-
tient charts to assess the success- and complication rate of the procedure,
and the diagnostic value. In addition, all patients received a questionnaire
to document their experiences, the use of analgesics and complications in
the first week following the procedure. Laparoscopy was performed under
midazolam sedation, fentanyl was used as indicated. After a post-procedure
observation period of 3 hours, the patients were allowed home. The median
age of the patients was 47.5 years (range 21-82 years), 62% had experience
with previous percutaneous biopsies. The diagnosis was viral liver disease
in 57% but most other categories of liver diseases were present. Only 7 pa-
tients had Child-Pugh B liver disease. Indications for the procedure included
macroscopic judgement of the liver or peritoneum (66%), clotting abnormal-
ities (10%), and various other reasons (24%). The procedure was successful
in 84 patients, the view was limited due to adhesions in 5 patients. Adequate
liver biopsies were obtained in 83 patients, peritoneal biopsy was performed
in one patient. The latter showed an until then undiagnosed mesothelioma.
Macroscopic judgement of the liver correlated excellent with the histological
assessment of the biopsies (chi-square, p < 0.001). A previously undiagnosed
hepatocellular carcinoma was diagnosed in one patient. Local complications
of the procedure included an arterial bleeding atthe site of introduction which
needed an additional suture. In three patients (3.5%) the out-patient proce-
dure was converted to a one-night hospital observation because of persis-
tent sedation (n = 1), vaso-vagal collapse (n = 1) and pain (n = 1). These
patients left the hospital the next morning without complaints. A response to
the questionnaire was obtained in 92% (70176) of evaluable patients. Seventy
five percent of the patients had no or mild complaints following the proce-
dure. One third used acetaminophen on the day(s) after the procedure. A local
haematoma at the site of introduction was reported by 1 1 %. Seventy-one per-
cent would again comply with an out-patient procedure; of the patients who
had had a percutaneous biopsy in the past 41 % would prefer a laparoscopy
and 44% were indifferent with either procedure.

In conclusion, laparoscopy performed on an out-patient basis is a feasible
diagnostic procedure. By combined macroscopic and microscopic assess-
ment of the liver and other abdominal organs diagnostic accuracy e.g. in the
diagnosis of cirrhosis can be improved.

18573 Clinical Outcome of Rectopexy In Patients with Rectal
Intussusception

M.O. Boerma, J.W. Briel, W.R. Schouten. Department of General Surgery,
University Hospital Dijkzigt, Rotterdam

Since rectal intussusception (RI) is frequently seen on defaecography in
normal controls (50%), it is questionable whether this abnormality plays a
causative role in obstructed defaecation and faecal incontinence.

Aim of this study was to evaluate the effect of rectopexy on obstructed
defaecation and faecal incontinence in patients with RI. During the time pe-
riod between 1979-1994, 37 patients with faecal incontinence (Group I; M/F:
6/31; median age: 65; range: 24-86) and 27 patients with obstructed defae-
cation (Group Il; M/F: 2/25; median age: 59; range: 24-84) underwent an
abdominal presacral fixation of the rectum (Vicryl sutures). In Group the rec-
topexy was combined with sigmoid resection in 4 patients and in Group II in
8 patients. In Group RI was found in 13 patients, whereas 24 patients pre-
sented with a complete rectal prolapse (CRP). In Group II RI was diagnosed
in 21 patients. Six patients in this group had CRP The median duration of
follow-up was 78 months (range: 10-1 80). Early postoperative complications
(<30 days) were: urinary tract infection (Group I: 3; Group Il: 1), wound ab-
scess (Group I: 4; Group Il: 2), anastomotic leakage (Group Il: 1). Continence
in Group was restored in 5 out of 13 (38%) patients with RI and in 16 out of

24 (67%) patients with CRP The overall success-rate in Group was 57%. Ob-
structed defaecation in Group II resolved in 7 out of 21 (33%) patients with RI
and in 2 out of 6 (33%) patients with CRP The overall success-rate in Group II
was only 33%. The overall success-rate in the entire group of patients with RI
(n = 34) was only 35%. In patients with CRP a recurrent prolapse was found
in 3 patients. In these 3 patients obstructed defaecation still persisted.

Conclusions: 1. For the majority of patients with obstructed defaecation or
faecal incontinence "due to" rectal intussusception a rectopexy is not benefi-
cial. 2. The clinical outcome of rectopexy is only good in patients with faecal
incontinence due to complete rectal prolapse.

1185 I Electron Microscopic and Immunohistochemical
Studies of Small Intestine Mucosa in Children with
Ulcerative Colitis

K. Grzybowska, St. Orkisz, W. Koztowski, I. Planeta-Matecka, H. Bartel,
A. Kulig. Departments of Pediatrics, Pathomorphology, Histology and
Embriology, Military MedicalAcademy, Polish Mother's Memorial Hospital,
L6dZ Poland

The aim of the presented study was to assess the ultrastructure and small
intestine mucosa immunologlobulin levels in children with ulcerative colitis
during its acute phase and remission.

The study population comprised 44 children, aged 4-16 years during acute
phase of ulcerative colitis and 12 others during remission.

Small intestine mucosal biopsies were obtained with Crosby-Kugler cap-
sule placed at Treitz ligament area.

Electron microscopic studies were performed with Philips EM-300 micro-
scope. Immunoglobulins class A, G, M and E were estimated by peroxydase
reaction both in stroma and on the surface of small intestine mucosa.

In acute phase of ulcerative colitis irregulary shaped microvilli and ergasto-
plasm activation features were found. During both, acute phase and remis-
sion, inflammatory infiltration of small intestine stroma mostly consisting of
activated plasmocytes were observed. In acute phase of the disease, plas-
mocytes in stroma were showing intestive reaction to IgA and IgM, which
was much less pronounced on the mucosal surface. During remission, this
intensive reaction in stroma, particularly for IgA was also observed. In conclu-
sion, ulcerative colitis is accompagned with inflammatory changes in small
intestine mucosa, both during acute phase and remission.

11860 Rectal Motor Activity in Patients with Anismus
J.J.A. Auwerda, W.R. Schouten, J.W. Briel, M.O. Boerma. Department of
General Surgery, University Hospital Dijkzigt, Rotterdam

Anismus, (based on either electromyography, proctography or balloon expul-
sion tests) has been considered the principal cause of Obstructive Defecation
(OD). However, it is doubted whether contraction of the puborectal muscle
during straining is indeed paradoxal or not. Furthermore, it is questionable if
other factors play a role in this functional defecation disorder. Aim of our study
was to investigate rectal motor activity in patients with "anismus". Therefore
we performed ambulant anorectal manometry in 13 control subjects (m:f =

7:6, mean age 32-yrs, range 22-51), 12 patients with OD (m:f = 1: 11, mean
age 39-yrs, range 25-56) and 19 patients with Slow Transit Constipation (STC,
m:f = 1:18, mean age 45-yrs, range 19-71). A total of 1 138-hrs of recording
was obtained for analysis. Rectal motor complexes (RMC's) were observed
less frequently in both patient groups (controls: 10.9/24-hrs, OD: 3.8/24-hrs,
STC: 4.9/24-hrs, P < 0.03). The activity index of these RMC's was significantly
reduced in STC-patients (controls: 103 cmH2O.sec, FO: 88 cmH2O.sec, STC:
66 cmH2O.sec). Overall rectal pressure analysis showed that in both pa-
tient groups significantly fewer pressure waves were observed (controls:
14.1/hr, OD: 7.4/hr, STC: 7.0/hr, P < 0.03). However, pressure wave char-
acteristics were similar between the control subjects and the OD-patients.
In STC-patients, the amplitude (controls: 56 cmH20, OD: 55 cmH20, STC:
47 cmH20, P = 0.02) and activity index (controls: 107 cmH2O.sec, OD: 105
cmH2O.sec, STC: 95 cmH2O.sec, P = 0.05) were significantly reduced.

Conclusion: These data suggest that rectal motor activity in patients with
"anismus" is reduced. We therefore believe that the impaired rectal motility
might play a role in the pathophysiology of obstructive defecation.

11866 The Pre-Sl Synthetic Antigen Binding by Lymphocytes
in Different form of HBV Infection

Z. Sutowska 1, H. Tch6rzewski 1.2, D. Dworniak3, K. Zeman 4.
1 Microbiology and Virology Centre, Polish Academy of Sciences, Lodz;
2 Department of Pathophysiology, 3 Infectious Diseases and Gastroentrology,
4 Immunology, Military Medical Academy, Lodz, Poland

Characterisation of the host immune response against HBV is an important
step in monitoring the disease activity or prediction the outcome. Therefore,
a specific T-cell response of patients with different forms of HBV infection to
hepatitis B virus Pre-Sl synthetic antigen was evaluated in vitro.

Pre-Sl antigen containing (20-49) x 4 amino acids common domain for
main HBV subtype was produced using recombinant methods.

The investigations were performed on peripheral blood lymphocytes (PBL)
of convalescents, patients with chronic HBV infection (CHB) and healthy in-
dividuals.
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The previous studies have shown the vigorous T-cell response to Pre-Sl
antigen in convalescent when the T-cells responses of CHB patients were

significantly depressed. Therefore it became desirable to obtain information
on the binding activity of Pre-Sl antigen to T-cells.
We designed a cytometric method for detecting the binding of fluorescein

isothiocyanate labelled Pre-Sl antigen (FITC-Pre-S1) to the PBL.The binding
of FITC- Pre-Sl was determined on resting lymphocytes and on lymphocytes
cultured in vitro for 5 days in the presence of Pre-Sl and PHA. The expression
of CD3, HLA-DR, CD25 (IL2R), CD71 (transferrin receptor, TfR) molecules on

the surface of PBLs was also analysed using flow cytometry.
We found that convalescents PBLs bound FITC-Pre-S1 molecule more vig-

orously than PBLs of other patients. Stimulation of the lymphocytes with Pre-
Si and PHA resulted in an increase the percentage and the fluorescence in-

tensity of the FITC-Pre-S1 binding cells in relation to the unstimalated cultured
and resting cells.

The examination of the cellular binding of FITC-Pre-S1 in blood samples is
currently underway.

1867 Polymerase Chain Reaction for Detection of
Helicobacter pylori in Gastric Biopsy Specimens

Gy. Molar 1, K. Tamassy 2, F. M6graud 3. 1 National Institute of Hygiene,
Budapest, Hungary, 2 Semmelweis Medical University Teaching Hospital,
Budapest, Hungary,' 3 Hopital des Enfants, Bordeaux, France

PCR is a molecular method for detecting slow-growing bacteria. It can be
used as a very sensitive verification technique. Several primers have been
used for Helicobacter pylori DNA amplification. We studied this method in
Bordeaux where the technique was routinely used. In our examinations PCR
was compared with culture. Shortly about for examination: two or three gas-
tric biopsy samples were taken from each patients. The specimen were ho-
mogenised, centrifuged and the pellet was treated with a lysis buffer and
proteinase K. Five microliter from this materia were used for amplification.
The detection method was the electrophoresis. Electrophoresis band were

considered positive at 295 bp. Parallel with PCR we cultured the second
biopsy specimen on selective Wilkins-Chalgreen and chocolate agar. Among
82 biopsy tested 37 were positive by culture and 41 by PCR.

The result was the following: 4 culture negative and PCR positive; 2 cul-
ture positive and PCR negative; all of the others were culture and PCR posi-
tive.

Our conclusion is, that PCR is very useful alternative technique for detec-
tion of Helicobacterpylori infection.

Hepatic Lesions in Children Coeliac Disease

E. Kowalska, K. W,sowska-Kr6likowska, E. Toporowska-Kowalska.
Department of Pediatrics MedicalAcademy of L6di, Poland

The main target of the study was to estimate the hepatocytes function in
children suffering from coeliac disease (CD).

56 children with CD aged 3-15 hospitalized and later treated as outpa-
tients in Pediatric Institute, Medical University of t6d! were considered in

the study. In this group 23 children had CD confirmed by jejunal biopsy (di-
agnosis was made using ESPAGAN criteria) and their diet was not no strictly
gluten-free.

The liver function was estimated by: (1) biochemical tests; (2) serological
markers HBV, HCV infection (3) liver biopsy (some cases).

The biochemical parameters were marked in blood: AIAT, AspAT, GIDH AR
yGT, LAP, 5'NT, LPx, CH E, bilirubin, total and esterified cholesterol cholic acid.

The biochemical investigations demonstrated hepatocellular damage in
14 out of 23 observed children. The following disturbances found most fre-
quently: low esterified cholesterol level and high levels of GIDH, AIAT, AspAT
and cholic acids. In the study 42% children with CD were positive for HBV
infection and 17% for HCV infection. In 8 cases in which the biochemical dis-
turbances were markedly high a liver biopsy wa performed. In cases with no
HBV infection only glycogenic degeneration of nucleus or local congestion
were found in the liver samples. Persistent hepatitis was the most frequent
finding in cases of CD and present HBV, HCV infection.

Conclusions (1) The hepatic injury is common in children coeliac disease
with diet not strictly gluten-free. (2) The results of complex biochemical, sero-

logical and morphological (in some cases) studies emphasize the necessity
for liver function study in children with coeliac disease.

118711 Clinical Features of Hereditary Non-Polyposis
Colorectal Cancer (HNPCC) in Poland

J. Kfadny, D. Bielicki, M. Wielondek, K. Marlicz, J. Lubinski. Medical
Academy, Szczecin, Poland
Purpose of the study: Targeted screening for colorectal carcinoma should

be directed not only to families with definitive HNPCC but also to families
strongly suspected for hereditary predispositions. Recently Ponz de Leon in
the studies of Italian population proved that such families can be identified by
analyses of simple clinical criteria. In order to verify the usefulness of above
criteria in Poland we decided to describe clinical features in families with HN-
PCC and in families strongly suspected for this syndrome on the basis of
criteria created by Ponz de Leon.

Patients: The study population consisted of 373 colorectal carcinoma in-
cluding 33 tumors from 10 families with HNPCC, 51 tumors from 27 families
suspected for HNPCC with 3 or more criteria according to Ponz de Leon and
289 sporadic tumors.

Summary of the results:

A. Clinical characteristic of colorectal tumors

HNPCC Susp. HNPCC Sporadic cancer

Age (yrs) at onset 44.8 46.4 62.3
Sex (M: F) of patients 3:1 2:1 1:1
Right colon location 49% 64.5% 25%

B. Tumor spectrum in families

Cancer site HNPCC-No (%) Susp. HNPCC-No (%)
Colon-rectum 33 (84.6%) 51 (64.6%)
Uterus-ovary 3 (7.6%) 11 (13.9%)
Stomach 1 (2.6%) 5 (6.3%)
Urinary tract 1 (2.6%) 3 (3.8%)
Other sites 1 (2.6%) 9 (11.4%)

Total 39 (100%) 79 (100%)

Conclusion: Clinical features in patients with 3- or more criteria according
to Ponz de Leon are close to those in families with definitive HNPCC.

1872 IvTwo-Week triple Therapy for Eradication of
Helicobacter pylori (Doxycyclin + Metronidazole +
Bismuth) Few Side Effects- Better Compliance-
Good Efficacy

A. Takats, B. Boga, J. Penyige, Z. Ovari, G. Ger6 1, A. Szentmihalyi 2,
Gy. Moln6r2. UjpestiHospital3rd Dept. Int. Med., Budapest, Hungary;
1 Dept. Pathology, Budapest, Hungary; 2 National Health Institute Dept.
Bacteriology, Budapest, Hungary
Currently, eradication of Helicobacter pylori (HP) is recommended with triple
therapy, but the side effects occur in 15-30% and compliance of patients
(PTS) is bad. We gave an account of the eradication of HP by various antibi-
otics in triple therapy - 288 PTS, erad. rate: 66% [54.5-71.5%] (Acta gas-
troenterol belg 1993, 56, 146).

In present poster our aim is to evaluate the efficacy of a two-week
triple therapy (containing Doxycyclin-Chinoin, Klion [metronidazole], Bis-
muth.subsalic. mixed with Almagel [BSS]), in 45 HP positive PTS (17 with pep-
tic ulcer and 28 with chrome antral gastritislulcer was in their case-history).

Method: We tried to use the following drug combination for treatment
(table 1).

Day Drug Dose per day
1-12 doxycyclin 2 x 100 mg
1-10 metronidazole 2 x 250 mg
1-14 BSS mixed Almagel 3 x 300 mg

In ulcer-PTS 300 mglday ranitidin treatment was applied for 6 weeks

Upper GI endoscopy was performed with histological and cultivation ex-
amination prior to and 4 weeks after the therapy. We assessed healing rate of
the peptic ulcer, alteration in the activity of chronic gastritis, and tolerability
of the treatment.

Results: 40 out of 45 PTS completed the trial (the data of the PTS are
shown in the following table: according to age, sex, smoking, current diag-
nosis) (table 2).

Male Female Total

Number of PTS 15 25 40
Average age (years) 52.20 48.96 50.18
Smoker 5 14 19
Peptic ulcer/chronic antral gastritis 619 6119 12128

Five PTS dropped out (2 of them in consequence of side effects/diarrhoea
and abdominal pain/) Complete ulcer healing was confirmed in all (12) ulcer-
PTS. HP was eradicated in 29 out of 40 PTS (72.5%). HP eradication was
achieved in 11 (57.89%) PTS in smoker group and 18 (85.71%) PTS in non-
smoker group. There were significant difference between the two group (p
< 0.05). The activity of chronic gastritis significantly decreased in HP eradi-
cated group (in four-degree-scale from 2.483 to 0.414 and in 23179.3%1 the
inflammatory signs disappeared), whereas in HP no-eradicated group the ac-
tivity not significantly decreased (from 2.545 to 2.091). The drug regimen was
very well tolerated (only in 2 cases (5%) there were side effects: nausea and
constipation).

Conclusion: The two-week triple therapy (cont. full dose doxycyclin) was
as effective to eradicate HP as the other triple therapies (72.5% vs 60-90%)
the short duration and few side effects ensures the compliance of the PTS.
The difference of the rate of eradication is significant between non-smoker
and smoker groups (85.71 % vs. 57.89%).
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Actions of Galanin and Its Antagonists M15, M35 and
C7 on Exocrine Pancreatic Secretion and Jejunal
Muscle Contractions

I. Kisfalvi Jr., T. Bartfai 1, U. Langel 1, E.S. Vizi, G. Varga. Institute of
Experimental Medicine, Hung. Acad. Sci., Budapest, Hungary, 1 Dept.
Neurochem, Neurotoxicol., Stockholm Univ., Stockholm, Sweden

Galanin, a recently described neuropeptide, has a wide range of biolog-
ical actions. Extensive work led to the discovery of selective galanin re-

ceptor antagonists such as M15 (galanin1__12-Pro-substance-P5s_11), M35
(galanin1__12-Pro-bradykinin2__9-amide) and C7 (galanin1__12-Pro-spantide-
amide). These antagonists have blocked the actions of galanin on flexor re-
flex, glucose-induced insulin secretion, and acetylcholine release from hip-
pocampus. The present study was designed to investigate whether M15,
M35 and C7 can affect galanin-induced inhibition of pancreatic enzyme se-
cretion and stimulation of jejunal smooth muscle contractions, in rats. Pan-
creatic enzyme secretion was studied in urethane anesthetized rats supplied
with jugular vein catheter and pancreatic cannula. Jejunal muscle strips were
isolated from rats and set up in organ baths filled with modified Krebs solu-
tion. Isometric contractions were recorded.

Amylase secretion evoked by submaximal CCK-8 stimulation (0.5 nmol/kg-
h) was inhibited dose-dependently by galanin (ID50 = 1.5 + 0.4 nmol/kg-h) in
anesthetized rats. Galanin stimulated the contractions of isolated rat jejunal
strips (EC50 = 45 ± 7 nM). Surprisingly, neither M15, M35 nor C7 (up to 9
nmol/kg-h in vivo, and up to 100 nM n vitro) were able to modify responses
of the exocrine pancreas and the isolated jejunal smooth muscle to galanin.
However, both putative galanin receptor antagonists have shown some de-
gree of agonistic effects in our experimental models.

Our data suggest that the effects of galanin on pancreatic enzyme secre-
tion and jejunal contractions are not mediated by M15, M35 or C7 sensitive
galanin receptors. Therefore, the existence of more than one galanin receptor
subclass is suggested.

A Family History of Malignancy and its Relationship
with the Course of Gastric Cancer. A Prospective
Study

T. Starzyniska, B. Wojnarska, H. Jaroszewicz-Heigelmann, H. Rulkowska 1,

K. Marlicz. Department of Gastroenterology, Medical Pomeranian Academy,
Szczecin, Poland; 1 Department of Informatics and Biocybernetics, Medical
Pomeranian Academy, Szczecin, Poland

The purpose of the study was to investigate a family history of malignancy in
patients with gastric carcinoma and to determine the influence, if any, of this
parameter on the tumour characteristic and the course of the disease.

200 patients with gastric cancer were included to this study. A family his-
tory of cancer, sex, age, duration of symptoms before diagnosis, tumour site,
size, stage, histology, the expression of p53 tumour-suppressor protein in
cancer tissue, the presence of intestinal metaplasia in stomach, the type of
treatment performed and a follow-up data were recorded for each individ-
ual. The correlation between a family history of cancer, clinico-pathological
variables related to prognosis, and a clinical outcome were analyzed.

61 gastric cancer patients (30.5%) had positive and 99 (49.5%) had nega-
tive family history of malignancy, 40 (20%) could not answer a question con-
cerned family history of cancer. Among patients with positive anamnesis 32
(53%), 21 (34%) and 8 (13%) reported family members suffered from gastric
carcinoma, neoplasmas of varied organs (mostly breast cancer), and other
than stomach carcinomas of digestive tract, respectively. Patients whose
family members had breast cancer constitute the youngest group (the me-

dian age 50 versus 60 years; p < 0.05). Furthermore, in those patients gastric
cancer developed more frequently in histologically normal stomach.

A family history of cancer was unrelated to patients sex, duration of symp-
toms, tumour site, stage, histology, the expression of p53. It also did not in-
fluence 5-year disease-free and overall survival rate.

The results suggest that among gastric cancer patients those with family
members affected with breast carcinoma, might constitute subgroup with
slightly different natural history of the disease.

A Clinical Value of Proliferative Activity and p53
Expression Determined Pre-Operatively in Gastric
Carcinoma

T. Starzyr'ska, M. Markiewski, A. Koztowska, W. Domagafa. Department of
Gastroenterology and Department of Pathology, Medical Pomeranian
Academy, Szczecin, Poland

Patients selection of the proper surgical approach is a factor of paramount
importance for a successful treatment outcome in gastric carcinoma. How-
ever, the tumour stage, especially regional lymph node status is very difficult
to be established before operation and histological examination of resected
specimens.

The objective of the present study was to determine the value of prolifer-
ative index and accumulation of p53 assessed pre-operatively, as a markers
of lymph node metastases in gastric carcinoma.

Seventy-one gastric cancer patients were included in this study. Tumours
were typed for p53 expression and proliferative activity using CM1 and anty-
PCNA PC10 antibodies respectively. A routinelyfixed endoscopic material and

a three stage immunoperoxidase technique were used. The correlation be-
tween the expression of p53 protein in tumour tissue, proliferative index, and
the stage of disease were analyzed.

44% of gastric carcinomas expressed high level of p53 protein. PCNA
labeling rates in all tumours studied, ranged from 3.4% to 80% (mean ±
SD: 25.7% ± 16.1%). The proliferative activity was irrespective of p53 ex-
pression. A significant correlation was found between p53 accumulation and
metastatic spread. Thus, p53 was detected in 10% of carcinomas without
metastases, 58% of tumours which had invaded regional lymph nodes and
in 61% of neoplasms with distant metastases (p < 0.001). The proliferative
activity of gastric carcinomas did not influence the metastatic status.

The results suggest that in gastric carcinoma, an immunohistochemical
assessment of p53 expression can be helpful to identify patients at high risk
for metastatic spread to the regional lymph nodes prior to surgery. When
combined with routine procedures, this simple and inexpensive tests might
allow better planing of appropriate treatment strategies.

11878 I Secretory and Motor Effects of Galanin and Its Putative
Antagonists Ml 5, M35 and C7 on the Stomach in Rats

B. Burghardt, T. Bartfai 1, U. Langel 1, E.S. Vizi, G. Varga. Institute of
Experimental Medicine, Budapest, Hungary; 1 Dept. Neurochem,
Neurotoxicol., Stockholm Univ., Sweden
Galanin has been reported to have a wide range of biological actions both
in the central nervous system and in the gastrointestinal tract. Recent
works led to the discovery of selective galanin receptor antagonists in-
cluding M15( galanin1_12-Pro-substanceP5s11-amide), M35 (galanin1.12-Pro-
bradykinin2_9-amide) and C7 (galanin112-Pro-spantide-amide). These antag-
onists were shown to competitively inhibit the central actions of galanin. The
present st4jdy was designed to investigate the effect of galanin, M15, M35
and C7 on gastric acid secretion and gastric emptying of noncaloric liquids in
rats. Gastric acid secretion and gastric emptying was tested in conscious rats
provided with jugular vein catheter and chronic gastric fistula. Acid secretion
was evaluated by titration of gastric juice collected in 30 min periods. Gastric
emptying was evaluated by using a phenol red labelled 1 % methylcellulose
meal instilled into the stomach.

Pentagastrin-stimulated gastric acid secretion was inhibited by galanin
(0.1-9 nmol/kg-h, i.v.) in a dose-dependent manner (0D50 = 1.8 ± 0.3 nmol/kg-
h). When 9 nmollkg-h galanin was given, inhibition became almost complete.
M 15, M35 and pC7 (1-9 nmol/kg-h) did not modify responses of the stomach
to galanin, but acted as a partial agonist of galanin on acid secretion. Gas-
tric emptying of noncaloric liquids were not affected by either galanin or its
antagonists.

In conclusion, galanin may play a role in regulating of gastric acid secretion
but not in control of gastric emptying of liquids in rats. Its secretory action on
the stomach is mediated by M15-, M35- and C7-nonsensitive galanin recep-
tors.

18791 Biliary Microlithiasis as a Cause of Acute "Idiopathic"
Pancreatitis (AIP)

M. Kohut, A. Nowak, E. Nowakowska-Dulawa, R. Kaczor, T. Marek. Dept. of
Gastroenterology, Silesian MedicalAcademy, Katowice, Poland

Aim: This study was designed to find out the frequency of biliary microlithiasis
in common bile duct (CBD) bile in patients with acute episode or history of
AIR

Method: Among 51 patients admitted to our Dept. during 1994 with the
acute episode or history of acute pancreatitis we found 10 with acute pancre-
atitis of unknown origin. Patients with acute biliary pancreatitis, acute alco-
holic pancreatitis or with other known causes of the disease were excluded
from the study. In the case of acute episode of AIP, ERCP was performed
within the first 24 hours of admission. In the case of history of AIP ERCP
was performed electively. Bile taken from CBD during ERCP was divided into
halves, which were inspected microscopically immediately and after 24 hours
of incubation.

Results:
Table. The frequency of microlithiasis of CBD bile in patients with AIP

AIP No of CMC CBG CMC+CBG No of pts with No of pts without
pts microlithiasis microlithiasis

Acute episode 7 1 3 2 617 117
History of AIP 3 0 2 0 2/3 1/3
Total 10 1 5 2 8110 2110

Conclusions: 1. Microscopic study of CBD bile collected during ERCP is a
useful tool, usually disclosing the cause of so called "idiopathic" acute pan-
creatitis. 2. Microlithiasis is found in most cases, when checking CBD bile
in acute "idiopathic" pancreatitis either in acute episode, or in the case of
history of the disease.
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01882 Dynamics of Changes of Oxidant/Antioxidant Balance
in Acute Biliary Pancreatitis (ABP)

A. Dziurkowska-Marek, A. Nowak, T. Marek, T. Kacperek-Hartleb, E. Sierka,
E. Nowakowska-Dulawa, R. Kaczor. Department of Gastroenterology,
Silesian MedicalAcademy, Katowice, Poland

Background: Oxidative injury seems to be an important mechanism of patho-
genesis of acute pancreatitis, what was proved on experimental models. Data
concerning this mechanism in human being are scanty.

Aim: Study was undertaken to evaluate the dynamics of oxidant/antioxi-
dant balance disturbances during acute phase of ABP

Material: 32 consecutive patients with ABE 18 with uncomplicated (mild)
and 14 with complicated (severe) course of the disease, treated by endo-
scopic sphincterotomy.

Method: Serum concentrations of malondialehyde (MDA) - indicator of
oxidant mediated lipid peroxidation, and sulfhydryl groups (SH)- major non-
enzymatic antioxidant, were measured on admission and during first ten days
of hospitalization.

Results: Concentrations of SH dropped (minimum on day 3), whereas con-
centrations of M DA rose (maximum on day 5) significantly. Results in mild and
severe patients are shown in the table.

DayO 1 3 5 7 9

SH Mild 0.348 0.316 0.267 0.280 0.298 0.289
ilgmollmil ABP (0.018) (0.015) (0.0111 (0.013) (0.010) (0.011)
Mean Severe 0.295 0.259 0.215 0.226 0.235 0.266
(SE) ABP (0.019) (0.014) (0.012) (0.014) (0.012) (0.013)

p 0.054 0.013 0.004 0.009 0.000 0.177

MDA Mild 9.29 10.14 11.14 10.86 10.15 10.61
Inmol/mil ABP (0.85) (0.56) (0.44) (0.64) (0.39) (0.46)
Mean Severe 10.11 10.52 12.08 12.92 13.03 12.76
(SE) ABP (1.25) (1.56) (1.03) (0.97) (0.84) (1.05)

p 0.598 0.830 0.430 0.114 0.014 0.101

Conclusions: 1. Oxygen-derived free radicals seem to be involved in the
pathogenic chain of acute biliary pancreatitis in human being. 2. The degree
of changes in oxidant/antioxidant balance reflects the clinical severity of pan-
creatitis.

Effects of Bombesin-like Peptides and Bombesin
Antagonists on Gastric Emptying of Liquids

G. Varga, C. Scarpignato, R.-M. Liehr, D.H. Coy. Institute of Experimental
Medicine, Budapest, Hungary; University of Parma, Italy; Free University of
Berlin, Germany; Tulane University, New Orleans, La., US.A.

The delay of gastric emptying induced by bombesin has been described pre-
viously. Up till now, three bombesin-like peptides, gastrin-releasing peptide
(GRP), C-terminal decapeptide (GRP-10 or neuromedin C), and neuromedin B
(NMB). and two bombesin receptor subtypes, GRP-preferring receptors and
NMB-preferring receptors, were identified in mammals. Potent antagonists
are available only for the first receptor subtype. The present study was car-
ried out to characterize delay of gastric emptying induced by bombesin-like
peptides. Male rats (250-320 g) were supplied with gastric and jugular vein
cannulas. Gastric emptying was determined 5 min after 3 ml intragastric load
of 0.9 M NaCI using phenol red as a marker. Bombesin, GRP-10 and NMB
were given as bolus intravenous injections in doses 0.1-100 nmol/kg 3 min
before saline load. Selective GRP-receptor antagonists Phe6-bombesin(6-13)-
methylester (BME) and D-FsPhe6,D-Ala11-bombesin(6-13)-methylester (BIM)
were given as i.v. bolus (10-1 00 nmollkg) as well.

Both bombesin, GRP and NMB induced a dose-dependent delay of gastric
emptying, although NMB delayed emptying only in rather high doses (about
10 times higher doses than GRP). Both BME and BIM inhibited GRP-evoked
delay of emptying shifting GRP dose-response curve to the right. On the other
hand, these antagonists did not affect the actions of NMB.

Our results confirm the previous observations that bombesin-like peptides
delay gastric emptying. In addition, these data provide evidence that GRP acts
on GRP-preferring receptors while the effect of NMB is mediated by different
receptors.

11884 Effect of Phytohaemagglutinin on Gastric Acid
Secretion in Conscious Rats

G. Varga, S. Bardocz, K. Baitner, A. Pusztai. Institute of Experimental
Medicine, Budapest, Hungary; Rowett Research Institute, Aberdeen, UK

Kidney bean lectin, phytohaemagglutinin (PHA), is known for its binding ca-
pability to the small intestinal surface inducing marked hyperplasia and hy-
petrophy. There has been no data available, however, about the biological
activity of PHA in the stomach. However, recent observations indicate that
PHA is able to attach to gastric mucosal cells. Therefore, we investigated
whether PHA is able to affect gastric acid secretion in rats. Rats were surgi-
cally supplied with chronic gastric cannula and with indwelling jugular vein
catheter. Experiments started after at least one week recovery. During exper-
iments, animals were kept in Bollman-type cages. Gastric acid secretion was
collected in 30 min periods. Acid secretion was determined by titration of the
collected gastric juice. PHA (100 mg/kg) or bovine serum albumin (BSA) were

dissolved in saline and given intragastrically through the gastric cannula. The
gastric cannula was reopened after 30 min and gastric juice was collected for
four more periods.

PHA significantly inhibited basal acid secretion when compared to control
(p < 0.05). Inhibition of acid output reached 72 percent during the first collec-
tion after administration of PHA, then gradually disappeared. Pentagastrin (16
jglkg-h) stimulated acid secretion was repressed by PHA as well (p < 0.05).
Maximal inhibition (52 percent) was observed at the first 30 min following
application of PHA.

In conclusion, our data provide evidence that PHA is a potent inhibitor of
acid secretion in conscious rats.

11885 C-reactive Protein (CRP) In the Early Prognosis of
Outcome In Acute Biliary Pancreatitis (ABP)

T. Marek, A. Nowak, A. Dziurkowska-Marek, E. Nowakowska-Dutawa,
R. Kaczor, A. Cholewka. Department of Gastroenterology, Silesian Medical
Academy, Katowice, Poland

Background: CRP is well established prognostic parameter in acute pancre-
atitis, but there is no agreement concerning its cut-off; values from 8 to 21
mg/dl were proposed. Data on the prognostic efficiency of CRP in patients
with biliary pancreatitis are scanty.

Aim: Study was undertaken to evaluate the prognostic efficiency of CRP
and to select the cut-off value for patients with ABP

Material: 78 consecutive patients with ABP were treated between June
1993 and December 1994. The outcome was classified as mild in 54 (69%),
severe in 18 (23%) and fatal in 6 (8%) cases.

Method: Serum concentrations of CRP were measured on admission
and on two following days. The highest CRP value during initial 48 hours
in the hospital was used for further analysis. Sensitivity, specificity, accuracy,
Youden's Index and 95% Cl of risk ratio were calculated for CRP values from
10 to 30 mg/dl with interval of 5 mg/dl.

Results: Median (IQ range) CRP values were significantly higher in fatal
(36.3 (34.0 to 41.7); p = 0.0005) and severe (27.6 (18.8 to 34.9); p = 0.000)
than in mild (9.4 (6.4 to 20.0)) cases. Table shows the selection of cut-off
value.

10 mg/dl 15 mg/di 20 mg/di 25mg/dl 30 mgldI
Sensitivity 88% 79% 75% 71% 54%
Specificity 52% 65% 78% 89% 94%
Accuracy 63% 69% 77% 83%1o 82%
Youden's index 0.39 0.44 0.53 0.60 0.49
Risk ratio 4.6 4.0 4.8 5.8 4.6
(95% Cl) (1.5-14.2) (1.7-9.6) (2.2-10.7) (2.8-12.1) (2.6-8.2)

Conclusions: 1. The highest CRP value within first 48 hours after admis-
sion is very valuable parameter in the early assessment of severity of acute
biliary pancreatitis. 2. CRP value of 25 mgldl seems to be the best for the
differentiating between mild and severe cases of ABP

j0 J Endoscopic Sphincterotomy (ES) for Acute Biliary
Pancreatitis (ABP) Works Most Efficiently During the
First Day of the Disease

A. Nowak, E. Nowakowska-Dutawa, T. Marek, R. Kaczor. Department of
Gastroenterology, Salesian MedicalAcademy, Katowice, Poland

Background: In our previous paper we found that the timing of ES for ABP
is very important for results of treatment in patients with predicted severe
disease. Similar trend was observed for predicted mild cases, but statistical
significance was not achieved.

Material: 263 patients with ABP treated by ES from 1984 through 1994
were analyzed.

Method: Patients with ABP hospitalized within the first week of the dis-
ease were included to the study. ES was performed within 24 hours of ad-
mission. Results of treatment were assessed with regard to predicted ABP
severity and interval between onset of ABP and ES.

Results: Although the overall complications and mortality rate were very
low (17% and 4% respectively), the best results were achieved for patients
treated within the first 24 hours from the onset of the disease. There were 6%
of complications and no deaths in patients treated during the first day of the
disease comparing to 30% of complications (p = 0.000) and 13% mortality (p
= 0.000) when the interval between onset of ABP and sphincterotomy was
longer than 72 hours.

Interval Predicted mild ABP

Complications Mortality

Predicted severe ABP

Complications Mortality

<24 h 2149 (49% 0/49 (0%) 2/21 (10%) 0/21 (0%)
24-72 h 91101 (9%) 01101 (0%) 14131 (44%) 2132 (6%)

>72 h 12150 (24%) 3/50 (6%) 6110 (60%) 5110(50%)
p for trend 0.002 0.014 0.112 0.000

Conclusion: For the best results of treatment of ABE ES should be per-
formed as soon as possible, in predicted severe, as well as in predicted mild
cases.

A221

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.37.S

uppl_2_P
t_2.A

181 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


4th UEGWBerlin 1995

1888 Involvement of the Renin-Angiotensin System in the
Healing of Chronic Gastric Ulcer

W.W. Pawlik, R. Sendur, K. Czarnobilski, T. Brzozowski, S.J. Konturek. Inst of
Physiol., Univ. Med. Sch., Krakow, Poland

There is sufficient reason to support the suspicion that the renin-angiotensin
system (RAS) may be important in healing of gastric ulcerations. The aim of
this study was to investigate the effect of angiotensin-converting enzyme in-
hibitor - lisinopril, and angiotensin 11- receptor antagonist - losartan on
the healing of chronic gastric ulcer in rats. Gastric ulcers were induced by the
local application of acetic acid on the serosal surface of the rat stomach. The
ulcer area was measured by computerized optical planimetry in mm2. In addi-
tion gastric mucosal blood flow (GMBF) (measured by laser Doppler flowme-
try) was determined in the ulcer crater and margin and compared to the intact
adjacent mucosa. In five animal groups healing process was studied after: ve-
hicle, lisinopril (MS&D) (1.0 mg/kg s.c.), losartar (MS&D) (1.0 mg/kg s.c. twice
daily), angiotensin (Ang II) (Sigma) (0.2 ,g.g/kg s.c. twice daily) and Ang II plus
losartan. Seven day after ulcer induction laparatomy was performed under
anesthesia, and the area of ulcers and gastric mucosal blood flow (GMBF)
measurements were made. Than comparison was performed between ex-
perimental groups vs. vehicle group. Lisinopril decreased the ulcer area by
36.2 ± 6% (p < 0.005) and increased GMBF in the ulcer margin by 27.6 ± 8%
(p < 0.005). Pretreatment with losartan significantly reduced ulcer area and
increased GMBF in the ulcer margin by 35.8 ± 5% (p < 0.001) and 26.8 ± 3%
(p < 0.005) respectively. Ang II increased ulcer area by 76.4 + 7% (p < 0.001)
and decreased GMBF in the crater and margin by 56.5 ± 4% (p < 0.001) and
29.3 + 4% (p < 0.005) respectively. Above effects of Ang II were significantly
attenuated by pretreatment with Ang II receptor antagonist. These data pro-
vide evidence that inhibition of the RAS accelerated the healing of chronic
gastric ulcer. If not all, at least most of the healing mechanisms could be
related to the observed gastric mucosal vasodilation, especially at the ulcer
margin.

1889 Helicobacter pylori Contamination in
Gastroesophageal Reflux Disease

Zs. Eles, T. Winternitz, P Kupcsulik, A. Forgacs. Semmelweis Med. Univ 1st
Surg. Dept. Budapest, Hungary

The aim of this study was to investigate the incidence of HP contamination
in gastroesophageal reflux disease. The pathogenic role of HP is weliknown
in gastrointestinal ulcer disease but relatively few data are about the reflux.
We tried to find how many of the symptoms in reflux disease are due to HP
infection.

Material and method: All patients underwent, 24 hour pH measurement,
X ray examination and esophago-gastro-duodenoscopy. Biopsies were taken
from the esophagus (3 cm above the esophago-gastric junction) and from the
stomach (antrum). The biopsy specimens were examined histologically.

Conclusions: Among the 57 patients with typical reflux symptoms we
found 27 patients HP positive. Among the 27 HP positive patients the his-
tological examination described 21 esophagitis (different grade). In the 30
HP negative cases esophagitis was found by the histology in 18 cases.
We treated the HP positive patients with 40 mg Omeprazole and 2000

mg Amoxicillin pro day two weeks long and another two weeks only 20 mg
Omeprazole.

After the fourth week a control gastroscopy with biopsy was performed.
16 patients (from the 27) were HP negative and from those 14 patients were
clinically symptomless. 11 stayed still positive, and no symptomless.

These 11 patients were treated with the same protocol completed with
1500 mg Metronidazole daily. After this treatment 9 patients were HP nega-
tive and 8 were clinically symptomless. 2 patients stayed HP positive- after
the two series of the treatment - and with complains.

The HP infection shows a good correlation with patients reflux symptoms
and the eradication of the bacterium decreases significantly the complains.

1890 Role of Adenosine in the Healing of Acetic
Acid-induced Gastric Ulcer in Rats

W.W. Pawlik, R. Sendur, K. Czarnobilski, T. Brzozowski, S.J. Konturek. Inst. of
Physiol., Univ Med. Sch., Krakow, Poland

Recently it has been demonstrated that adenosine is a potent vasodilator of
gastric vasculature and has a cytoprotective effect on ethanol-induced acute
gastric lesion. The present study was conducted to evaluate a possible mod-
ulatory role of adenosine in the healing process of chronic gastric ulcerations.
Gastric ulcers were made by the application of 96% acetic acid (initial area 28
mm2) on the serosal surface of the rat stomach. Ulcer healing was evaluate
by analysis of the ulcer (measured by laser Doppler flowmetry) size (mm2)
and changes in gastric mucosai blood flow (GMBF) at the ulcer crater and

margin. In 4 animal groups with homogeneously severe ulcers, the healing
process was studied after: vehicle, adenosine deaminase (ADA) (200 U/kg
s.c. twice daily), adenosine receptor antagonist 8-phenyltheophylline (8-Pt) (8
mg/kg s.c. twice daily), adenosine (10 mg/kg s.c. twice daily) without or with
ADA or 8-Pt. At day 7-th after ulcer induction the measurements were made
and comparison was performed between experimental groups vs. vehicle
group. After 7 days upon ulcer induction the ulcer area in vehicle control rats
averaged 4.0 ± 0.2 mm2. Pretreatment with ADA increased the ulcer size

by 86.2 ± 12% (p < 0.001) and reduced GMBF in the ulcer crater and the
margin by 66.8 + 7% and 20.5 ± 3% respectively. 8-Pt increased the ulcer
size by 40.2 ± 5% and decreased GMBF by 46.7 ± 6% in the crater and by
20.3 ± 2% in the margin. Adenosine alone increased the ulcer size by 78.6
± 9% and decreased GMBF in the ulcer crater and the margin by 64.7 + 8%
and 12.3 ± 3% respectively. Adenosine was without any effect on the ag-
gravation of gastric ulcer caused by ADA and 8-Pt separately. We conclude
that endogenous adenosine accelerated the healing of acetic acid-induced
chronic gastric ulcer in the rat stomach acting through adenosine receptors.

11893 Gastric Acidity Patterns and Gastroesophageal Reflux
(GOR) Detection. Is the Possibility of Non-acidic GOR
so Uncommon?

I.R. Korponav-Szab6, A. Nagy, J.B. Kovacs, M. L6rincz, I. Paszti. Helm Pal
Children's Hospital, Budapest
Oesophageal pHmetry evaluation is blind for GOR episodes having pH4-7,
although also such GOR can cause respiratory symptoms, apnea or in infants
severe malnutrition. As most studies showed persistent gastric acidity pH <
4 day and night, occurrence and significance of such episodes is thought
to be negligible. The abnormality of postprandial or nocturnal neutral gastric
plateaus is still disputed.

250 simultaneous 24 h oesophageal and gastric pH-metry (sipH) regis-
trates (reg) have been evaluated in 225 patients (mean age 6.1 years) without
organic acid secretion disorders. SipH has been carried out with GastrograpH
Mark llil& with two measure points in the lower oesophagus (oe) and at the
corpus/antrum border (to avoid registration in the gastric air), respectively.

Commonly used parameters for gastric acidity (mean pH, area under
curve) for the total 24 h were normal in 188/250 (75%) reg, hyperacid in 28,
hypacid in 34 reg, with gastric time pH < 4: 26.5-91.0%, 89.9-99.9% and 0-
43.0%, respectively. The latter showed better correlation with different daily
acidity patterns, based on the stereotype recurrence or absence of long neu-
tral periods during sleep (NP). These patterns had different frequency distri-
bution peaks of pH-values. Mean duration of NP was 6.6 hours + 2.7. NP
lasting >4 hours occurred in 68%, >6 hours in 47% of all reg. Reflux index
during NP was significantly lower (0.26%) compared to an equally long pre-
ceding alert period (7.99%) even in GOR registrates (p < 0.01). Repeated reg
in the same patient showed identical pattern only in 15/23 (66%). DeMeester
evaluation of the oepH Judged acidic GOR in 154/250 (62%) reg as patho-
logical. In 52 (21%) additional sipH reg, on the base of low gastric pH < 4
time and positive waves in the oepH during NE GOR disease was suspected
as well. Endoscopy showed oesophagitis in 13/13, a second oepH unequiv-
ocally pathological GOR in 8 cases. 46/47 patients responded to prokinetic
therapy.

Conclusions: long neutral gastric pH periods are commonly occurring
events, that may influence GOR pH-diagnostics.

1189 I In Vivo Anti-Endomysium Antibody (EmA) Like
Deposits in the Oesophagus of Patients with Coeliac
Disease and GOR

I.R. Korponay-Szab6, J.B. Kovacs, M. L6rincz,, J. Sashegyi. Heim Pal
Children's Hospital, Budapest, Ulloi Ut 86 1089, Hungary
Specific in vitro diagnostic tests of active coeliac disease (CD), anti-reticulin
(ARA), anti-jejunum (JeA) and anti-endomysium antibody (EmA) tests demon-
strate IgA-type serum autoantibodies reacting with the connective tissue of
normal human or primates kidneyAiver, jejunum and oesophagus, respec-
tively. Such antibodies are recently hypothesized to be related to the en-
teropathy and some other organ manifestations, however, their in vivo bind-
ing and role is still unclear. Although atrophic jejunal biopsy specimens of
CD patients do contain IgA-deposits (Adep), their identification with JeA is
difficult due to the marked difference in the villous structure.

Biopsy specimens of 5 children having both gastro-oesophageal reflux
disease (GOR) and active CD were studied histologically and by direct im-
munofluorescent method (DIF). All had severe small bowel villous atrophy
accompanied by Adep. In 3/3 gastric biopsies lymphocytic infiltration and
IgA deposits in the tunica propria between the glands and along the mus-
cularis mucosae have been observed. None of the oesophageal biopsy spec-
imens showed exulcerations, and 2/5 were deep enough to contain sufficient
amounts of tunica propria for DIF studies. In both cases IgA staining of the
subpapillar connective tissue were seen, resembling to the components of
the in vitro EmA reaction. If incubated with EmA-containing sera of the same
patients, no additional staining resulted, suggesting that all common target
antigen sites had been already covered in vivo. Follow up suggested, that
GOR was an independent disease in these patients, however, pH-parameters
were worse during gluten-intake. 3 other CD-patients without symptoms of
GOR exhibited the same antibodies in their oesophagus.

Conclusions: in vivo deposited IgA-autoantibodies are demonstrable not
only in the small bowel, but also in other parts of the proximal GI tract in
CD. Contribution of the endomysium of smooth muscle targeted antibodies
to CD-associated motility disorders (vomiting, hypomotility, constipation) is
possible and warrants further studies.
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118961 Gastric Adaptation to Injury by Repeated Doses of
Aspirin Strengthens Mucosal Defense Against
Subsequent Exposure to Various Strong Irritants in
Rats

T. Brzozowski, PCh. Konturek, H. Ernst, J. Stachura, S.J. Konturek,
E.G. Hahn. Inst. Physiol. E Patomorphol., Univ. Sch. Med., Krakow, Poland;
Dept. Med., Univ. Erlangen, Erlangen, FRG

Gastric adaptation to injury during repeated doses of aspirin (ASA) is a well
documented finding but it is unknown whether such adaptation affects the
mucosal tolerance to other strong irritants. In this study, gastric adaptation
was induced by repeated daily doses of acidified ASA (100 mg/kg in 1.5 ml
of 0.2 N HCI) given intragastrically (i.g.) (rats of series A). Control rats with
intact stomach were given daily only vehicle i.g. (1.5 ml of 0.2 N HCI) (series
B). After 5 days when the adaptation to ASA was fully developed, rats were

challenged again with ASA or, for comparison, with strong irritants such as
100 % ethanol, 200 mM taurocholate (TC) or 25% NaCI for 1 h or with water
immersion and restraint for 3.5 h. First dose of ASA produced numerous gas-
tric lesions and deep histologic necrosis accompanied by the fall in gastric
blood flow, negligible expression of EGF and TGFa or their receptor and no
evidence for mucosal proliferation. With the development of adaptation to
ASA, the area of gastric lesions were reduced by 86% and this was accom-
panied by the marked decrease in deep necrosis, the rise in gastric blood
flow (GBF), 4-fold increase in EGF (but not TGFa) expression and remarkable
increase in mucosal cell proliferation as compared to vehicle treated rats. In
rats adapted to ASA and then challenged with 100% ethanol, 200 mM TC,
25% NaCI or stress, the area of gastric lesions and deep histologic necrosis
were remarkable reduced as compared to those in vehicle-treated rats. This
increased mucosal tolerance to strong irritants was also accompanied by a

significant rise in the GBF and further significant rise of mucosal expression
of EGF (but not TGFa) receptors and mucosal cell proliferation. We conclude
that gastric adaptation to ASA enhances the mucosal resistance to the injury
by strong irritants mainly due to increased cell proliferation resulting from
increased mucosal expression of ECF and its receptors.

Ammonia but not Ammonium Salts Delays Healing of

Chronic Gastrig Ulcers
T. Brzozowski, D. Drozdowicz, A. Dembinski, S.J. Konturek. Institute of
Physiology Pathomorphology, University School of Medicine, Krakow,
Poland

Ammonia (NH3) produced in the stomach from urea by activity of Helicobac-
ter pylori (Hp)-associated urease was shown to exhibit deleterious effect on
gastric mucosa but its influence on ulcer healing was little stutied. This study
was designed to compare the effect of low (found in Hp-infected stomach)
and large concentrations of exogenous NH3 and ammonium salts on ulcer
healing in rats. Several groups of rats with chronic gastric ulcers induced by
serosal application of 100% acetic acid (ulcer area 28 mm2) were treated
with either: 1) vehicle (saline), 2) 15 mM ammonia, 3) 120 mM NH3, 4)200
mM ammonium chloride or 5) 200 mM ammonium carbonate added to the
drinking water. Seven days after induction of the ulcers the area of gastric
ulcers was determined by planimetry gastric blood flow (GBF) was measured
by laser Doppler flowmetry and mucosal biopsy samples of gastric mucosa

were taken for histological assessment of the number of capillaries in granu-

lation tissue (angiogenesis) and measurement of DNA synthesis by incorpo-
ration of labelled thimidine. The area of the ulcers in vehicle-treated rats was
reduced by 55% from initial ulcer size and the GBF was significantly higher (by
31 %) at the ulcer margin than at ulcer base. Angiogenesis and DNA synthe-
sis were significantly enhanced above the values recorded in intact mucosa.

Treatment with NH3 15 mM or 120 mM caused a significant prolongation of
ulcer healing by 35% and 62%, respectively, reduced GBF at ulcer margin by
15% and 38%, and diminished DNA synthesis and angiogenesis. Ammonium
chloride and ammonium carbonate failed to affectthe healing rate, hyperemia
at ulcer margin, mucosal growth and angiogenesis. We conclude that NH3
delays ulcer healing possibly due to suppression of hyperemia around the ul-
cer and the inhibition of angiogenesis in the granulation tissue and mucosal
proliferation.

11899 Gastric Mucosal Damage and Adaptive Protection by

Ammonia in the Rat Stomach
S.J. Konturek, T. Brozozowski, J. Stachura. Institute of Physiology

Pathomorphology, University School of Medicine, Krakow, Poland
Ammonia (NH3) is one of the pathogens in the Helicobacter pylori-associated
gastritis but the mechanism of its action is unknown. In this study, we induced
gastric damage by intragastric (i.g.) application of NH3 in rats with intact and
capsaicin-deactivated nerves or with the suppression of biosynthesis of en-

dogenous prostaglandins (PG) or nitric oxide (NO) synthase. Administration

of NH3 resulted in concentration-dependent mucosal damage starting with
30 mM NH3 and reaching at 250 mM the area of about 80 ± 12 mm2, similar
to that obtained with i.g. application of 100% ethanol. The mucosal damage
by NH3 was accompanied by the fall in gastric blood flow reaching about
30% of the normal value with 250 mM NH3. The NH3-induced damage de-
creased with the decrease of pH of NH3 solution or after gastric acid inhibi-
tion by ranitidine. When the mucosa was first pretreated with small concen-

tration of NH3 (15 mM) and then exposed to 250 mM NH3, the lesion area
was reduced by about 50%. This adaptive protection was accompanied by a
marked rise in the gastric circulation but the pretreatment with L-NAME (100
lmol/kg) to suppress NO synthase or the deactivation of sensory nerves with
capsaicin reversed the protection afforded by 15 mM NH3 against the dam-
age by 250 mM NH3, while the indomethacin (5 mg/kg i.p.), that suppressed
mucosal PG by about 85%, was ineffective. The mucosal damage by NH3
at 250 mM was reduced by 70% following pretreatment with reactive oxi-
dant scavengers such as allopurinol, superoxide dismuthase or dimethyl sul-
foxide. NH3 incubated with human neutrophil increased luminol-dependent
chemiluminescence while ammonium chloride failed to affect the formation
of reactive oxidants by these cells. We conclude that 1. NH3 damages gastric
mucosa at alkaline but not acidic milieu; 2. the NH3-induced injury is accom-
panied by the fall in gastric blood flow probably due to the formation of reac-
tive oxidants; 3. NH3 acts as mild-irritant to promote the mucosal protective
mechanisms through sensory nerves and NO-dependent mechanism.

11900 I Galanin (1-16) Inhibits Pancreatic Secretion inAnesthetized and Conscious Rats
T. Takacs, P Hegyi, J. Varga, L. Czako, L. Balaspiri 1, J. Lonovics. First
Department of Medicine, 1 Department of Medical Chemistry, Albert
Szent-Gyorgyi Medical University, Szeged, Hungary

Galanin has been demonstrated in pancreatic nerve endings and found to
inhibit insulin release in rat. However, contradictory data are available con-
cerning its effects on exocrine pancreatic secretion. The aim of the present
study was to evaluate the effects of rat galanin 1-16/Gal (1-16)/on pancreatic
secretion in anesthetized and conscious rats.

Methods. Male Wistar rats were anesthetized and surgically prepared with
pancreatic and femoral vein catheters. In anesthetized rats, pancreatic secre-
tion was continuously stimulated with 150 ng/kg/30 min of cholecystokinin
octapeptide (CCK-8), dissolved in physiological saline or 10% glucose. Gal
(1-16) (0.3 or 1 nmol/kg/h) synthesized in our peptide laboratory was infused
over a 30-min period. In conscious rats, 1, 3 or 10 nmol/kg/h of Gal (1-16),
dissolved in saline or 10% glucose, was infused over a 30-min period. The
pancreatic volume and protein output were determined in 30-min samples in
both models.

Results.In anesthetized rats, 0.3 nmol/kg/h of Gal (1-16) did not modifythe
pancreatic secretion during CCK-8 stimulation. However, both the pancreatic
volume and the protein output were significantly inhibited vs. basal levels
by 1 nmol/kg/h of Gal (1-16). In the presence of galanin, the inhibition of
pancreatic secretion was more expressed on CCK-8/glucose (53.9%) than
on CCK-8/saline stimulation (20.1%). In conscious rats, 1 and 3 nmol/kg/h
of Gal (1-16) dissolved in saline did not affect pancreatic secretion, while
pancreatic volume and output were significantly inhibited by the same dose
of Gal (1-16) dissolved in glucose. No effect on pancreatic secretion was
detected when 10 nmol/kg/h of Gal (1-16) dissolved either in saline or glucose
was administered.

Conclusion. In anesthetized rats, the inhibitory effect of Gal (1-16) onCCK-
stimulated pancreatic secretion was more pronounced in the presence of
glucose. In conscious rats, only Gal (1-16) dissolved in glucose exerted an
inhibitory effect on pancreatic secretion. These results suggest an indirect
(insulin-mediated) effect of Gal (1-16) on pancreatic secretion in rat.

This work was supported by grants from the National Scientific Research
Fund (1355/90) and Ministry of Social Welfare (ETT 609/1993/02).

11902 I Acceleration of Ulcer Healing in Aspirin-adapted
Gastric Mucosa in Rats

S.J. Konturek, T. Brzozowski, J. Stachura, P Konturek, H. Ernst, E.G. Hahn.
Institute of Physiolology & Pathomorphology, University School of Medicine,
Krakow, Poland; Department of Medicine, University of Erlangen-Nurnberg,
Erlangen, FRG

Acidified ASA evokes a widespread mucosal damage but repeated ASA in-
sults enhance the tolerance of gastric mucosa to topical irritants. The possi-
bility that gastric adaptation to ASA could affect the healing rate of chronic
gastric ulcers has not been tested. This study was designed to determine the
influence of gastric adaptation to ASA on ulcer healing. Gastric adaptation
was achieved by four repeated intragastric administration of acidified ASA
(100 mg/kg) (series A) or vehicle (0.2 M HCI) (series B). Gastric ulcers were
induced by serosal application of acetic acid (area of 28 mm2). After 7 days
upon ulcer induction, rats of series A and B were sacrificed; the ulcer area
was measured (planimetry), gastric blood flow (GBF) was determined by laser
Doppler flowmetry, cell proliferation at the ulcer rim by bromodeoxyuridine
(BrdU) uptake and expression of EGF and TGFax and EGF receptors (EGFr),
were assessed by immunocytochemistry. After exposures to ASA for 4 con-
secutive days in intact rats, the area of acute gastric lesions (compared to
single ASAinsult) was reduced by 87%, the GBF was increased by 42% and
there was a significant increase in BrdU uptake and 4-5 fold increase of ex-
pression of EGF and its receptors. The rate of healing of chronic gastric ul-
cers was significantly accelerated (by 76%) in rats adapted to ASA (series A)
as compared to healing in vehicle treated rats (series B). This acceleration
of healing in ASA-adapted rats was accompanied by a significant increase in
GBF at ulcer margin (by 34%) and 2-3 fold increase in BrdU uptake and 5-7
fold increase in the expression of EGF and its receptors at the ulcer rim. Gas-
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tric adaptation to ASA accelerates ulcer healing probably due to hyperemia
and enhanced cell proliferation at the ulcer margin mediated by increased
expression of EGF and its receptors.

11904 IPrevention of Octreotide-induced Sphincter of Oddi
Spasm by Glyceryl Trinitrate Administration in Humans
Measured by Quantitative Hepatobillary Scintigraphy

B. Velosy, L. Madacsy, I. Nagy, T. Takacs, E. Mat6 1, J. Lonovics,
L. Csernay 1. First Dept. of Medicine, 1 Dept. of Nuclear Medicine, Albert
Szent-Gy6rgyi Medical University, Szeged, Hungary
Sandostatin (octreotide) is a long-acting analogue of somatostatin. Manomet-
ric results earlier showed that Sandostatin increases the sphincter of Oddi
(SO) basal pressure, and this may impair biliary flow. The aims of the present
study were to evaluate the effect of octreotide on the human SO by means of
quantitative hepatobiliary scintigraphy (QHBS), and to prevent its stimulatory
effect by administration of glyceryl trinitrate (GTN).

Methods: QHBS was performed in 8 cholecystectomized patients. Time-
activity curves were generated from regions of the liver parenchyma (LP),
hepatic hilum (HH) and common bile duct (CBD). The time to peak activity
(Tmax), and the half-time of excretion (T1/2) were calculated. 3 days later,
QHBS was repeated in the presence of 0.1 mg Sandostatin given subcu-
taneously 30 min. before EHIDA administration. At the 60th min. of QHBS,
0.5 mg GTN was administered sublingually, and T1/2 of CBD was re-evalu-
ated.

Results: In the first QHBS series, all 8 patients exhibited a normal biliary
transit and the quantitative parameters were within the normal limits (LP:
Tmax: 12 ± 0.5, T1/2: 25.8 ± 1.4; HH: Tmax: 19.6 ± 1.0, T1/2: 28.2 ± 1.9;
CBD: Tmax: 35.1 ± 1.6, T1/2: 31.3 ± 2.3 min.). In all 8 patients, Sandostatin
administration caused significant increases in all quantitative parameters (LP:
Tmax: 17 + 1.9, T1/2: 46.0 ± 9.6; HH: Tmax: 25.2 ± 1.9, T1/2: 49.7 ± 9.3;
CBD: Tmax: 45.5 ± 3.6, T1/2: 75.2 ± 6.8 min.). GTN administration led to a
significant reduction in the T1/2 of the CBD (T1/2:27.0 ± 3.5 min).

Conclusions: Sandostatin administration has two main effects on the bile
flow: it decreases the rate of hepatic bile secretion and causes a SO spasm.
The latter response can be completely abolished by administration of GTN,
an exogenous nitric oxide donor.

19061 Does the Helicobacter pylori (HP) Infection Aggravate
Gastroesophageal Reflux Disease (GERD)?

T. Wittmann, A. Feher, A. Rosztoczy, K. Jarmay, Zs. L6nart. First Department
of Medicine, Albert Szent-Gyorgyi Medical University, Szeged, Hungary
Introduction: The relationship between HP infection and peptic ulcer disease
is well established, while its role in GERD is still highly questionable.

Aim: To study the hypothetical role of HP infection in the pathogenesis of
GERD.

Patients and methods: 143 patients with typical symptoms of GERD were
enrolled in this study. Diagnosis of GERD was confirmed by endoscopy, com-
bined with biopsy, 24 hour pH-metry, and barium swallowing. The presence
of HP infection of the stomach was detected by histological evaluation of
biopsy specimen (Falkner and Lillie silver impregnation). Based on the pres-
ence or absence of HP infection patients were divided into two groups and
the following parameters were evaluated: severity of reflux esophagitis, De-
Meester score, ratio of mixed reflux.

Results: Evaluation of antral biopsies revealed HP positivity in 35% of
GERD patients. The severity of reflux esophagitis did not differ in either HP
positive or HP negative patients. DeMeester score proved to be also similar
in both groups. The ratio of patients with mixed reflux proved to be higher in
HP positive subjects (42.5 vs 17%).

Conclusions: In a large series of GERD patients 35% proved to be HP pos-
itive. Based on the assessment of the criteria described above HP infection
does not seem to aggravate the alterations in GERD. Further investigation is
required to elucidate the role of HP infection in the relapse of GERD.

The study is supported by the grant of Ministry of Social Welfare, ETTT-02
533193.

1908I Esophageal Manometry in Cisapride Treated Patients
with Gastroesophageal Reflux Disease

T. Wittmann, A. Roszt6czy, A. Feh6r, I. Kiss 1, J. Lonovics. First Department
of Medicine, 1 Department of Radiology, Albert Szent-Gyorgyi Medical
University, Szeged, Hungary
Introduction: Prokinetic agents have long been used in the treatment of gas-
troesophageal reflux disease (GERD). Prokinetics have been shown to exert
their beneficial effect by a complex mechanism which includes acceleration
of esophageal transit and gastric emptying, as well as by increasing lower
esophageal sphincter tone. Although several studies are directed to reveal
their effect on the esophageal motility, the results are still controversial.

Aim: To study the effect of cisapride, the newest member of the prokinetic
family, on the esophageal motility.

Patients andmethods: Ten patients with GERD, showing stage 1 esophagi-
tis according to the Savary-Miller classification were enrolled in this study.

Diagnosis of GERD and esophagitis was established by endoscopy, 24 hour
pH-metry and barium swallowing. Esophageal manometrywas performed by
a Synectic Medical equipment, using a perfused four channel catheter and
applying a slow pull through technique. Lower esophageal sphincter (LES)
function was estimated by the basal mean sphincter pressure (mmHg) and
the duration of sphincter relaxation (sec). Esophageal body contractions were
recorded at 1, 2, 3, 8, 13, and 18 cm above the LES and both the ampli-
tude (mmHg) and duration (sec) of the contractions were determined. Cis-
apride (Coordinax) was administered for one month in doses of 10 mg qid,
and manometry was repeated 4 hours following the intake of the last tablet.
Clinical symptoms were regularly checked throughout the study.

Results: Significant symptom relief was achieved by cisapride administra-
tion, and in these doses the substance was well tolerated. The mean basal
pressure (22.2 vs 20.4 mmHg) and duration of the relaxation (1 1.2 vs 10.8 sec)
of LES did not change during cisapride treatment. Duration of the esophageal
body contractions (measured 3 cm above the LES) tended to increase follow-
ing cisapride administration (3.5 vs 3.0 sec). The amplitude of contractions
remained unchanged in the distal 3 cm segment of the esophageal body,
while amplitude of contractions substantially increased at higher levels after
cisapride medication. The difference was most pronounced at 18 cm above
LES (56 vs 40 mmHg).

Conclusions: Cisapride exerts significant clinical improvement in GERD
patient with mild esophagitis. Beneficial effect of cisapride is not related to
the modification of LES motility but attributed to the increase of the amplitude
of esophageal body contractions.

The study was supported by a grant of Ministry of Social Welfare (ETT:
T-02 533193).

11914 Food Peptides: Casein Exorphins Induces Acute
Inflammatory Jejunum Changes in Rodents

M. Kurek 1, M. Niedworok2, I. Ptanet Malecka2. 1 Department of
Gastroenterology, Medical University of Gdar5sk, Poland; 2 Department of
Pediatrics, Military MedicalAcademy in 16dz, Poland

A number of peptides with opiate-like properties are libered from bovine
casein and others food proteins (exorphins) during their enzymatic diges-
tion. These low molecular fragments of casein (under 1 kDA) appear quite
resistent to intestinal proteases and play a role of hypothetical exogenous
'food hormones". Material with opioid activities was found in hypoallergenic
baby foods. It is reported, that in some children with cow's milk sensitive
enteropathy, Pregestemil caused intolerance symptoms. We have reported
that casein-derived exorphins are histamine releaser and induces anaphylac-
toid skin test reactions in humans. Here, we speculated that fi-casomorphin-7
(fc-7), may be the starting point for pseudoallergic jejunum reaction in guinea
pigs. Jejunum challenge tests were performed "in vivo" an isolated and in-
traluminally challenged ansae of jejunum. Tyrode buffer as a control, casein
(0.9% or 0.18%), sc-7 (0.9% or 0.18%) were applied (t = 20'). The ansae
content was removed for histamine determination. When ffc-7 (0.9%) was
applied, an increase of histamine was found (p < 0.05). In this group distinct
changes in enterocytes such as intracellular vacuolization and oedema with
additional regressive changes in the epithelium, were found. In both with flc-7
treated groups: degranulated mast cells, dilated blood and lymphatic vessels
of the villous stroma were found. This is similar to findings in models of in-
testinal anaphylaxis in rodents. Our findings show that anaphylactoid changes
can be due to exposure to fragments of casein in unsensitized guinea pigs.
When 0.9% concentration of fic-7 was used, pseudoallergic reaction was ac-
companied by mucosal damage additionally. Experimental studies with mast
cells obtained from murine bone marrow cells and cultured enterocytes are
performed to elucidate the reactivity of intestinal tissue to casein-derived ex-
orphins.

119161 The Influence of N-methyi-D-aspartate Receptor
Selective Antagonist (MK-801) and Inhibitor of Nitric
Oxide Synthase (L-NAME) on Experimental
Pancreatitis with Evaluation of Metabolic Function of
the Uver

K. Ceiriski, Z. Kleinrok, J. Czarnecki, K. Czerny, J. Wargocki. Dept. of
Gastroenterology and Pharmacology, Medical University, Lublin, Poland
The aim of the investigations was to evaluate the influence of selective
NMDA antagonist (MK-801) and inhibitor of nitric oxide synthase (L-NAME)
on cerulein induced acute pancreatitis (AP) of a rat. The AP was induced ac-
cording to Lampel and Kern method. The experimental material consisted of
40 rats divided into 4 groups: 1st-control treated with physiologic saline in-
fusion: 2nd-rats treated with 12th hours of cerulein infusion in doses of 5 x
106glkg/h; 3rd-rats treated with cerulein as in second group and with two
injections of MK-801 in total doses of 2 mg/kg; 4th-L-NAME in doses of 10
mglkg and cerulein infusion as in second group. Metabolic function of the
liver was investigated using test of amidopiryne elimination in perfusion of
isolated liver according to Miller, modified by Haft. Results: We obtained sta-
tistically significant decrease in serum amylase activity and decrease in pan-
creatic oedema development in groups treated with MK-801 and L-NAME.
Inflammatory changes in pancreas in this two groups observed under the
light microscope were also less. In the second group we obtained diminished
amidopiryne elimination in comparison with control group.
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In the third and fourth group we observed statistically significant improve-
ment of elimination of amidopiryne. Conclusion: Our investigations suggest
beneficial effect of selective NMDA antagonist and inhibitor of nitric synthase
on cerulein induced AP and indicate that nitric oxide participates in this inflam-
mation.

1920 Surgical Treatment of latrogenic Injuries to the Bile
Ducts

Z. Wajda, Z. Gruca, R. Marczewski. I# Department of Surgery, Medical
University of Gdahsk, Poland

Fifty-four patients operated on between 1950 and 1991 were divided into
three groups according to the injury, time of diagnosis and time of corrective
procedure. The first group consisted of 18 patients in whom reconstruction
of the bile ducts was performed during the primary operation. The second
group comprised nine patients in whom injury was diagnosed in the early
postoperative period. The third group of 27 patients had restenoses after re-
construction performed in other hospitals. The primary operation, localization
of the injury, diagnostic procedures and operative treatment of the bile duct
injures were analyzed in each group. Thirty-two patients reviewed from 3 to
20 years after corrective surgery were studied as long-term follow-up group.
According to clinical examination, laboratory tests, radiography and biliary
scintigraphy, long-term results were satisfactory in 24 patients.

The authors consider hepaticojejunostomy Roux-en-y to be the procedure
of choice in the majority of patients with iatrogenic bile duct injuries.

11921 Chronic Pancreatitis: Exocrine Pancreatic Function In
Relation to ERCP Changes and Diabetes

J. Romatowski, N.J. Stasiewicz, W. Szalaj, Z. Namiot. Department of
Gastroenterology J. Sniadecki's Regional Hospital, Bialystok, Poland

Purpose: To determinate the interrelationship between exocrine pancreatic
function and morphological changes in ERCP in patients with chronic pan-
creatitis (CP) without or with diabetes.

Material and methods: 80 patients with CP were divided into 3 groups: I.
patients with equivocal or mild changes in ERCP (Cambridge classification)
without diabetes: II. patients with moderate or advanced changes without
diabetes: III. patients with moderate or advanced changes with diabetes. Ex-
ocrine pancreatic function was studied using secretin-caerulein test.

Results:

Groups Volume
ml/h

Bicarbonate
mM/h

Protein
mglh

Amylase
IU/h

(n = 26) 282 21.7 1403 22080
11 (n = 25) 216"- 12.0** 1337 20090
Ill (n = 29) 180' 7.5* 702* 9261'

'p < 0.05 in relation to groups and 11; "p < 0.05 in relation to group

Conclusion: The exocrine pancreatic function is diminished in patients
with moderate and advanced changes in ERCP and coexisting diabetes; in
patients without diabetes only volume and bicarbonate output are decreased.

11923 Unexpected High Prevalence of Bladder Cancer in the
Relatives of Colon Cancer Patients. A Multicentric
Prospective Investigation

G. Riegler, A. Savastano, R. D'Angella, G. Gagliardi, R. Carratu and the
Gruppo SIED Campania: P. Borgheresi, A. Piscitelli, G.B. Rossi, M.A. Bianco,
F Montanaro, D. Cattaneo, A. Pezzullo, G. De Palma, F Guardascione,
F Selvaggi, P Pastore, 0. Saffiotti, M. Martorano, P Morella, E. Parente,
M.A. Bozzi, R. lorio, P Spinelli. Universita di Napoli, Italy

Preliminary data in 187 consecutive colorectal cancer patients referred by 17
of 22 Groups participating to a prospective investigation are presented. The
degree of familial relationship of patients is the goal of this report.

In the following table the prevalence of colon (A), extracolic digestive (B)
and extradigestive malignant tumours (C) in the 1846 first degree relatives of
patients with colon cancer is reported.

No. relatives A B C

Parents 374 14 (3.7%) 7 (1.9%) 22 (5.9%)
Brothers 868 22 (2.5%) 7 (0.8%) 26 (3.0%)
Sons 604 0 (0.0%) 0 (0.0%) 5 (0.8%)
Total 1846 36 (2.0%) 14 (0.8%) 53 (2.9%)

The extracolic digestive malignancies (B) were located in liver (8), stom-
ach (4), pancreas (2). The sites of extradigestive malignancies are: uterus (3),
breast (7), bladder (12), prostate (2), lung (1 1), larinx (3), skin (2), brain (3), bone
(2), others sites (8).

In conclusion, in the relatives of colon cancer patients, a high prevalence of
bladder cancer within the rarer extradigestive malignancies, can be observed.

1924 The Effect of Left Colonic Obstruction on Healing of
Primary Anastomoses in Rats

R. Wojczys, W. Bednarz, J. Dolinski. 1-st Department of Surgery Medical
Academy of Wroclaw, Poland

Resection and primary anastomosis is an option in surgical management of
colonic obstruction.

The study was performed to evaluate the healing process of single layer
end to end standarized anastomoses in experimental model of left colon ob-
struction after 4.0 propylene suture ligation through laparotomy.

20 two-months old inbred Buffalo rats divided into two equal groups were
used. Before experiment native colonic microflora was tested by rectal cul-
ture. Peritoneal cavity culture was taken during laparotomy. 24 hours after
standardized colonic ligation hemicolectomy and primary anastomosis were
performed. The specimen was taken for histological evaluation. 4 days later
1 cm portion of colon including anastomosis was resected to morphological
and histological examination.

No animal was lost during experiment. Native colonic flora consists of: E.
coli, Proteus vulgaris, Str. haemolyticus, Bacteroides sp.

Histological studies of specimens showed colitis. In 20% the inflammation
affected all thickness of bowel wall and additionally the culture of peritoneal
cavity showed contamination of E. coli and Bacteroides sp.

80% of colonic anastomoses healed without leakage and dehiscence. In
20% of animals with contamination of native flora to peritoneal cavity leakage
was observed.

The leakage of primary end to end colonic anastomoses remains a high
rate complication in surgical management of left colonic obstruction.

1925 Malignancy in Relatives of IBD Patients: Preliminary
Data

G. Riegler, R. Manzione, A. Arimoli, MT. Vietri, M.T. Tartaglione, R. Carratu.
Cattedra di Gastroenterologia, Universita' di Napoli, Italy
The relation between Inflammatory Bowel Diseases (IBD) and colon-cancer
is not clearly defined. The colon cancer is considered to be more frequent in
longstanding extensive ulcerative colitis (UC). However, some investigators
suggest that extensive colitis patients have a genetic predisposition to col-
orectal cancer and longstanding inflammation is not of primary importance in
the promotion of cancer in UC.
We report a prospective investigation on malignancy prevalence in rela-

tives of an initial series of 52 patients with UC, 17 with Crohn disease (CD),
and 46 orthopedic patients (ORT).

Among patients with IBD the prevalence of colon (A), extracolic digestive
(B) and extradigestive malignant tumours (C) in the first degree relatives has
been compared with the prevalence of same conditions (A, B, C) in the con-
trols (ORT).

No. relatives A B C
UC 335 3 (0.9%) 4 (1 .2%) 9 (2.7%)
CD 93 0(0.0%) 2(2.1%) 2(2.1%)
ORT 315 2 (0.6%) 3 (1.0%) 13 (4.1%)

In this initial series a trend to a higher prevalence of digestive cancer (colic
and extracolic) in the relatives of pts. with IBD can be observed.

1928 Familial Risk for Colorectal Cancer in Colonic
Adenoma Patients

G. Riegler, R. D'Angella, A. Savastano, R. Manzione, A. Arimoli, M.T. Vietri,
M.T. Tartaglione, R. Carratu'. Cattedra di Gastroenterologia, Universita' di
Napoli, Italy
In a recent paper was reported right sided location of adenomas as an inde-
pendent risk factor for an increased familial risk of colorectal cancer.
We report a prospective investigation based on interviews in an initial se-

ries of patients submitted to polypectomy during pancolonoscopy.
In 52 patients with adenomas, the prevalence of colon (A), extracolic di-

gestive (B) and extradigestive malignant tumours (C) in the first degree rela-
tives (REL) has been compared with the prevalence of the same conditions
(A, B, C) in the first degree relatives of 146 colon cancer (K) pts. and 46 ortho-
pedic patients (ORT). In the table the prevalence of A, B, C, is also reported,
according the adenoma location (12 right and 40 left colon adenomas: RCAd,
LCAd)

REL A B C
RCAd 102 2(2.0%) 2 (2.0%) 3 (2.9%)
LCAd 307 2 (0.7%) 2 (0.7%) 11 (3.6%)
Total 409 41(1.0%) 41(1.0%) 141(3.4%)
K 1846 36 (2.0%) 14 (0.8%) 53 (2.9%)
ORT 315 2 (0.6%) 3 (1.0%) 13 (4.1%)

A trend to a higher prevalence of digestive cancer (colic and extracolic)
in the relatives of pts. with right sided adenomas as well as in relatives of
patients with colon cancer can be observed.
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11930 Influence of Smoking on the Efficacy of Omeprazole +
Amoxicilline Therapy for Eradication of Helicobacter
pylori

S. Mosca, V.P Rocco, M. De Caprio 1, T. Gigliotti. Dept. of Gastroenterology
Cardarelli Hospital, 1 Gastroenterology Unit, CTO Hospital, Naples, Italy

The purpose of the present study was to determine if the Helicobacter py-
lori (HP) eradication may be influenced by the smoker status of the patient:
controversy exists in the literature in this field. The association Omeprazole
(OME) + Amoxicilline (AMO) is, at present, the double therapy schedule that
achieved the best eradication therapy rate of HP in a double blind multicen-
tric trial [1]. We studied 50 patients with endoscopical diagnosis of duodenal
ulcer (DU) and positive HP status. Among then 19 patients were smokers. HP
status was assessed by urease CLO-test and antral histology. Patients were

treated with OME 40 mg/u.i.d. for 10 days + AMO llgr b.i.d. for 10 days and
after OME 20 mg for 30 days. All patients were endoscopied at the end of
the treatment.

Results: none patients dropped out of the study and none reported severe

side effects. Eradication of HP was obtained in 17/19 patients smokers (89%)
and in 29/31 patients nonsmokers (96%) (p: n.s.)

Conclusions our result suggest that smoking does not influence the HP
eradication rats with a double therapy OME + AMO

[1] Unge et al. Scand. J. Gastroenterol 1993; 28 Suppl 196: 17-18

1932I Comparison of Two Double Therapies (Nizatidine Plus
Amoxicilline v/s Omeprazole Plus Amoxicilline) in
Patients with Helicobacter pylori Positive Duodenal
Ulcer

S. Mosca, V.P Rocco, M. De Caprio 1, T. Gigliotti. Dept. of Gastroenterology
Cardarelli Hospital, Naples, Italy; 1 Gastroenterological Unit CTO Hospital,
Naples,ltaly

The eradication of Helicobacter pylori (HP) may be presently achieved with
many therapy schedule. Peptic suppression is one of the factors responsi-
ble for the in vivo efficacy of combined therapy for eradication of HP and
Omeprazole (OME) has been generally the antisecretory drug preferred in
most of the clinical trial performed. Recently, some clinical trials have tested
one H2-Blocker drug, the Ranitidine, that have demonstrated good results in
some therapeutic schemes for HP eradication.

The purpose of the present study was to determine if Nizatidine (NIZ), a H2-
blocker with peculiar characteristics, may play a role in the HP eradication.

100 Patients with the endoscopical diagnosis of duodenal ulcer (DU) and
positive HP status, were randomized into two treatment groups:

A) NIZ 300 mg/b.i.d. for 10 days + Amoxicilline (AMO) 1 gr/b.i.d. for 10
days and after NIZ 300 mg/u.i.d. for 30 days

B) OME 40 mg/u.i.d. for 10 days + AMO as group A and after OME 20
mg/u.i.d. for 30 days. All patients were endoscopied at the end of treatment.
HP status was assessed by urease CLO-test and antral histology.

Results: None patient dropped out of the study and none reported severe

side effects. Healing of DU was observed in 42/50 (84%) patients of the group
A and in 46/50 (92%) patients of the group B. Eradication of HP occurred in
33/50 (66%) patients of the group A and 36/50 (72%) patients of the group B.
No significant difference were between the two groups.

Conclusions: The results show that under controlled condition there is not
difference between NIZ + AMO v/s OME + AMO in eradication of HP and in
ulcer healing rate.

1933 Anorectal Manometry and Rectal Sensation in Patients
with Ulcerative Colitis

S. La Manna, G. Cavallo 1, A. Fresini, G. Califano. III Division of General
Surgery, Oncological Surgery, University Faderico 11, Italy; 1 Dep.
Gastroenterology 11 University, Naples, Italy

The purpose of this study is to validate manometry and reflexology study as

a mean to predict acute resumption of distal ulcerative colitis (DUC). 32 pa-
tients (pts), 18 men, (aged 36 ± 5) with DUC to the splenic flexure as assessed
by video colonscopy, double contrast barium enema and histology were ex-

amined in the study. All pts were treated, during remission, with rectal enema
of Mesalazine (5-ASA) 2 gr. daily, and the clinical evaluation was repeated ev-

ery six month for a minimum period of two years. They were all submitted
to manometric and reflexological study every month. The manometries were

performed using probes with balloons for reflexological study(B52 Meditalia).
We ascertained that the anal pressure (54 ± 3 vs 55 + 5 mmHg) and the anal
squeeze (90 ± 5 vs 100 ± 10 mmHg), in pts with DUC, were not different from
the results obtained in 32 subjects without colon-rectum pathology (control
group). The rectal volume required to induce a desire to defecate, subjective
rectum-anal inhibitory reflex (SRAIR), was significantly lower (p < 0.01) in pts
with DUC than in the control group (30 ± 10 vs 40 + 10 cc). The rectal vol-
ume required to elicit anal relaxation, objective rectum-anal inhibitory reflex
(ORAIR), was significantly lower (p < 0.01) in pts with DUC than the control
group (50 ± 10 vs 60 ± 10 cc). The alterations of SRAIR and ORAIR were

extremely different when DUC pts presented an acute recurrence (20 ± 10
and 40 ± 10 cc) (p < 0.001). This findings were always registered about one

month before the acute recurrence. The results of this study show that DUC

pts have a hypersensitive rectum, and that ORAIR and SRAIR play a predictive
role for the recurrence of DUC. In conclusion with manometry it is possible a
therapeutic strategy to prevent DUC recurrence.

1934 The Efficacy of Second Alpha-2b Interferon Treatment
on Termination of HBV Replication

J. Cianciara, H. Hryniewicz, T. toch. Liver Unit, Institute of Infectious
Diseases, MedicalAcademy, Warsaw, Poland

Fifteen patients (11 males, 4 females, aged 26-54 years) with chronic active
hepatitis B (CAH-B) who did not respond to an initial course of alpha-2b IFN
therapy (3 MU, three times a week, for 16 weeks) subsequently received al-
pha IFN again after at least 6 months without treatment. All patients were
seropositive for HBsAg, HBeAg and DNA-p during 6 months preceding the
beginning of the repeated therapy. Tests for anti-delta and anti-HCV were neg-
ative in all cases Liver biopsies were performed only before the initial therapy
and histological evidence of CAH-B was present in all cases. We repeated al-
pha IFN therapy only in patients who showed partial response during the first
treatment (significant decrease of DNA-p activity). The dose of alpha IFN in
all but 5 patients was 3 MU, three times a week, for 16 weeks (5 received
5 MU). Control group consisted of 25 patients with CAH-B who did not re-
spond to 16 weeks course of alpha IFN. During 2 years of follow-up both
groups were monitored for DNA-p activity, HBeAglanti-HBe and biochemi-
cal tests. Two factors which could influence results of the therapy were ana-
lyzed: DNA-p activity and ALT level. Five of 15 patients (33.3%) responding to
the second alpha IFN therapy became DNA-p negative and anti-HBe positive.
This improvement was accompanied with clinical, biochemical and histolog-
ical regression of liver disease activity. All patients who improved had higher
ALT (>80 UA) and lower DNA-p (<1300 cpm) activity before retreatment than
nonresponders. In control group all patients remained HBeAg positive, two
spontaneously became negative for DNA-p activity and in 13 cases progres-
sion of liver disease has been observed. All patients from the treated group
and the control group remained HBsAg positive. This preliminary study sug-
gests that the second alpha-2b IFN treatment increases the response rate
when applied to patients with CAH-B who partially respond to the first ther-
apy. Patients with low level of HBV replication and elevated ALT activity were
more likely to respond to the repeated therapy.

11938 I Functional Results of Sphincter-saving Surgery for
Rectal Cancer

R. Lobello, M. Cirillo, R. De Falco, G. Borio, C. Landolfi, P Fabbrocino.
Department of Gastrointestinal Surgery, University "Federico 11" Naples, Italy
Following the advent of stapling devices, with sphincter-saving procedures,
many authors in the surgical treatment of rectal carcinoma settled wide indi-
cations for the anterior resection and suggest that distal margins of section
as short as 2 cm are safe. In the literature there were no significant differ-
ences between anterior resection and abdominal-perineal resection respect
to local and distant recurrence, and overall five-years survival; age and type
of anastomosis and presence of protective colostomy don't appear to be sta-
tistically significant factors with respect to the incidence of deiscence. The
Authors examined the functional of the anal sphincter before and after opera-
tion (30, 90 and 180 days) with anal manometry and electromiography (EMG)
on 33 patients (18 men and 15 women) operated with low anterior resection
in the period June 1992-July 1994. The operation didn't influence the ampli-
tude of maximum squeeze pressure; the threshold volume and the maximum
tollerable volume had decreased. EMG showed that electromyographic activ-
ity of external sphincter was not influenced by operation. In one patient with
a clinical deiscence of anastomosis the pelvic sepsis inhibited the restoration
of a normal ano-rectal function with a decrease of the rectal compliance and
of the sphincter tone. In conclusion the use of sphincter-saving resection for
distal rectal carcinoma doesn't appear to carry an increase risk of recurrence
nor an unfavorable prognosis compared with abdominal-perineal resection;
the results obtained suggest that all the normal phisiological mechanism sub-
serving continence are present.

1940 Autoantibodies Against Fibrinogen During Interferon
Therapy in Patients with Chronic Viral Hepatitis

A. Michalski, Z. Kondera-Anasz 1, Z. Gonciarz. VII-th Department of Internal
Medicine, Sosnowiec, Poland,' 1 Department of Immunology and Serology,
Silesian School of Medicine, Katowice, Poland

Induction of several autoantibodies such as thyroid antimicrosomal, antinu-
clear, antimitochondrial and anti-smooth-muscle during interferon (IFN) ther-
apy has been recently reported. The aim of this study is to investigate serum
levels changes of antifibrinogen autoantibodies (AFA) during the 3-6 months
of IFN therapy

Material and methods. 25 pts with histologically proven chronic hepatitis
were treated with IFNa-2b 3 MU t.i.w. There were 11 pts with chronic vi-
ral hepatitis B (CH-B)-Group 1 (9 M, 2 F, aged 18-62) and 14 pts (10 M, 4 F,
aged 22-65) with chronic hepatitis C (CH-C)-Group II. IFN was given s.c. for 3
months in pts of Group and for 6 months in pts of Group II. AFA were mea-
sured by ELISA method during the IFN therapy and after the treatment was
completed. Additionally D-dimer was assayed using ELISA method. Statisti-
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cal analyses of the data were done by ANOVA.Results. Results are presented
in the Table [mean values, ± SD].

Group Group II
time (months) P time (months) P

0. 1P 3' 5 0 1P 3' 6. 8

AFA 26.36 26.98 29.10 25.23 29.14 27.48 37.68 29.3 26.34 p <
(ltg/ml) ±6.63 ±6.88 ±7.67 ±5.64 NS ±9.18 ±9.27 ±12.7 ±8.34 ±8.17 0.05
D-dimer 630 632 545 686 760
(ng/ml) ±380 ±330 NS ±430 ±322 ±527 NS

*Interferon a therapy.

Conclusions. Increase of AFA during IFN therapy was noted in pts with CH-
C, this was not found in pts with CH-B. Thus we concluded that pts chronically
infected with HCV are more immunologically reactive for IFN therapy than
those chronically infected with HBV

19411 Alpha-IFN In HCV Chronic Hepatitis. Long-term
Response, Length of Therapy and Pre-treatment Liver
Histology

F.M. Felaco, V. Messina, L. Aprea, G. Calabria, G. Pasquale, P Filippini,
E. Sagnelli, F. Piccinino. Institute of Tropical and Subtropical Diseases, 2nd
University of Naples, Italy

One hundred and twenty-two chronic hepatitis patients, from different stud-
ies using lymphoblastoid or recombinant Alpha interferon (Alpha-IFN), who
had persistent normalization of ALT levels under treatment were followed-
up for at least 12 months after discontinuation of therapy. Pretreatment liver
histology showed CPH in 29 patients, mild CAH in 36 and severe CAH in 57.

Sixty-two patients were treated with 3 MU Alpha-IFN three times a week
for 12 months and 60 for 24 months.

ALT relapsed in 32% of patients, with no difference between those treated
for 12 and those treated for 24 months. Relapses were observed in 51.7% of
patients with CPH, in 36.1% of those with mild CAH, and in 19.3% of those
with severe CAH (p = 0.008).

Relapses occurred during the first 3 months post-therapy and ALT re-
mained persistently elevated until the end of follow-up.

In 4 of the 15 CPH and in 2 of the 13 mild CAH patients who showed
relapse, ALT reached high levels that induced us to promptly restart therapy.

Conclusions: Long-term response to Alpha-IFN in HCV chronic hepatitis is
not affected by length of treatment. Reactivation of disease is more frequent
in patients with CPH than in those with CAH.

11942 Sensitivity of Ultrasonographic Measurement of
Gastric Emptying

K. Jonderko, R. Fricke. Dept ofphysiology, IOMEH Sosnowiec, Poland;
Dept of Rheumatology, St. Josef-Stift Sendenhorst, Germany
The study was aimed at the evaluation of the least significant difference in
cross-sectional antral area (AA) and fractional gastric emptying (GE%), de-
tectable by means of an ultrasonographic method in a model pharmacologic
study with oral placebo.

The study involved 10 healthy volunteers; AA in sagittal plane passing
through aorta and the superior mesenteric vein was measured after an
overnight fast and at 10-min intervals during one hour after ingestion of a
semi-liquid test meal (250 ml; 270 kcal) with the use of a Siemens Sonoline
SL-1 apparatus and a 5 MHz linear probe. The effect of: day, E-Day (n = 20
combinations of paired measurements taken in the same individual), placebo
without interindividual variability PL-lntra (n = 25 combinations of paired mea-
surements taken in the same individual), and placebo with interindividual vari-
ability, PL-lnter (n = 10 paired measurements taken in 10 subjects) on the
least significant difference AAAO05 and AGE%005 was evaluated. Two-way
analysis of variance and Scheff6 test were used to compute AAAO05 and
AGE%0.05.

It was found that interindividual variability constituted the main source
of variability affecting the mean residual square. This contribution of the in-
terindividual variability to the measurement error was reflected by signifi-
cantly greater variances of between-day differences of AA and GE%, as well
as by a decreased feasibility to detect a significant difference A:

Variability source: E-Day PL-lntra PL-lnter

AAAO05 (cm2) 0.48 0.40 0.92
AGE%o.o5 (%) 7.3 6.7 15.6

Conclusion: Considering the mean residual square, examination of n = 15
subjects would result in AAAO05 = 0.73 cm2, and an increase in sensitivity
to AAA005 - 0.5 cm2 would need examining twice as many subjects. With n
= 15 subjects examined, AGE%005 would equal to 12.4%. An improvement
of sensitivity to AGE%0o05 = 10% would involve the necessity of examining
n = 22 subjects.

11943 Outpouching Duodenal Diverticula in Acute
Pancreatitis: An Understimated Etiological
Association

G. Manes, G. Uomo, A. Ragozzino 1, M. Laccetti, F. Perrotti, A. Cavallera,
PG. Rabitti. Pancreatic Disease Center, Internal Medicine, Napoli, Italy,
1 Radiology, Cardarelli Hospital, Napoli, Italy

Recurrent attacks of acute pancreatitis (AP) have been reported in patients
with intraluminal duodenal diverticula; in contrast, it is still unclear the rela-
tionship between outpouching duodenal diverticuta (ODD) and AR The aim
of this study was to assess the etiological role of ODD in AR

Patients and Methods. We have perspectively evaluated, during the period
1992-1994, 433 patients who underwent a successful endoscopic retrograde
cholangio-pancreatography in our center. Fifty-eight patients had ODD; the
indication to endoscopic procedure was an AP episode in 36 cases (62%). Of
these patients, 22 had biliary stones, 4 stenosis of the distal portion of the
common bile duct, 2 pancreas divisum; in 8 cases the final diagnosis was

"idiopathic" AR Whole incidence of biliary stones in patients with ODD was
65.5% (38 cases). Considering the patients without ODD as control group,
we found: a) patients with ODD were significantly older (64.8 + 13.6 vs 55.4
± 16.5 years; p = 0.0001); biliary lithiasis was more frequent in ODD group

(65.5 vs 40.8%; Chi square 11.4, p = 0.0001); no difference was observed in
the percentage of AP in the two groups (62 vs 60.7%), but idiopathic AP was

significantly more frequent in patients with ODD (13.7 vs 7.5%, Chi square
4.1 1, p = 0.04).

Conclusions. These data suggest that ODD play a role in the etiology of
the so-called idiopathic AP; the pathogenetic mechanism is likely related to
a functional or organic involvement of the ampullary area.

Gastric Emptying (GE) in Patients with a
Nonobstructive Gastric Cancer (GCa)

K. Jonderko, K. Ziaja, K. Rudzki. Dept of Physiology, IOMEH Sosnowlec,
Poland; Dept of General and Vascular Surgery, Silesian Medical Academy,
Poland; Dept of Nuclear Medicine, Silesian MedicalAcademy, Poland

Involvement of a part of a stomach wall by a malignant tumour may be hy-
pothesized to affect the pattern of solid phase GE.

The aim of the study consisted in the assessment and comparison vs

healthy controls of GE course in patients suffering from a nonobstructive GCa.
In a prospective study 14 patients with an endoscopically diagnosed and

pathologically confirmed GCa localized on the lesser curve of the stomach,
and intact cardia and pylorus left according to endoscopic and/or X-ray eval-
uation, were examined. GE taken in 28 healthy men served as a reference
value. GE of a 390-kcal meal (99mTc-labelled scrambled eggs, white bread,
milk) was continuously recorded under a gamma camera during 90 min.

Compared to healthy controls, GE was significantly delayed in GCa pa-
tients considered as a whole. Cluster analysis revealed, however, two dis-
tinct GE patterns within GCa patients - a subgroup with extremely delayed
GE and a markedly prolonged Tmax - GCa-l, and GCa-ll- patients exhibit-
ing normal GE and Tmax. Antral localization of tumour was found in 5 out of
6 GCa-l patients as opposed to 1 out of 8 GCa-ll subgroup - p = 0.003.

410
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Conclusion: Antral localization of tumour contributes to the delayed GE
and prolonged Tmax encountered in patients with a nonobstructive GCa
when compared to healthy controls.

119461 Peripherally but not Centrally Administered Calcitonin
Inhibits Postprandial Gallbladder Emptying in Dogs

K. Jonderko, L. Bueno. Dept of Pharmacology, INRA Toulouse, France; Dept
of Physiology, IOMEH Sosnowiec, Poland

The study aimed at the comparison of the effect of calcitonin on meal-
stimulated gallbladder emptying after intravenous (i.v.) and intracerebro-
ventricular (i.c.v.) administration in dogs. The gallbladder contraction was ex-
amined by means of real-time ultrasonography in six conscious dogs; ellip-
soid approximation was used for the calculation of gallbladder volume.

Calcitonin given i.v. elicited a strong and significant inhibition of the meal-
induced gallbladder emptying with an area under the gallbladder emptying
curve between 0 and 120 min (AUC120) amounting to 83.8 ± 5.1 %h (placebo),
and to 113.5 ± 7.8 (p < 0.05), 144.2 ± 10.1 (p < 0.001) and 192.8 ± 15.0 (p
< 0.001) %h after 3.6, 18.0 and 90.0 pmol kg-1 calcitonin, respectively. This
effect was dose dependent, as reflected by the regression of AUC120 vs cal-
citonin dose: y = 23.95 [In(dose + 1)] + 79.82 (r = 0.762, p < 0.001), and
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significantly more potent than after central administration - p < 0.01 for
AUC120 in the case of comparison of i.v. vs i.c.v. injection of 18.0 pmol kg-1
calcitonin. The ratio of i.v. to i.c.v. calcitonin doses bringing about complete in-
hibition of gallbladder emptying 60 min after the meal amounted to 1: 142.3.
Peripherally given calcitonin (3.6; 18.0; 90.0 pmol kg-1) brought about a dose-
dependent increase in the interdigestive gallbladder volume - the equation
of linear regression of relative gallbladder volumes was y = 11.25 [In(dose
+ 1)] + 97.16 (r = 0.803, p < 0.001). Intravenous application of calcitonin
(3.6; 18.0; 90.0 pmol kg-1) did not affect the caerulein-induced gallbladder
emptying (caerulein was infused at a dose of 7.4 or 22.2 pmol kg-1 h-1).

Conclusions: (i) calcitonin exerts a peripherally mediated inhibition of the
meal-stimulated gallbladder emptying, and (ii) peripherally given calcitonin
does not inhibit caerulein-induced gallbladder contraction in the dog.

1947 Chronic Cryptogenic Hepatitis in Childhood:
Epidemiological, Clinical, Biochemical and
Histological Features

A. Vegnente, P Vajro, R. lorio, P Pensati, A. De Vincenzo, S. Porzio.
Department of Pediatrics, University of Naples "Federico ll' Italy
The discovery of hepatitis C virus has provided the aetiological agent of nearly
the totality of chronic cryptogenic hepatitis in adulthood; on the other hand,
almost half the children with chronic cryptpogenic hepatitis do not show evi-
dence of HCV infection. In these children, at the present time, the diagnosis of
chronic cryptogenic hepatitis is still based on the exclusion of a wide spec-
trum of causes. So far, scanty information is available about chronic cryp-
togenic hepatitis in childhood. Aim of the present study was to assess its
clinical, laboratory and histological features in children.
We have studied 45 consecutive children (23 males; mean age 8.3 years,

range 3-16) with chronic cryptogenic hepatitis observed at our Department
during a 4-year period (1990-1994). Chronic cryptogenic hepatitis was di-
agnosed when hypertransaminasaemia persisted for at least 12 months in
absence of known causes (infections: HAV, HBV, HCV, TORCHES; metabolic
disorders: alfalAT deficiency, Wilson disease, glycogen and lipid storage dis-
ease, hereditary fructose intolerance, galactosemia; autoimmune diseases,
drug and toxins, coeliac disease, obesity, miopathy, macro-AST). The inclu-
sion criteria were the following: age > 1 year, absence of biochemical evi-
dence of cholestasis (hyperGGT, hyperALP), absence of underlying chronic
systemic diseases, follow up > 6 months. The discovery of hypertransam-
inasaemia was made by chance in 38 (84%) patients, in 6 (13%) for non-
specific symptoms of liver disease and in 1 (2%) for hepatosplenomegaly.
Mean age at discovery of hypertransaminasemia was of 3.8 years (range 1-
10.8). No patient had an acute symptomatic onset. Blood transfusions were
reported in the history of 2 children, surgical procedures in other 4 cases;
in the remaining children no overt parenteral exposure was present. Among
the studied patients there were 3 couples of siblings. Four children (includ-
ing 2 siblings) had a father affected by chronic cryptogenic hepatitis, 2 had
a father with chronic hepatitis C (CHC) and 1 a mother with CHC. In the lat-
ter children, serum HCV-RNA detected by PCR was negative. During a mean
follow up of 2.3 years (range 0.5-7.6), all patients were in good general con-
ditions; at physical examination, hepatomegaly was found in 13 children and
hepatosplenomegaly in other 5 subjects. As far as laboratory features are con-
cerned, liver function tests - with the exception of aminotransferase serum
levels - were in the normal range in all patients. In table the values of ALT
serun levels are reported.

Onset Last follow up Mean values observed during f.u.

mALT + SD 174 + 168* 74 + 64* 131-71
(range) (43-700) (15-336) (58-277)

*p < 0.05

During our observation, fluctuating levels of aminotransferase serum lev-
els were found in 27 (60%) children, while a spontaneous sustained (> 12
months) remission of hypertransaminasaemia was observed only in 4 (8%)
children.

Liver biopsy, performed in 15 children after at least one year from the de-
tection of hypertransaminasaemia, showed chronic active hepatitis in 7 (46%)
and minimal liver disease in 8 (64%) patients. No patient showed histological
evidence of cirrhosis.

Chronic cryptogenic hepatitis in childhood seems to be a symptomless
disease, characterized by isolated hypertransaminasaemia with normality of
the other liver function tests, with mild to moderate liver lesions, without
overt risk factors in clinical history. Although the percentage of spontaneous
remissions is low, the children with chronic cryptogenic hepatitis seem to
have, in the short run, a non-progressive disease.

|11948 lA Gastric Emptying (GE) in the Early Postoperative
Period After Roux-en-Y and Billroth-ll
Gastroentero-anastomosis

K. Jonderko, S. tukasiewicz. Dept of Physiology, IOMEH Sosnowiec, Tychy,
Poland; Dept of General Surgery, The Voivodeship Multi-Specialty Hospital,
Tychy, Poland

Aim: In a prospective study we decided to examine the effect of partial gas-
tric resection with truncal vagotomy and gastroenterostomy of Roux-en-Y or

Billroth-ll type on GE of a solid meal, as well as gastric acid and gastrin se-
cretion.

Fourteen patients subjected for sequelae of peptic ulcer to partial gastric
resection with vagotomy and a gastroenterostomy (in 11 patients of Roux-
en-Y, and in 3 of Billroth-l1 type) underwent the examinations before surgery
and/or within 51/2 weeks postoperatively; GE taken in 41 healthy subjects
served as a reference value. GE of a 390-kcal meal (99mTc-labelled scrambled
eggs, white bread, milk) was continuously recorded under a gamma camera
during 60 min.

The surgery resulted in a significant delay in GE - the median T1/2 nearly
doubled from 77 min before to 151 min after the operation, p < 0.01. The GE
pattern did not, however, change significantly, as reflected by a median curve
shape parameter S amounting to 1.05 and 0.87 before and after the surgery,
respectively. The Roux-e-Y reconstruction brought about a pronounced de-
lay in GE with T1/2 exceeding the border of the mean T1/2 + 2SD of healthy
controls in 7 out of 11 (64%) patients. On the other hand, no one of the B-Il
operated patients had a slowed GE. The basal and pentagastrin-stimulated
gastric acid secretion was decreased by an average of 71% (from 6.2 + 0.7
to 1.8 + 0.6 mmol h-1, p < 0.001) and 82% (from 25.2 ± 3.0 to 4.4 ± 1.2
mmol h-1, p < 0.001), respectively. The surgery did not affect the fasted
serum gastrin concentration (53.2 : 4.9 pre- vs 51.0 ± 11.5 ng 1L1 postoop-
eratively), whereas the postprandial gastrin release decreased significantly-
AUCO-120: 9838 ± 1377 ng 1L1 min before and 68634 ± 1024 ng 1L1 min after
the operation, p < 0.01.

Conclusion: Partial gastric resection with a gastroenterostomy and vago-
tomy elicits a significant delay in solid-phase GE during the early postopera-
tive period.

1950 The Manometric and Radiological Approaches to the
Rectal Prolapse

A. Salzano, G. Cavallo 1, S. La Manna 2, A. Fresini 2 1 Dep. Radiology,
Hospital Loreto Mare, Naples, Italy, 2 Dep. Gastroenterology, 11 University
Naples, Italy; 111 Division of Surgery, University Federico 11 Naples, Italy

Aims: the manometry and videodefecography improved the diagnostic and
therapeutic approach to the pelvic floor disorders and rectal prolapses pathol-
ogy.

Methods: we report our retrospective experience of videodefecografic
and manometric study of the mucosal rectal prolapse (MRP) and the external
total rectal prolapse (ETRP) on 564 patients suffering from these disorders.

Results: 1) 299 cases of MPR (53%), 67 in males and 232 in females; 11
cases of ETRP (1.9%), 3 in males and 8 in females. In our study MPR was
associated to anterior rectocele (64.2%), descending perineum syndrome
(DPS) (14.7%), puborectalis muscle syndrome (PMS) (10.4%), intussuscep-
tion (10%), external sphincteric lesions (1%). ETRP was associated to DPS
(27.3%), PMS (9%), anterior rectocele (9%) and external sphincteric lesions
(36.4%).

Conclusions: the MRP and ETRP are frequently associated with other
pathologies, and their investigation and identification by videodefecografic
and manometric study is very important for the surgical or conservative ther-
apy.

1952 j Congenital Hepatic Fibrosis Associated with Other
Malformations in Two Brothers

M. Gentile 1, A. Di Carlo 1, F. Susca 2, A. Stella 1, N. Resta 2, A. Gambotto 2,
M.L. Caruso 1, A. Francavilla 3, P Vajro 47G. Guanti 1.2 1IRCCS"S. De
Bellis', Castellana (BA), Italy; 2 Cattedra di Genetica Medica, Universita di
Bari, Italy; 3 Cattedra di Gastroenterologia, Universita di Bari, Italy,
4 Dipartimento di Pediatria, Universita di Napoli, Italy

Congenital Hepatic Fibrosis (CHF), is probably the most common cause of
non icteric hepatosplenomegaly in children and young adults. The clinical
picture of CHF includes hepatosplenomegaly and portal hypertension with
normal liver function. The term Oculo-Encephalo-Hepato-Renal (O-E-H-R) syn-
drome is currently employed to report association of CHF with several other
congenital malformations; however the O-E-H-R syndrome refers to a sub-
group of syndromes largely overlapping, so that the accurate classification
of individual patients may be difficult. In keeping with such difficulties we re-
port two sibs from non consanguineous parents, affected by CHF associated
with a series of other congenital abnormalities. The description of their phe-
notypes may contribute to a better delineation of this complex syndrome.
The patients, two brothers of 16 and 3 years respectively, showed early hep-
atosplenomegaly and portal hypertension. In both, a percutaneous biopsy
of the liver revealed the presence of broad septa of fibrous tissue contain-
ing abundant bile ducts, portal tracts enlarged by fibrosis and preserved lob-
ular architecture without inflammatory cell infiltrates and regenerative nod-
ule formation. Ophtalmological assessment proved visual impairment with
mild exotropia, nystagmus, and oculomotor apraxia. At neurological examina-
tion cerebellar ataxia was present. Cranial Magnetic Resonance Imaging con-
firmed cerebellar malformation with inferior vermis hypoplasia. Laboratory in-
vestigations indicated hepatic dysfunction. High resolution banded karyotype
was normal. Analysis of the literature has revealed that the pattern of defects
observed in our patients is consistent with COACH syndrome, previously re-
ported in three other children.
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19551 Presymptomatic Detection of APC Gene Mutations In
Familial Adenomatous Polyposis

A. Stella 1, M. Montera 2, N. Resta 3, C. Marchese4, F. Susca 3, L. Romio 2,
M. Gentile 1, F. Prete5, A. Gambotto3, A. Polizzi 3, C. Mareni 2, G. Guanti 1 3.
IRCCS "S. De Bellis': Castellana; 2 DIMI Universita' di Genova; 3 Cattedra

di Genetica Medica Universita di Bari; Osp. Mauriziano "Umberto I",
Torino; 5 Clinica Chirurgica, Osp. Oncologico, Bari

The identification of Familial Adenomatous Polyposis (FAP) gene (designed
APC) enables conclusive genetic testing of at-risk family members in fami-
lies in which the mutation has been identified by direct or indirect methods.
Presymptomatic molecular diagnosis of FAP was performed by direct analy-
sis of mutations in lymphoblastoid DNA in 17 families and by indirect method,
using genetic-linkage, in 10 families. Germline mutations were identified by
a screening procedure based on SSCP or PTT. Polymorphisms, present in
the APC gene sequence and microsatellites located in flanking regions were
characterized for linkage studies. The most common mutations in our sam-

ples were a 5bp deletion at codon 1309 and a 5bp deletion at codon 1061. In
addition 5 novel mutations localized in exon 10 and exon 15 were identified.
Truncated protein were found in 6 families. Ten families were screened by in-
direct method. Fifty offspring of affected individuals (a priori risk of 50%) were

tested. APC test showed absence of the affected parent's mutations in thirty-
four individuals. Sixteen individuals were carriers of their respective family's
APC mutation. Twelve had colon examinations that revealed the presence
of an in situ adenocarcinoma in one patient, polyps with severe dysplasia
in two, and multiple adenomatous polyps in nine patients. Of the remaining
4, two refused colon examination and two were too young to undergo the
endoscopic analysis.

This research was supported by grants from Associazione Italiana Ricerca
Sul Cancro; CNR Progetto Finalizzato A.C.R.O., N.93. 02138.PF37; MURST
40% and 60%.

Pancreatic Ultrastructure in Manioc Fed Animals is
Similar to Chronic Pancreatitis

K.B. Leena, K.T. Shenoy. Dept. of Gastroenterology, Medical College,
Trivandrum, India

Objective: To test the hypothesis that the toxic metabolite of cassava

cyanoglucoside causes pancreatic changes similar to chronic alcoholic pan-
creatitis.

Methods: Albino rabbits (6/group) were fed with the following diet. Group
1: control feed; group 2: cassava + protein isonitrogenous to control (23%);
group 3: cassava and high protein (32.2%); group 4: cassava and low protein
(9.2%). At the end of six months of feeding, pancreas was removed and fixed
in iced 3% glutaraldehyde, post fixed in 1 % osmium tetroxide. Sections were

stained with 0.5% uranyl acetate; 1 j. sections for light microscopy were

stained with Toluidine blue; for fat with Sudan B and oil red.
Result: Acinar cells showed degenerative changes; many have lost their

nuclei and some showed condensation of the karyoplasm and formation of
deep indentations and nuclear shrinkage. Distention of the cisternae of the
endoplasmic reticulum and complete extinction of the secretory action were
also noted. The most striking abnormality was the presence of neutral fat in
the cytoplasm. The mitochondria showed degeneration with vacuolation. Zy-
mogen granules were reduced in number and appeared as prozymogens. Au-
tophagic vacuoles and vesicles containing myelin like laminated bodies were

also noted. The lateral membranes were intact in most of the cells; however,
some had no desmosomes. The microvilli were blunt and the ductular lumen
contained amorphous secretory material. The changes observed were focal
and maximal in the low protein group (group 4) and moderate in the protein
isonitrogenous (group 2) and mild in the high protein group.

Conclusion: The cellular changes in pancreas were similar to those de-
scribed in alcoholic pancreatitis. The toxic metabolite of cynoglucoside in-
duced the degenerative changes and this model could be used to study the
effect of supplementing antioxidants/sulphur amino acids in reverting these
changes.

Comparison of Two Different Therapeutic Regimens In
the Eradication of Helicobacter pylori

A. De Medici, S. Rodin6, N. Sacca, M. De Siena, A. Giglio. Servizio di

Endoscopia Digestiva, Ospedale Ciaccio, Catanzaro, Italy
Many drugs are been used in H.P eradication, nevertheless it's not estab-
lished which therapeutic regimen is more effective.

Aim of our study was to compare the efficacy and tollerability of two dif-
ferent therapeutic regimens for H.P eradication.

Methods: We studied 123 patients with HP associated gastritis. 60 pa-
tients (37 M 23 F, mean age 46 years, range 19-72 years) were treated with
omeprazole (OME) 40 mg u.i.d., amoxycillin (AMO) 1 gr b.i.d. and Bismuth
subcitrate (CBS) 120 mg q.i.d. for two weeks (regimen A) and 63 patients
(43 M 16 F, mean age 44 years, range 15-71 years) were treated with OME
40 u.i.d., AMO 1 gr b.i.d., and metronidazole (METRO) 250 mg t.i.d. for two
weeks (regimen B). Smokers were 19 in the group A and 27 in the group B.
Patients underwent endoscopy, histology (Giemsa) and urease test (CP-test)
at the beginning of the study and 4-6 weeks after the end of the treatment.
Treatment was considered successful when HP was no detected by histology

and urease test. Statistical evaluation of data was carried out by Chi-Square
test. HP eradication succeeded in 30/60 (5%) patients with the regimen A and
in 55/63 (87%) with the regimen B (p < 0.0001). In the group A no side effects
was detected; in group B we found temporaneous increase of AST/ALT in 1
patient, nausea and abdominal pain in 2 patients.

Conclusions: Our study suggest that regimen B (OME + AMO + METRO)
is more effective versus regimen A (OME + AMO + CBS) for HP eradication;
however METRO can produce more side effects.

119611 Helicobacter pylori Eradication in Duodenal Ulcer
Versus Chronic Gastritis

N. Sacca, A. De Medici, S. Rodin6, M. De Siena, A. Giglio. Servizio di
Endoscopia Digestiva, Ospedale Ciaccio, Catanzaro, Italy
The aim of this study is to compare effectiveness of eradication therapy is
patients with peptic ulcer versus patients chronic gastritis.

Methods: We studied 35 patients (20 M and 15 F. mean age 47 years,
range 17-70 years) with chronic gastritis (Group A) and 40 patients (20 M
and 20 F, mean age 44 years, range 20-73 years) with duodenal peptic ulcer
(Group B). The patients underwent endoscopy, histology and urease test (CP
Test) at the beginning of the study and 4 weeks after the end of the treatment.
Eradication therapy: omeprazole (40 mg u.i.d. for the first two weeks reduced
to 20 mg u.i.d. in subsequent two weeks). Both of the grups were compa-
rable for age, sex and harmful habits (coffee, alcohol, cigarettes smoking).
Statistical analysis was carried out using Chi-Square test.)

Results: 19 (59%) out of 35 patients of group A and 18 (45%) out of 40
patients of group B eradicated, thus no meaningful difference between two
groups was detected. (p = NS).

Conclusions: In our study H.P eradication rate in patients with chronic gas-
tritis is not statistically different from the one achieved in patients with duode-
nal peptic ulcer. Although the two diseases probably depend on two different
strains of H.P, as suggest by some authors, the results of our study don't
show remarkable difference on the two strains in the sensibility to eradica-
tion therapy.

1H196 An Experimental Model for Tropical Pancreatitis
K.B. Leena, K.T. Shenoy. Dept. of Gastroenterology, Medical College,
Trivandrum, India

Objective: To test the hypothesis that tropical pancreatitis could be induced in
an experimental model fed cassava (Manioc) based protein and fat modified
diet.

Methods: Rabbits (6/group) were fed for 6 months. Group 1: control;
group 2: cassava + low protein (9.2%) and sat. fat (5%); group 3: cassava
and low protein (9.2%) and unsat. fat (5%); group 4: cassava and protein
isonitrogenous to control (23%) and sat. fat (5%); group 5: cassava + pro-
tein isonitrogenous to control (23%) and unsat. fat (5%). Glucose, albumin,
amino acids, amylase, lipase and rhodanese activity were estimated in the
serum in the basal state, at 3 and 6 months of feeding. DNA content (g/100
gm and g/pancreas); amylase, lipase, trypsin and chymotrypsin activity in the
pancreas (IU/g, lU/Pancreas and lU/mg DNA) and trypsin and chymotrypsin in
the duodenal aspirate (IU/L) were estimated. Pancreatic tissues were stained
using special stains. Data were analysed using multiple analysis of variance
(Manova), paired 't' test and Anova (scheffe). Level of significance was set at
0.05.

Result: Blood - Hyperglycaemia was noted in groups 2-5 (p = 0.003).
Albumin and plasma amino acids showed marked reduction in the cassava
fed groups (p = 0.00001). Amylase was reduced in groups 2, 3 and 5 and
lipase was reduced in groups 2-5 (p = 0.00001). Rhodonese level was un-
altered. Tissue: Significant reduction in amylase in the pancreas in the cas-
sava and low protein and protein isonitrogenous groups (P = 0.00001) was
noted; lipase activity was reduced in groups 4 & 5 (p = 0.00001); trypsin re-
duction was noted in group 3 (p = 0.0127). Acinar atrophy, replacement by
fat, mucoid metaplasia of the ductal epithelium with esinophilic material in
the ductal lumen were marked in groups 2 8 3 and moderate in groups 4 & 5.
Nesidioblastosis of islets was also observed.

Conclusion: The endocrine, exocrine and histological changes in this
model are similar to those in tropical pancreatitis.

11963 I ntragastric Acidity in Patients with Barretts
Esophagus

V Savarino, P Zentilin, G.S. Mela, M.R. Mele, C. Mansi, S. Vigneri 1
A. Malesci 2, M. Belicchi 2, G. Celle. DI.MI., Universita di Genova, Italy,'
1 DI.M. I, Universita di Palermo e, Italy,' 2 DlM.I., Universita di Milano,
Italy
Data gathered on the acid secretory pattern of patients with Barrett's esoph-
agus are scanty and controversial. Some authors found that these patients
are acid hypersecretors, while others did not confirm this observation. In this
study we wished to assess whether the circadian gastric acidity of patients
with metaplastic columnar epithelium in the distal esophagus differs from
that of normal subjects and duodenal ulcer patients, who are universally rec-

ognized to secrete more acid than normal as a group. Methods. We studied
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20 patients with Barrett's esophagus (13 M and 7 F, mean age 57 ± 13 yrs),
119 normal subjects (64 M and 55 F, mean age 45 ± 16 yrs) and 291 duode-
nal ulcer patients (207 M and 84 F, mean age 47 ± 14 yrs). In these groups,
gastric pH was measured over 24 hours by means of a miniaturized electrode
placed in the gastric corpus. The recording modalities were standardized in all
experimental centres. Mean gastric pH values were calculated during three
different time intervals (24 hours, daytime and night)for each population. Data
were compared with ANOVA and corrected for multiple testing.

Results. They are reported in the following table:

Time period Normal subjects Duodenal ulcer Barrett esophagus
17:00-16:59 1.8±0.4 1.5±0.4 1.9± 0.6
20:00-07:59 1.5 ± 0.3 1.3 ± 0.5 1.8 ± 0.8
08:00-19:59 2.2 ± 0.5 1.7 ± 0.5 2.0 ± 0.5

The gastric pH values of patients with duedenal ulcer are significantly
lower (p < 0.01) than those of normal subjects and patients with Barrett's
esophagus during all time intervals considered. There is no difference be-
tween normal subjects and patients with Barrett's esophagus during each
time segment. Conclusions. The circadian gastric acidity of patients with Bar-
rett's esophagus does not differ from that of normal subjects, but is signifi-
cantly lower than that of duodenal ulcer patients. Thus, gastric hyperacidity
is not a peculiar feature of patients with Barrett's esophagus and does not
contribute to the increased gastroesophageal acid reflux frequently seen in
this disease.

1964 Poor Prognosis of Pancreatic Malignancy in Tropical
Pancreatitis

K.B. Leena, K.T. Shenoy. Dept. of Gastroenterology, Medical College,
Trivandrum, India

Objective: To determine operability and survival of pancreatic malignancy in
tropical pancreatitis.

Methods: In a prospective study of TR 66 cases had associated pancreatic
malignancy, either as de novo or during followup of 30 days to 15 years (me-
dian 97 months). Prognostic factors associated with operability and survival
such as age, sex, duration of disease, diabetes, alcohol intake and smoking
were studied. Operability was assessed by US/CT scanning. Data were an-
alyzed using univariate and Cox Proportional Hazard regression and Kaplan
Meier (KM) survival model.

Result: Age at presentation and age at onset of illness were 45.41 ± 12.05
and 41.01 : 12.49 years respectively; they were significantly different from
TP without malignancy (33.41 ± 12.09 and 28.42 ± 12.10: p = 0.0001). Hep-
atic metastasis was present in 30/66 and distant metastasis to supraclavicu-
lar lymph nodes and brain in 4/66. Surgical procedures (biliary drainageltotal
pancreatectomy) were performed in 42 patients. Majority of pancreatic car-
cinoma were in stage 11 or stage Ill disease (American Joint Committee on
Cancer Classification 1988). In the hazard model, hazard ratios were as fol-
lows: for females (0.94- 95% Cl 0.57-1.55); smoking (1.38- 95% Cl 0.81-
2.34); diabetes mellitus (0.72- 95% Cl 0.41-1.28) and abdominal pain (1.88
- 95% Cl 0.76-4.67). 61/66 subjects were dead during followup. Duration of
diabetes and abdominal pain did not affect the survival. KM survival probabil-
ity were 0.55 (95% Cl 0.42-0.66) at 3 months; 0.24 (95% Cl 0.14-0.35) at 6
months and 0.13 (95% Cl 0.06-0.22) at 9 months and 0.08 (95% Cl 0.03-0.16)
at 17 months.

Conclusion: Pancreatic malignancy in tropical pancreatitis present at an
advanced stage of the disease and has poor operability and survival.

1965 A Double Blind Randomised Cross Over Trial of
Cisapride vs Bulk Laxative in Constipating Irritable
Bowel Syndrome

K.T. Shenoy, P Shobha, L. Lillykutty. Dept. of Gastroenterology &
Pharmacology, Medical College, Trivandrum, India

Objective: To determine the therapeutic efficacy of cisapride and bulk laxative
in the management of constipating irritable bowel syndrome (IBS)

Design: Double blind cross over trial
Setting: Tertiary referral centre
Participants: Subjects in the age group 16-60 years of either sex with con-

stipating IBS. Subjects with diabetes, thyrotoxicosis, renal failure, inflamma-
tory bowel disease and ischaemia colitis were excluded.

Sample size: 26 subjects were needed to arrive at a significant conclusion;
with an anticipated drop outAost to follow up, 33 patients were enrolled.

Intervention: Cisapride 10 mg thrice daily + bulk laxative placebo (20 g)
at night or isbaghula (20 g) + placebo tablet thrice daily for four weeks and
wash out period of two weeks and crossed over to alternate treatment.

Study variables: Clinical (stool frequency, consistency, symptoms), bio-
chemical parameters (blood glucose, urea, creatinine) were evaluated in the
basal state, at 4, 6 and 10 weeks of study. Symptom severity was scored
weekly using visual analogue scale for six symptoms (constipation, feeling
of incomplete evacuation, abdominal distension, tiredness, abdominal pain
and stool frequency). Data were analysed for treatment effects (t' test; Mann
Whitney U test and Wilcoxson matched pair signed rank test)

Result. Base line characteristics were similar in both treatment groups. 26
patients completed the trial. Effect on symptom relief was significant in both

groups (p < 0.05). Cisapride was better than isbaghula in relieving constipa-
tion (Wilcoxon matched pair signed ran test 't' 21 - p = 0.05).

Conclusion: Cisapride is beneficial in constipating IBS.

119661 Biochemical Score as Reflex of Histological Activity
and Fibrosis In Chronic Viral Hepatitis

R. Testa, S. Caglieris, G. Lapertosa 1, N. Campo, L. Arzani, S. Alvarez,
PB. Lantieri 2, G. Celle. Gastroenterology Unit, DI.MI.; 1 Inst. of Pathological
Anatomy University of Genoa, Italy. 2 Inst. Medical Statistics, University of
Genoa, Italy
Single liver tests partially reflect histological pattern, both necrosis and in-
flammation and fibrosis, of chronic viral hepatitis. Aim of this work was to
relate in multivaried regression analysis a battery of liver tests both with
necrosis + inflammation score (Knodell's histological activity index, HAI) and
with fibrosis score. One hundred fifty-two patients (117 M, 35 F, age 454
± 14 yrs) with chronic active hepatitis related to HCV or HBV were stud-
ied. HAI (mean ± SE) and fibrosis score resulted 6.94 ± 0.3 and 0.984 ±
0.09 respectively. Both histological scores were related in backward step-
wise regression analysis with alanine and aspartate transferases, gammaglu-
tamyl transpeptidase, gammaglobulin, alkaline phosphatase, bilirubin, albu-
min, prolylhydroxylase, procolaggen type IlIl, serum bile acids. Backward step-
wise regression selected alanine transferase (ALAT), gammaglobulins (GGL)
and gammaglutamyl-transpeptidase (GGT) as the best combination related
to HAI (r = 0.436 p < 0.0001), and ALAT, alkaline phosphatase (AP), albumin
(ALB) and serum bile acids (SBA) as the best combination related to fibrosis
(r = 0.455 p < 0.0001). Two biochemical scores can be calculated as 2.072 +
ALAT x 0.008 + GGT x 0.008 + GGL x 1.948 and as 2.260 + ALAT x 0.002
+ AP x 0.002 + ALB x -0.50 + SBA x 0.025. These results showed that
histological necrosis and inflammation can be expressed by a logical combi-
nation of biochemical parameters, while fibrosis was prevalently related with
parameters reflecting an impaired liver function, rather than the specific fibro-
genetic activity.

119671 Utility of Computed Tomography In Tropical
Pancreatitis

K.T. Shenoy, K.B. Leena. Department of Gastroenterology, Medical College,
Trivandrum, India

Objective: To determine the utility of computed tomography (CT) in tropical
pancreatitis, a premalignant condition.

Materials and Methods: In a prospective study of 569 patients with TP, 92
patients had CT performed. Features such as calcification, lipomatous atro-
phy, ductal dilatation, fluid collection, focal and diffuse enlargement of pan-
creas, peripancreatic soft tissue planes, vascular involvement, hepato-biliary
and renal changes were assessed.

Result: Three groups were encountered - Calcific (54), non-calcific (18)
and pancreatic malignancy with TP (20). Calcific: 80% had calculi in the whole
pancreas; 10% in the body and 10% in the tail. Segments of main pancre-
atic duct were seen in 20%. The diameter of the dilated duct ranged from
5 to 15 mm with an average of 8.6 mm. The margins of the pancreas were
smooth in 60% and irregular in 40%. Gland atrophy was seen in 30%. Lipo-
matous replacement was observed in 35%. 10% had thin and cord like pan-
creas. Fluid collections were identified in 15 of 54 patients. They were located
within the pancreatic gland in 10 cases, in a peri pancreatic location in 4 and
were remote to the pancreas in 1. Associated lesions were gall stones in 8,
choledochal cyst in 1, renal calculi in 3, horse shoe kidney in 1 and hepatic
haemangioma in 1. Non calcific: 20% had pancreatic calculi and 50% had
ductal dilatation and lipomatous atrophy. 20% had pancreatic fluid collection
as retention cyst, peripancreatic or pancreatic ascites.

Pancreatic malignancy with TP: Pancreatic mass lesions with calcification
and obstructed duct localised to head in 12 and diffuse in 8. Involvement of
peri pancreatic planes was noted. 50% had hepatic and 2120 had cerebral
metastasis. CT scan has helped in planning surgery.

Conclusions: CT imaging has prevented unnecessary surgery in TP espe-
cially in those with extensive malignancy.

1196 I Monoethylglycinexylidide (MEGX) Formation and
Degree of Histological Activity in Chronic Active
Hepatitis

R. Testa, N. Campo, S. Caglieris, S. Alvarez, L. Arzani, S. Borzone, D. Risso 1
PB. Lantieri 1, G. Celle. Gastroenterology Unit, DI.M..; 1 Inst. of Medical
Statistics, University of Genoa, Italy
Relationship between monoethylglycinexylidide (M EGX) formation, lidocaine
metabolite, and liver histology was found in chronic hepatitis. The aim of
this work was to correlate MEGX formation with degree of histological ac-
tivity (HAI Knodell's score) in one hundred thirty patients with active chronic
hepatitis (CAH related to HC or HB virus, 100 males and 30 females, age 16

. 67 years): 31 of those patients were CAH with cirrhosis (CAH cir) and 99
CAH without cirrhosis. Plasma samples were drawn at 15, 30 and 60 min.
after i.v. Iidocaine (1 mg/Kg); MEGX was measured byTDXfluorescent polar-
ization immuno-assay. MEGX (ng/mI, mean ± SD) differences between two
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CAH groups were statistically analyzed by means of ANOVA (*p < 0.001);
relationships between MEGX values and HAI were calculated by means of
Spearman rank correlation.

MEGX 15 min MEGX 30 min MEGX 60 min

CAH 68 ± 30 794 ± 26 76 ± 21
CAH cir 35 ± 14* 49 ± 15' 53 ± 15

In CAH with cirrhosis MEGX values showed a significant reduction at ev-
ery time considered. The relationships between HAI and MEGX values (n =

130) resulted significant (p < 0.001): MEGX 15 min r = -0.380, MEGX 30
min r = -0.358, MEGX 60 min r = -0.342. The results show that MEGX for-
mation was decreased in chronic active hepatitis with cirrhosis, while some
CAH patients showed normal MEGX values (MEGX 15 > 66, MEGX 30 > 76,
MEGX 60 > 74). The significant relationships between MEGX values and HAI
confirm that a progressive derangement in hepatic function has been related
to the increase in histological activity, particularly according to the appear-
ance of cirrhosis. Therefore, MEGX formation seems to be a good test in the
assessment of the evolution of chronic hepatitis.

1969 j Natural History of Tropical Pancreatitis
K.T. Shenoy, K.B. Leena. Department of Gastroenterology, Medical College,
Trivandrum, India

Objective: To determine the complications, sequelae and natural history of
tropical pancreatitis (TP).

Design: Prospective
Setting: Tertiary referral centre
Methods: 569 subjects (calcific 515, Non-calcific 54) were recruited and

followed periodically for a period of 1 month to 15 years (median 97 months).
Sequelae such as pancreatic fluid collection, pancreatic malignancy and
cholestasis were recorded. Continuous variables such as age, duration of
disease, diabetes, abdominal pain, intake of alcohol and smoking were anal-
ysed (t' test); survival analysis was done using Kaplan Meier product limit
method and Cox Proportional Hazard regression model.

Results: In the calcific pancreatitis group, 26 had retention cyst, 5 had
pancreatic ascites, 4 had pancreatic abscess, 3 had extra-hepatic cholesta-
sis and 66 had pancreatic malignancy. Onset of disease was in the younger
age group in those without malignancy (28.42 ± 10.10 vs 41.01 ± 12.49 p
= 0.0001). Retention cyst occurred in the older age group (calcific 33.41 ±
12.07 vs cyst 38.72 ± 9.6 p = 0.027). Hazard ratios were not significant for
sex, smoking status, diabetes and abdominal pain. In the Kaplan Meier sur-
vival model, pancreatic malignancy had poor survival and 5/66 were alive for
17 months. 50% of those with retention did not require any surgical proce-
dure and disappeared over a period of 6 months. 3 patients with pancreatic
ascites require surgery. Computed tomography was beneficial in selecting
subjects for surgical treatment in those with pancreatic malignancy and re-
tention cyst.

Conclusion: Tropical pancreatitis is a premalignant disease and has poor
survival in those with malignancy. Prospective studies are needed to deter-
mine the utility of prophylatic pancreatectomy to prevent malignancy.

1971 Noninvasive Assessment of Gastric Acid Secretion by
Applied Potential Tomography

S.A. Sarker, PK. Bardhan, S.R. Rabbani, N.H. Alam, M. Hassan, A. Kibor,
R. Zaman, D. Mahalanabis, K. Gyr. Intemational Centre for Diarrhoeal
Disease Research, Bangladesh, Dhaka, Bangladesh; University of Dhaka,
Dhaka, Bangladesh, Dept. of Internal Medicine, University of Basel,
Switzerland

The standard method for measuring gastric acid secretion needs gastric in-
tubation and aspiration of gastric juice upon stimulation. A tubeless test for
gastric acid measurement, ideal for field use is lacking. Applied Potential To-
mography (APT) measures sequential changes in the electrical impedance in
the human body and calculate the tomographic image similar to computer
scan image. We investigated the application of APT to measure gastric acid
secretion. Seventeen adult male healthy volunteers underwent standard in-
tubation test with pentagastrin (6 ,g/kg) after an overnight fasting. On the
other day APT was performed during a basal period of 15 minutes and a
stimulated period of 90 min after pentagastrin. Both the tests were repeated
in 12 subjects after a pretreatment with a proton-pump blocker (omeprazole,
ProceptinR, 80 mg 24 hours and 40 mg 12 hours before the test) on separate
days. At the end of the experiments with APT, the stomach was marked (re-
gion of interest) (ROI) after a saline drink. The values (APT units) for changes
in impedance overtime within ROI were measured and the area under curve
(AUC) was calculated. The change in AUC after pentagastrin (A AUC) follow-
ing treatment with and without omeprazole was 121 + 185 (mean -L SD) and
-1029 ± 790 respectively (paired t-test p = 0.000). There was a significant
correlation of stimulated gastric acid output (during 90 min) as assessed by
intubation test and the A AUC with (r = 0.64 p = 0.046) and without (r = 0.63
p = 0.039) omeprazole.

Conclusion: The study demonstrates the predictable change of gastric
impedance both in stimulated and inhibited conditions, and thus may be use-
ful as a noninvasive test for measuring gastric acid secretion.

1974 Prospective Study of the Prognostic Role of
Antibodies to HCV (aHCV) in Unselected Cirrhotics

S. Siringo, L. Bolondi, M. Gaetani, A. Ferri, S. Sofia, G. Elia, R. Cogliandro,
R. Corinaldesi, L. Barbara. Istituto di Clinica Medica e Gastroenterologia.
Universith di Bologna, Bologna, Italy
The aHCV are a new etiologic marker of chronic liver disease. However, their
prognostic role on survival of unselected cirrhotics remains unknown. Aim
of this study was to evaluate the role of aHCV, others etiological markers of
chronic liver disease, and of clinical parameters, as risk factors for death in
unselected cirrhotics. During a 15 months period 182 consecutive cirrhotics
(68%M; mean age 58.0 yr.) were enrolled in the present study and tested for
the presence of aHCV (ORTHO HCV ELISA-2) and HBV markers in the serum.
The severity of liver disease was assessed according to the Child-Campbell
classification. As a whole, 23% were only aHCV+, 10% only alcoholics, 12%
only HBsAg+, 2% only aHBV+, 2% had PBC, 5% were aHCV+ and alco-
holics, 6% aHCV+ and HBsAg+, 21% aHCV+ and aHBV+, 0.5% PBC and
aHCV+, 2% alcoholics and HBsAg+, 4% alcoholics and aHBV+, 1% PBC and
aHCV+, 2% aHCV+ HBsAg+ and alcoholics, 6% aHCV+ aHBV+ and alco-
holics, in 3% any known marker of chronic liver disease was absent (NEG). Up
to August 31st 1993, during a mean follow-up period of 36.4 (+17.5) months,
54 (30%) patients deceased of hepatic causes. There were not differences in
the severity of liver function impairment among the different etiological sub-
groups. Cumulative survival (Kaplan-Meier estimate) was significantly shorter
for the association of HBsAG+ with aHCV+, of aHBV+ with alcoholism, age
older than 60, male sex, Child-Campbell score higher than 6, high plasma
levels of gamma-globulins, lgG and IgA and presence of HCC (Mantel-Cox:
all p < 0.05). By stepwise Cox regression analysis we evaluated the role of
the etiological factors in addition to sex, age, Child-Campbell score, gamma-
globulins, IgG, IgA, IgM and HCC: Child-Campbell score, HCC, age, HBsAg+
only, association of HBsAg+ with aHCV+, of aHCV+ with aHBV+ and of al-
coholism with aHBV+ were selected as independently predictors of death.

Conclusions. (1) The presence of aHCV does not carry per se an adverse
prognosis in unselected cirrhotics while its association with other etiologic
markers of chronic liver disease does.

(2) This study confirms the negative effect of HBsAg+ status on survival,
whatever it is isolated or associated with others etiological factors.

(3) Our results differentlyfrom previous findings in alcoholic cirrhosis (Hep-
atology 1991; 14: 581) show a worse prognosis when aHBV is associated
with alcoholism while no prognostic effect was found for the association of
aHCV and alcohol abuse.

(4) The concomitance of aHBV+ status with others etiological factors
seems to worsen the prognosis.

E1977 Helicobacter pylori Gastritis with Cytotoxin Associated
Protein Antibodies (CagA) in a Population at High Risk
for Gastric Cancer: A Semiquantitative and Computer
Aided Morphological Study

L. Baldini, F Bonvicini, S. Pretolani, N. Figura 1, L. Cogliandro, G. Capriati,
G. Epifanio, A. Armuzzi 2, C. Fasanella, F. Miglio 3, G. Gasbarrini 2 I
Patologia Medica, University of Bologna, Italy; 1 1 Patologia Medica,
University of Siena, Italy; 2 Dept. Int. Medicine, Catholic University, Rome,
Italy; 3 Dept. Int. Medicine, Malpighi Hospital, Bologna, Italy
The cytotoxin-associated gene A (CagA) protein is required for the pathogenic
activity of cytotoxic H. pyloristrains. High titres of antibodies to CagA protein
were reported in patients with peptic ulcer and gastric cancer. Gastritis is
supposed to be a precursor step for the development of these lesions.

Aims: to study the prevalence of atrophic gastritis in H. pylori CagA +ve
patients with respect to CagA -ve ones and to evaluate other possible mor-
phological differences as well.

Methods: 107 subjects were randomly selected from a representative
sample of a population at high risk for peptic disease and gastric cancer (San
Marino Study I); 78 were H. pylori positive and 29 were negative. A blood
sample was taken for anti-CagA detection. Mucosal biopsies were taken from
gastric antrum and corpus and processed for the histopathological study. The
following parameters were graded (0-3): inflammation, activity, atrophy, in-
testinal metaplasia; mucosal associated lymphoid tissue (MALT) was also
evaluated. A computerized image analysis system was used to evaluate the
inflammatory infiltration of lamina propria in a selected number of patients
(28). Statistical analysis was made with Mann-Whitney test and Chi-squared
test, when appropriate.

Results: Antibodies to CagA were found in 53/78 H. pylori positive patients
(69%). Atrophic gastritis was found in 87% of CagA +ve patients and in 64%
of negative ones (n.s.). Inflammation and activity are significantly higher in
CagA +ve gastritis vs CagA -ve one (p < 0.05 and p < 0.005, respectively).
Intestinal metaplasia was in 30% of CagA + ve patients and in 12% of CagA
-ve ones (n.s.). No difference was found as far as MALT in concerned. The
computerized image analysis confirms the semiquantitative data.

Conclusions: These data show that CagA +ve gastritis is associated with
a higher grade of mucosal lesions with respect to CagA -ve gastritis. Further
studies are needed to verify the role of cytotoxic strains in the development
of atrophy.
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11979 Endoscopic Non Erosive Duodenitis Identifies a
Distinct Subpopulation Among Dyspeptic Patients

C. Tosetti, V. Stanghellini, A. Paternic6, G. Barbara, G. Elia, C. Corbelli,
M. Marengo, R. Corinaldesi. Internal Medicine Inst., University of Bologna,
Italy; Nuclear Medicine Dept, S. Orsola-Malpighi Hospital, Bologna, Italy

Erosive duodenitis is considered as part of the spectrum of peptic ulcer dis-
ease. Little is known about non erosive duodenitis which is currently included
in the poorly defined category of functional dyspepsia (FD). Aim of our study
was to evaluate gastric emptying (GE) of solids in strictly selected FD patients
with or without endoscopic evidence of non erosive duodenitis. Epigastric
pain or burning, postprandial fullness, nausea and vomiting were each graded
0 to 3 according to their influence on the usual activities. Including criteria
were total score >3 with at least one relevant symptom (score >2), in the ab-
sence of organic, systemic, metabolic diseases. Non erosive duodenitis was
endoscopically graded as 0 = normal mucosa, 1 = edema, 2 = reddening of
the mucosa, 3 = petechial hemorrhages (Joffe, 1982). Results of scintigraphic
GE of solids (638 kcal; 99mTc-chicken liver) were expressed as GE rates (k;
%/min) and time before the beginning of emptying (lag; min). Fifty healthy
volunteers (30 M, 20 F; 35 ± 12 yrs; m ± SD) served as controls. Among 343
consecutive patients with functional dyspepsia who entered the study, only
47 (14%) had endoscopic evidence of non erosive duodenitis (32 M, 15 F; 42
± 14 yrs), while 296 (118 M, 178 F; 39 ± 12 yrs) were endoscopically graded
= 0.

Controls FD without duodenitis FD with duodenitis

k (%/min) 0.67 ± 0.18 0.47 ± 0.20# 0.78 ± 0.26*
Lag (min) 15.3 ± 15.5 12.5 ± 17.0 6.1 ± 8.8*

*P < 0.05 vs HC; 'P < 0.05 vs HC and vs FD without duodenitis; ANCOVA adjusted for
sex, age and body weight.

Compared to patients without duodenitis, patients with duodenitis com-
plained more frequently of relevant epigastric pain (70.2% vs 51.7%, P <
0.05), but less frequently of relevant postprandial fullness (48.9% vs 84.8%,
P < 0.001), nausea (10.6% vs 30.7%, P < 0.005) and vomiting (0.0% vs 1 1.1%,
P < 0.05).

Conclusions: The presence of endoscopic non erosive duodenitis identi-
fies a subpopulation among FD patients characterized by male gender, higher
GE rates, shorter lag times and different symptom profile.

119811 Primary Constipation and Ursodeoxycholic Acid
Treatment

L. Zamboni, R. Talarico, A.M. Morselli Labate, M. Malavolti, C. Cicognani,
C. Sama, L. Barbara. Istituto di Clinica Medica e Gastroenterologia,
University of Bologna, Bologna, Italy

The cathartic effect of bile acids is well known. Ursodeoxycholic acid (UDCA),
the 7-beta epimer of chenodeoxycholic acid (CDCA) is widely used in the
treatment of cholesterol gallstones, primary biliary cirrhosis and dyspepsia;
there are some evidences that it can ameliorate lipid metabolism in man.
UDCA, in contrast to CDCA, does not induce diarrhea. In some patients,
UDCA is converted by colonic bacteria to lithocholate, a toxic metabolite, at
a slower rate than CDCA.

Aim of this study was to investigate the effect of UDCA treatment in pa-
tients with primary constipation (three or less hard bowel movements per
week).
We evaluated the number of bowel movements per week (BM) and the

number of subjects with hard stools (HS). 10 subjects (4 males, 6 females;
age: 58.7 ± 6.9, mean ± SD, range 44-70; basal BM = 2.5 ± 0.5 and HS =

10/10) were treated with 9 mglkg/day of UDCA for 4 weeks in a cross-over
study vs. Placebo. Differences between the two treatments were evaluated
by means of the Wilcoxon matched pairs (BM) and the McNemar (HS) tests.

Results. Mean (±SD) values of BM and presence of HS are reported in the
table.

1 wk 2 wks 3 wks 4 wk
BM HS BM HS BM HS BM HS

UDCA 4.3 ± 1.7* 5/10 4.6 i±17t 2l101 5.0 ± 1.6' 2l10t 5.6 ± 1.8' 2110'
Placebo 3.0 ± 0.7 6/10 2.3 ± 0.5 10110 2.5 ± 0.5 10110 2.4 ± 0.5 10/10
'P < 0.05, tp < 0.01: UDCA vs. Placebo.

During the study no patient experienced diarrhea. UDCA treatment
showed a significant efficacy in increasing the number of bowel movements
and in decreasing stool consistency. Since UDCA has been widely used with-
out any valuable side effect, it can be proposed in the management of primary
constipation.

11983 Cytotoxic H. pylorl Strains and Urease Activity in a
Population at High Gastric Cancer Risk

S. Pretolani, R.M. Zagari 1, F. Bazzoli 1, P Pozzato 1, F Miglio2, S. Fossi 1,
S. Sottili 1, N. Figura3, F. Bonvicini, L. Baldini, M.L. Stefanelli4,
G.C. Ghironzi 4, E. Roda 1, G. Gasbarrini 5. I Patologia Medica, University of
Bologna, Italy; 1 Cattedra di Gastroenterologia, University of Bologna, Italy;
2Dept. Internal Medicine, Ospedale Malpighi, Bologna, Italy; 3l Patologia
Medica, University of Siena, Italr,; 4 Dept. Internal Medicine, Ospedale di
Stato, Republic of San Marino; Dept. Internal Medicine, Catholic University,
Rome, Italy

Purpose: Urease activity is responsible of H. pylori induced gastric damage,
either directly or through its interaction with the immune system, and can
be measured by a non invasive method, the 13C-urea breath test (13C-UBT).
We evaluate the relationships between excess 813C02 excretion, severity of
histological gastric damage and presence of cytotoxic H. pylori strains in a
population at high risk for gastric cancer. Methods: We randomly selected by
age and sex 130 out of 2237 subjects (representative sample of the popu-
lation of San Marino). Subjects were invited by letter and phone call to par-
ticipate, and the study was approved by the Ethical Committee of the San
Marino Hospital. In each subject we performed gastroscopy, 13C-UBT (Eu-
ropean Standard Protocol: 30 mins (T30) single breath sample after 100 mg
13C-urea ingestion) and blood sample. Antral and corpus biopsies were taken
for urease test, histology (Giemsa and EE, grading according to Sydney Sys-
tem). Anti-H. pylori and anti-CagA lgG were determined by immunoblotting.
H. pylori infection was indicated by positivity of 13C-UBT and histology or ure-
ase test. Statistical analysis was performed by ANOVA and T test. Results: 67
subjects participate to the study and 51/67 were H. pylori + ve. In H. pylori +
ve subjects the excess 813C02 (mean ± SE) was higher in the presence of
neutrophilic infiltration (30.2 ± 3.2 vs 20.77 ± 2.8, p < 0.05) and of atrophic
gastritis (31.8 ± 3.3 vs 18.2 ± 2.2, p < 0.0025). High levels of antiCagA lgG
were associated with higher excess 813C02 excretion (32.3 ± 3.7 vs 20.3 ±
1.9, p < 0.01).

Conclusions: High levels of urease activity as measured by excess of
813C02 excretion are significantly associated with the presence of atrophic
gastritis and of neutrophilic infiltration. Moreover, in a population at high gas-
tric cancer risk, the association of high levels of urease and high levels of
antiCagA antibodies suggest that cytotoxic H. pylori strains may also induce
gastric damage via an exaggerated production of urea.

119871 Response to Alpha-interferon 2B in Malaysian Patients
with Wild Type and Pre-core Mutant Hepatitis B Virus

PH. Ding. The Specialists Centre, Penang, Malaysia

Aim: To determine the response and relapse rate to alpha interferon therapy
in 2 groups of patients with chronic hepatitis B viz: (a) Wild type HBeAg +ve;
(b) Pre-core HBeAg -ve mutant.

Patients & Methods: 14 Malaysian patients with chronic hepatitis B who
were treated with alpha interferon 2B over a 3 year period in a single cen-
tre were studied. All patients were HBsAg +ve, HBVDNA +ve by dot-blot
hybridization and raised serum alanine aminotransferase (ALT) at least twice
the upper limit of normal for more than 6 months before therapy. One group
(10 patients) with HBeAg +ve for more than 6 months (wild type) received S/C
alpha interferon 2B (Intron A) 3-5 million units 3 times/week for 4 months. The
other group (4 patients) with HBeAg - ve and anti HBe +ve (pre-core mutant)
received S/C alpha interferon 2B (Intron A) 3-5 million units 3 times/week for
4 months. All patients except 1 had liver biopsy proven diagnosis of chronic
activelpersistent hepatitis with or without early cirrhosis.

Results: There were 11 males and 3 females with a mean age of 37 years
(range 10-61). All were Chinese. Seven patients (70%) with "wild type" HBV
responded with normalisation of ALT, loss of HBeAg and HBVDNA. None
cleared HBsAg. One patient developed relapse but again responded to re-
treatment with same interferon. In the pre-core mutant HBV group, all pa-
tients showed initial response with normalisation of ALT and loss of HB-
VDNA. None lost HBsAg. Three patients (75%) relapsed within 1 year. Side
effects were transient and tolerable and these include flu-like symptoms, hair
loss, weight loss, anorexia, leucopenia, thrombocytopenia and psoriasis (1
patient).

Conclusion: These results suggest that low dose alpha interferon 2B is
effective in properly selected patients with both the 'wild type' and pre-core
mutant hepatitis B virus. However, the latter tends to relapse on withdrawal
of interferon.

119881 Use of Lansoprazole with and without Antibiotics In
the Healing of Duodenal Ulcer and Eradication of
Helicobacter pylori

J.C. Yang, C.K. Yang 1, J.T. Wang, J.T. Lin, W.H. Chen, T.H. Wang. 1 Dept of
Internal Medicine, National Taiwan University Hospital, Taipei, Taiwan, ROC;
1 Dept of Clinical Pathology, National Taiwan University Hospital, Taipei,
Taiwan, ROC

Background: The proton pump inhibitors have been claimed to be active
against Helicobacter pylori (Hp) in vitro. The aim of this study was to evalu-
ate the anti-ulcer and anti-Hp effect of lansoprazole in patients with duodenal
ulcer.
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Methods: Sixty-one patients with duodenal ulcer demonstrated endo-
scopically at Al, A2 stage by Sakita-Miwa classification were randomly al-
located into 3 groups: group A- cimetidine 400 mg twice daily for 4 weeks;
group B - lansoprazole 30 mg daily for 4 weeks; group C - lansoprazole 30
mg daily for 4 weeks plus amoxicillin 250 mg and metronidazole 250 mg 4
times daily at the first week. Endoscopy with biopsy from the gastric antrum
and body for culture, histologic exam and urease test were repeated in all
patients after 4 weeks' treatment and 3 and 6 months' follow-up period. The
Hp status was considered as positive when (1) the bacterial culture (sensi-
tivity about 98%) was positive or (2) both CLO test and histologic exam was

positive.
Results: 1)The ulcer healing rate was 35% (7120) in Gr A, 95% (19/20) in

Gr B and 100% (21/21) in Gr C. The difference was significant between GrA
and the other two groups. 2) The clearance rate after 4 weeks' treatment was
0% (0/20) in Gr A, 44% (8/18) in Gr B and 95% (20121) in Gr C. The difference
was significant among each group. 3) The eradication rate after 6 months'
follow-up period was 95% in Gr C and 0% in Gr B.

Conclusions: (1) Lansopazole is more powerful in the treatment of duo-
denal ulcer with short duration (4 weeks) of therapy; (2) Lansoprazole only
temporarily suppresses the growth of Hp. 3) Triple therapy containing lanso-
prazole and low dose/short term antibiotics has excellent effect in the eradi-
cation of Hp.

1989 In Vivo and In Vitro Studies of Intestinal Bacteria
Fermentation in Untreated Celiac Disease

A. Strocchi 1, S. Malservisi 1, A. Jorizzo 2, M. Di Stefano 2, G.R. Corazza 3,
G. Gasbarrini 2. 1 1 Patologia Medica, Universiti, di Bologna, Italy:
3 Dipartimento di Medicina Interna, Universita dell'Aquila, Italy,. 2 Clinica
Medica, Universita Cattolica Roma, Italy

Intestinal microflora is a complex ecosystem where numerous factors, such
as environmental pH, redox potential, the type and quantity of substrate avail-
able, colonic motility and fecal mixing, influence the growth and equilibrium
among, different microbial species. Therefore, it seems possible that chronic
malabsorption might select for a bacterial flora with enhanced ability to fer-
ment carbohydrate. To test this hypothesis, intestinal fermentation of the
nonabsorbable sugar lactulose was evaluated in 29 untreated celiacs and 20
healthy volunteers. Breath H2 concentration was measured hourly, for eight
hours, following administration of 10 g of lactulose. While no statistically sig-
nificant difference was found between average H2 excretion of untreated
celiacs (183 107 ppm x hr) compared to that of healthy volunteers (153
± 99 ppm x hr), the prevalence of methane (CH4) producers, defined by the
presence of average breath CH4 excretion >5 ppm throughout the test, was
significantly lower in the group of celiacs compared to healthy volunteers (7%
vs. 40%; p < 0.01). Further investigations were then carried out by incubating
fecal homogenates supplemented with lactulose and sorbitol (final concen-

tration 0.5%). Results showed that fecal specimens from untreated celiacs (n
= 3) and healthy controls (n = 3) yielded similar net H2 production both from
lactulose (0.076 ± 0.048 vs. 0.069 ± 0.031 mI/hr/5 ml homogenate) and sor-

bitol (0.014 ± 0.012 vs. 0.023 ± 0.023 mI/hr/5 ml homogenate). Compared to
lactulose, sorbitol appeared to be fermented at a much lower rate both by un-

treated celiac and healthy control fecal homogenates. Samples of intestinal
juice, collected via intestinal intubation, from the first loop of the jejunum
of four untreated celiacs were also incubated with lactulose and sorbitol.
These experiments showed that negligible H2 and CH4 were released by
jejunal juice samples. The present study demonstrated that untreated celiac
patients have no major alterations of intestinal fermentation process. How-
ever, the finding of a low prevalence of CH4 producers suggested that the
colonic environment of untreated celiacs is not favorable to methanogenic
bacteria.

Treatment of Hpylori Infection: Evaluation of a
Week-end Therapy

L. Poli, A. Tucci, C. Mazzoni 1, GF. Paparo, G. Caletti, P Bocus, A. Ferrari,
G. Biasco, V. Stanghellini, R. Corinaldesi. Medical Clinic Gastroenterology
Inst., 1 Microbiology Inst., University of Bologna, Italy

The present study was performed in order to evaluate the efficacy and safety
of a short term treatment for H. pylori (HP) infection. We studied 39 patients
with gastric HP infection (20 M, 19 F age 41 ± 3 yrs: m ± SD): 24 had chronic
idiopathic dyspepsia, 13 had history of duodenal and 2 of gastric ulcer but
no active lesion at the time of the study. Inclusion criteria were: a) evidence
of HP in the gastric mucosa, b) susceptibility of the isolated strains of HP
to both amoxicillin and tinidazole, c) no history of allergy to any of the sub-
stances used in the study, d) no pregnancy, e) no major organic, systemic,
metabolic or psychiatric diseases. Each patient was evaluated before the
treatment and 1 month thereafter. Patients who became HP-negative were
evaluated also two months later. In each of these occasions the following

tests were performed: upper G.l. endoscopy, histology (H&E and Giemsa),
urease test, bacterial culture, and susceptibility studies. Hematological tests
were also performed before the treatment and 1 and 6 days thereafter ther-
apy. All the patients received the following treatment: omeprazole (cps) 40
mg o.m., for 7 days (from Monday to Sunday) and colloidal bismuth subci-
trate (tbs) 240 mg qid + amoxicillin (susp) 1 g qid + tinidazole (tbs) 500 mg
qid, for two days (Saturday and Sunday). The patients received CBS during

fasting (namely at least 1 hour before the meals), and amoxicillin + tinidazole
15 minutes after the meals. Written instructions concerning the therapy were
given to the patients.

One month after the end of therapy, 38/39 patients were re-evaluated as
previously described. One patient did not complete the treatment and so he
did not undergo investigations. Among the re-evaluated patients, 32 (84%)
were found to be HP-negative and 6 (16%) HP-positive. In 3 of the 6 patients
in whom eradication failed, isolate of HP was found to be resistant to tinida-
zole, while no resistance to amoxicillin was detected. Sixteen of the eradi-
cated patients were also controlled 90 days after the treatment. They were
all still uninfected. Patients with peptic ulcer who became HP-negative re-
mained free of ulcer recurrence both at 30 and 90 days after treatment. No
important side effects were observed and hematological parameters were
substantially unaffected by the treatment.

Conclusions. Week-end therapy with high doses of amoxicillin, tinidazole,
bismuth and omeprazole is an effective, safe and economical therapeutic ap-
proach for the treatment of HP infection.

19911 Comparison of Biopsy Sites for the Diagnosis of
Helicobacter pylori

J.C. Yang, C.K. Yang 1, C.T. Shun 2, J.T. Wang, T.H. Wang. Dept of Internal
Medicine, National Taiwan University Hospital, Taipei, Taiwan, ROC; 1 Dept of
Clinical Pathology, National Taiwan University Hospital, Taipei, Taiwan, ROC,
2 Dept of Pathology, National Taiwan University Hospital, Taipei, Taiwan, ROC

Background: Helicobacter pylori (Hp) plays an important role in the patho-
genesis of peptic ulcer disease. Eradication of Hp does lower the relapse
rate of peptic ulcers, and determination of Hp status of the patients is thus
crucial. The detection rate of Hp may be interfered when the activity of Hp
is suppressed by drug therapy. The aim of this study was to investigate the
influence of site of endoscopic biopsy on the detection rate of Hp.

Methods: One hundred and sixty-five patients with peptic ul cer received
multiple endoscopic biopsies from antrum (A) and body (B) before and after
anti-Hp therapy. Five specimens from each site were obtained: two for cul-
ture using an improved culture system (authors' unpublished data), one for
urease testing (CLO test), and two for histology (HE stain and silver stain).
The amount of Hp was graded from 0 to 4. Blood samples were collected for
serology test (HEL-p test).

Results: One hundred and fifty patients were diagnosed as Hp positive
before treatment, and 50 patients remained positive after anti-Hp therapy.

Table: The percentage of positive detection

Before treatment After treatment
A B A+ B A B A+ B

Histology 91 89 93 82 82 88
CLO test 90 89 91 80 82 86
Culture 99 99 99 98 98 98

Conclusions: (1) With histological exam and CLO test, the pre-treatment
detection rate was higher from antrum than from body, but the post-treatment
detection rate was inconsistent. Biopsy from both sites may improve the de-
tection rate. (2) The detection rate was higher and constant with improved
culture system. (3) The difference of sensitivity between different methods
may be responsible for the variable results.

11992 Need for Total Colonoscopy Screening in
Asymptomatic Subjects with Simple Primary Family
History of Colorectal Cancer

F. Bazzoli, S. Fossi, S. Sottili, P Pozzato, R.M. Zagari, E. Roda. Cattedra di
Gastroenterologia, University of Bologna, Bologna, Italy
Aim. This study was undertaken to clarify whether having only one first-
degree relative with colorectal cancer increases the risk of developing prema-
lignant lesions such as adenomatous polyps, and whether total colonoscopy
is an appropriate screening measure in these subjects.

Methods. The frequency of simple primary family history of colorectal can-
cer (only one first-degree relative affected) was evaluated by personal inter-
view in 397 consecutive asymptomatic subjects who successfully underwent
total colonoscopy. Of these, 155 were found to have colorectal polyps (95
males; 60 females; mean age ± SE = 58.2 ± 0.9 yrs); the remaining 242
were free of polypoid lesions (112 males; 130 females; mean age ± SE =

52.7 ± 1.3 yrs). Subjects with signs or symptoms of, or any factor predispos-
ing to, colorectal cancer had been excluded. For the purposes of this study,
those with two or more first-degree relatives affected had also been excluded.
Polyps were considered proximal or distal according to their location above
or below the junction descending-sigmoid colon.

Results. Among patients with adenomatous polyps, 27/155 (17.4%) had
a positive simple primary family history of colorectal cancer; among those
with a normal examination, 12/242 (5.0%). The risk of developing adenoma-
tous polyps associated with simple primary family history, calculated as the
estimated Odds Ratio adjusted for age and sex (multiple logistic regression
model), was 1.9 with 95% Confidence Interval from 1.3 to 2.8. Among the
cases with adenomatous polyps, 51.9% (14/27) of those with a positive fam-
ily history and 25.0% (32/128) of those with a negative history had proximal
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polyps with no distal index lesions (X2 test p = 0.006; OR 3.2 with 95%CL =
1.4-7.6); in the same two groups, the frequency of high-grade dysplasia was
29.6% (8/27) and 12.5% (16/128), respectively (X2 test p = 0.04; OR 2.9 with
95%CL = 1.0-7.8).

Conclusions. Asymptomatic subjects with only one first-degree relative af-
fected with colorectal cancer had nearly double the risk of developing adeno-
matous polyps relative to those with no family history; they also had a greater
frequency of severely dysplastic lesions and a significantly higher frequency
of proximal location of the polyps. For these reasons, total colonoscopy
screening shoud be performed in these subjects.

11993 I Comparison of Three Non-Bismuth Triple Therapy for
the Eradication of Helicobacter pylori

J.C. Yang, W.H. Chen, J.T. Wang, J.T. Lin, T.H. Wang. Depts of Internal
Medicine, National Taiwan University Hospital, Taipei, Taiwan, ROC
Background:c Helicobacter pylori (Hp) is the most important factor in the
pathogenesis of duodenal ulcer (DU). Eradication of Hp does lower the recur-
rence rate of DU. It is reported that bismuth-containing triple therapy is effec-
tive in eradication of Hp. However, the efficacy of non-bismuth regimens have
not been well determined. We tried to evaluate the effects of non-bismuth
triple therapy regimens with different degree of acid suppression.

Methods: Sixty-five patients with DU in Al, A2, H i stages were randomly
allocated into 3 groups: group A- an antacid (Mylanta) 20 ml four times daily
for 8 weeks; group B - roxatidine 80 mg per night for 8 weeks; group C -
lansoprazole 30 mg once daily for 4 weeks. Metronidazole 250 mg and amox-
icillin 250 mg four times daily for one week were also given to all patients.
The pre- and post-treatment evaluation include histological exam, bacterial
culture, CLO test and serological test. The Hp status was considered as pos-
itive when (1) the bacterial culture (sensitivity about 98%) was positive or (2)
both CLO test and histologic exam was positive.

Results:
Table: The eradication rate in each group

Group Total MTZ-S MTZ-R

A(n = 20) 70 93.3(14115) 0(015)
B (n = 24) 87 100 (19/19) 40 (215)
C(n = 21) 95 100(17/17) 75(3/4)
MTZ-S: metronidazole-susceptible; MTZ-R: metronidazole-resistant

Conclusions: (1) The effect of non-bismuth regimens in eradication of Hp
correlates with the degree of the acid suppression, and this trend is more
obvious in the metronidazole-resistant group. (2) Metronidazole resistance is
one of the major reason of treatment failure. In addition, the effect of amoxi-
cillin seems much affected by intragastric acidity.

1994I Microsatellite Instability in Gastric Carcinoma with
Special References to Histopathology and Cancer
Stages

M.S. Wu, J.T. Lin, C.T. Shun, W.J. Lee, J.T. Wang, T.H. Wang, J.C. Sheu.
Departments of Internal Medicine, Pathology, and Surgery, College of
Medicine, National Taiwan University, Taipei, Taiwan

To study the molecular mechanism of gastric carcinogenesis, the frequencies
of microsatellite instability were evaluated with seven dinucleotide repeat loci
in 59 patients of gastric carcinoma. Microsatellite instability at two or more
loci was found in 41.5% (17/41) of advanced gastric carcinoma, 21.4% (3/14)
of early gastric carcinoma, but none (0/4) of remnant gastric carcinoma with
an overall frequency of 33.9% (20f59). Gastric carcinoma of diffuse type had a
similar prevalence (32.1%, 9/28) to that of intestinal type (40.7%, 11/27). The
frequency of microsatellite instability in gastric carcinoma was not different
with respect to age, sex, and Helicobacterpylori infection. Micro satellite in-
stability tended to occur more frequently in cancers of cardia (62.5%, 5/8) as
opposed to cancers of non-cardia regions (31.9%, 15/47), but not to a statisti-
cally significant level. These data suggest that microsatellite instability occurs
in early gastric carcinoma and its occurrence increases during tumor progres-
sion. Furthermore, its frequency was independent of age, gender, histologic
types, and Helicobacterpylori infection.

995 Is Once a Week Administration of Lymphoblastold
Interferon (I-IFN) More Efficacious than Thrice a Week
in Chronic Hepatitis C?

R. Cozzolongo, R. Cuppone, F. Ragnini, G. Leandro, B. Greco, P Porcelli,
L. Caradonna, E. Jirillo, O.G. Manghisi. Div of Gastroenterology "S. de
Bellis" Hospital, IRCCS, Castellana, Grotte, BA, Italy
The standard therapy with recombinant a-FN is based on the IFN administra-
tion at a dose of 3 MU three times a week for 6 months. With this sched-
ule only 15-25% of patients show sustained normalization of ALT after IFN
withdrawal; moreover they may suffer the side effects of IFN such as flu-like
syndrome, fatigue, alopecia, myalgia, arthralgia, leukopenia or thrombocy-
topenia. Therefore alternative schedule can be proposed to ameliorate the
response rate and tolerability. Aim To evaluate the efficacy of weekly admin-
istration of 1-IFN in patients with chronic hepatitis C (CHC). Methods 43 pa-
tients with histologically proven CHC were enrolled in a pilot study. The pts

were assigned to two groups using a randomization list: 21 were treated with
6 MU of 1-IFN (Wellferon, Wellcome), intramuscularly, once per week at 7-day
intervals for 12 months (group A) and 22 with 6 MU t.i.w. for 6 months and
with 3 MU t.i.w. for other 6 months (group B). To date 33 pts (16 of group A
and 17 of group B, mean age 48 years, M/F 18/15) have completed the first
6 months of therapy. 2 pts had CPH, 25 CAH and 6 active cirrhosis. Statistics
ALT values were evaluated by means of analysis of variance for repeated mea-
sures with Greenhouse Geisser adjustment. Frequencies of response were
compared with Fisher's exact test following the principle of the 'intention
to treat' rules. Results During 1-IFN treatment a significant decrease of ALT
levels was observed in the two groups (group A, p = 0.0336; group B, p =
0.0005). In group B this decrease was significantly higher than in group A (p
= 0.0335). Moreover at the end of 6 month treatment period pts of group B
showed a higher frequency of complete response than group A (65% vs 19%,
p = 0.0134). Overall 14/33 (42.4%) had a complete response. 4 patients (2 in
group A and 2 in group B) were dropped from the study: two patients were
excluded for protocol deviation and two for side effects (one for headache,
fatigue and one in group B for psychiatric symptoms). In patients treated with
weekly schedule of 1-IFN, fever was always present on the day of injection
but was well controlled with acetaminophen. Conclusions The preliminary re-
sults of this pilot study showed that >40% of pts with CHC normalized ALT
after 6 months of 1-IFN. Moreover 1-IFN reduced ALT levels with both sched-
ules but three times a week administration resulted more efficacious than
once a week. However it remains to be evaluated if weekly regimen is able
to increase the response rate during the following 6 months of treatment.

51996 I The Occurrence of Microsatellite Instability in Gastric
Carcinoma is Associated with Enhanced Expression of
ERBB-2 Oncoprotein

J.T. Lin, M.S. Wu, C.T. Shun, W.J. Lee, J.C. Sheu, T.H. Wang. Departments of
Internal Medicine, Pathology, and Surgery National Taiwan University, Taipei,
Taiwan

To investigate the molecular mechanism of gastric carcinogenesis, we ex-
amined simultaneously the frequency of microsatellite instability and the im-
munoreactivities to ras, erbB-2, and p53 in 42 gastric adenocarcinoma tis-
sues. Microsatellite instability, measured by DNA replication error, was de-
tected in 33.3% (14/42) of patients with gastric carcinoma while positive im-
munostaining was demonstrated in 3.1% (1/32) for ras, 40.5% (17/42) for
erbB-2, and 28.6% (12/42) for p53. There was no statistical difference be-
tween the intestinal type and the diffuse type of carcinoma with respect to
microsatellite instability, ras, or erbB-2 expression. The expression of p53 oc-
curred more frequently in the intestinal type of carcinoma (41.7%; 10/24)
than in the diffuse type of carcinoma (11.1%; 2/18) (p < 0.01). There was
no association between microsatellite instability and ras or p53 expression,
while enhanced expression of erbB-2 occurred more frequently in carcinomas
with microsatellite instability (64.3%; 9/14) than in those without microsatel-
lite instability (28.6%; 8/28) (p < 0.05). Such a strong association between
microsatellite instability and erbB-2 oncogene may be responsible for the in-
crease of other oncogenic mutations and tumor progression in gastric car-
cinogenesis.

11997 Organ Specific Autoantibodies in Patients with
Chronic Hepatitis Treated with Interferon (IFN)

A.M. Sonnante, R. Cozzolongo, F. Ragnini, R. Cuppone, V. Giannuzzi, G. De
Michele, O.G. Manghisi, M. Quaranta, F. Rosina 1. Osp. Specializzato in
Gastroenterologia IRCCS, Castellana, Grotte, BA; 1 Dip. di Gastroenterologia,
Osp. Molinette, Torino

Introduction Interferon (IFN) treatment can induce the development of organ
and non organ specific autoantibodies (Abs) in patients with chrome viral
hepatitis. Particularly, antibodies anti-thyroid which can be associated with
thyroid disfunction are reported in 25-9% of patients with chronic hepati-
tis C (CHC) treated with IFN. Reports have also shown that 9% of these pa-
tients developed anti pancreatic islet cells antibodies (ICA) and one patient
developed insulin-dependent diabetes. Aim To evaluate the incidence of ap-
pearance of Abs during IFN treatment in patients with CH B and C. Patients
and Methods 12 patients with CH B (M/F 10/2 mean age 38, range 22-43)
treated with lymphoblastoid IFN at dose of 10 MU twice a week for 6 months
and 43 patients (MIF 23/20, mean age 37.6 range 22-68) with CH C treated
with recombinant or lymphoblastoid IFN at dose of 3 MU twice a week for
12 months were included in this study. The following Abs were tested by
IFA or ELISA: antinuclear (ANA), anti-smooth-muscle (SMA), antimitochon-
drial (AMA), anti parietal cells (APC), anti tyroid microsomal (ATM), anti thy-
roglobuline (ATG), anti liver-kidney microsome (LKM), anti pancreatic islets
(ICA). Results Before IFN therapy two patients had a weak positiveness for
ANA, one for ASMA, one for LKM and one for APC. ATM and ATG were ab-
sent in all patients. During therapy ATA and ATG developed in 5 patients (3 M
and 2 F) with CH C (11.6%); in two patients high levels of TSH were found but
without clinical signs of hipothyroidism. ANA developed in two patients while
no subject showed AMA, LKM, or ICA. Conclusions Our study confirms that
(1) no patient developed Abs associated with an autoimmune liver disease,
like AMA, LKM, or with diabetes like ICA. (2) IFN can determine the production
of organ-specific Abs. (3) ATM developed late in 11.6% of CH C but were not
associated with a clinically evident thyroid disease. Patients with CH C, who
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have Abs but little probability of developing an autoimmune disease, can be
treated with IFN. However in order to discover autoimmune thyroid diseases
or thyroid disfunctions it is useful to monitor TSH, ATM and ATG.

2001 A Cohort Prospective Study of Risk Factors for
Gallstones in Southern Italy

G. Misciagna, C. Leoci, S. Centonze, V. Guerra, J. Petruzzi, S. Elba,
M. Capece-Minutolo, M. Noviello, A. Coviello, A. Mossa, I. Giorgio.
Laboratory of Epidemiology and Biostatistics, and Department of Medicine,
Surgery and Radiology, IRCCS "S.De Bellis"' Casteliana G., Bari, Italy

Aim: The most common risk factors for cholelithiasis were investigated in a

cohort study conducted during the period 1985-1993 in Castellana, a small
town of the Apulia Region in Southern Italy. Methods: In 1985, after system-
atic sampling from the electoral poll of the town, 2472 subjects (70.6% re-

sponse rate) in the age range 30-69 years were examined by ultrasounds for
gallstones. Furthermore, they answered a standardized questionnaire on past
medical history, diet, drug use, and had a blood sample taken for the analy-
sis of total-cholesterol, HDL-cholesterol, triglycerides by standard laboratory
methods. In 1993, 1962 subjects out of 2235 subjects without gallstones at
the first survey (87.7% response rate) were examined again for gallstones
with the same echograph and by the same radiologist. Multiple logistic re-

gression was used to study the risk factors associated with gallstones always
with age, sex, and Body Mass Index (BMI) in the model. Results: There were
104 new subjects with gallstones (55 men and 49 women), with an incidence
of 7.9/1,000 person x years. The risk factors measured in 1985 associated
with the incident cases of gallstones diagnosed in 1993 were:

Risk factors Coefficient Standard t-value error P-value

Sex -0.037 0.252 -0.148 0.883
Age 1.015 0.235 4.320 0.000
Body Mass Index 0.099 0.022 4.419 0.000
Cigarette smoking 0.862 0.264 3.268 0.001
Wine -0.377 0.135 -2.800 0.005
Use of laxatives 0.780 0.280 2.784 0.005
Diabetes or use of antidiabetics 1.028 0.390 2.634 0.009
Consumption of wheat bread -1.025 0.468 -2.189 0.029
Consumption of fish -0.348 0.179 -1.944 0.052
Consumption of fried foods 0.458 0.222 2.057 0.040
Use of olive oil 0.391 0.240 1.630 0.103
Use of coffee -0.399 0.194 -2.062 0.039

Conclusions: Age, BMI, diabetes, use of laxatives (probably as a proxy of
constipation), smoking, fried foods, and excessive use of olive oil were pos-
itively associated with incident gallstones. Wine, use of wheat bread, fish,
and coffee seemed inversely associated with gallstones disease. Female sex,
correcting for all previous variables did not seem important in gallstones cau-

sation.

2003 Diet and Colorectal Adenoma in Southern Italy. A
Case-control Study

S. Centonze, H. Boeing 1, V Guerra, G. Misciagna and the INTEROSP Group.
Laboratory of Epidemiology and Biostatistics, IRCCS "S.De Bellis", Castellana
G., Bari, Italy; 1 Unit of Medical Epidemiology, German Institute of Human
Nutrition-Potsdam-Rehebrucke, Germany

Aim: To explore associations between food intake and colorectal adenoma
(CA) by means of a multicentric hospital case-control study in a Mediter-
ranean area of low risk (Puglia, Southern Italy). Materials and Methods: Cases:
All the incident cases with a histologically confirmed CA between June 1990-
April 1993 in four endoscopy units (EUs). Controls: All the subjects with no

polyp or other colorectal diseases after a total colonoscopy in the same EUs
during the study period. Were excluded subjects with FAR multiple adeno-
matosis (more than 15 polyps), colorectal or other cancers, IBD, diverticulo-
sis. The study participants (no. = 380) consisted of 127 controls, 217 cases,
12 with exclusion criteria, and 24 non-CA. Exposure: Frequency of weekly
consumption of 70 foods and beverages assessed by means of a food fre-
quency questionnaire, administered by one interviewer per center. Analysis:
The risk of developing CA for each food item was estimated by uncondi-
tional multiple logistic regression analysis adjusted for age, sex, education,
and smoking habits. Added sugar in hot beverages (in teasponful/day) and
coffee (in cups/day) were considered in the models as continuous variables.

Results: The risk of CA increased 16% for increasing the number of spoon-
ful of sugar/day, and decreased 14% for increasing the number of cup of
coffee/day. Food consumption showed the following risks:

Food item OR*for level of consumption (95% Cl) x2 for
II Ill assoc.

Fast-food 1.00 1.88(0.99-3.56) 4.62 (1.77-12.02) 10.93
Pasta asciutta 1.00 2.09 (0.93-4.72) - 3.37
White bread 1.00 0.41 (0.18-0.90) 0.31 (0.15-0.57) 9.75
Tuna-fish 1.00 0.49(0.26-0.92) - 4.92
Dried legumes 1.00 0.21 (0.06-0.69) - 7.26
Potatoes 1.00 2.18 (1.18-4.00) - 6.53
Fresh fruit 1.00 0.74 (0.40-1 .34) 0.29 (0.12-0.70) 7.86

'Odds ratio mutually adjusted for the listed variables and for age (continuous), sex, ed-
ucation (3 categories), modification of the diet in the previous 10 years, and for foods
contributing to the energy intake (meat and milk).

Conclusions: The results suggest that a high consumption of white bread,
fish, legumes and fresh fruit reduced the risk of CA. A high intake of potatoes
and fast-food increase the risk of CA from two- to four-fold, respectively. Over-
all, it is shown that Mediterranean dietary pattern in our area could explain
the low risk of colorectal cancer at a population level.

2005 Oral Erythromycin Improves Gastrointestinal Motility
and Transit in Gastrectomized Patients

D.F. Altomare, D. Rubini 1, S. Farese, R. Vicente-Prieta, L. Caputi, M. Rinaldi,
G. Rubini 1, A. D'Addabbo 1, V. Memeo. Istituto di Clinica Chirugica,
Cattedra di Chirurgia Generale IV Italy; 1 Radioisotope Dept, Universita degli
Studi di Bari, Italy

Erythromycin(E) has been shown to have remarkable effects on gastrointesti-
nal (Gl) motor activity via a motilin-receptor agonist mechanism. Its efficacy
has been demonstrated in diabetic gastroparesis, in a denervated but intact
stomach after oesophagectomy and, in dogs, in experimentally-induced Roux
stasis syndrome, by i.v. infusion.

The effects of oral administration of E on Gl transit of a standard 99mTc
labelled meal and GI motility were assessed in 1 1 patients (5 men, 6 women,
mean age 62) subjected to subtotal gastrectomy for cancer and disease-free
after a median follow-up period of 28 months (10 to 120 months). Five of them
had postprandial pain, nausea or early fullness while eating. Scintigraphic
evaluation of GI transit of a standard meal containing 100 MBq of 99mTc tin
colloid mixed with scrambled egg, 1 slice of toasted bread and 150 ml of
warm water was made before and after 3 doses of 500 mg of oral E. Gastric
and jejunal motility was assessed in 10 patients after overnight fasting, using
a triple microtransducer probe over a period of 60 min before and 90 min
after a single oral dose of 500 mg of E. The position of the tip of the probe
was controlled by fluoroscopy.

Pre-E mean gastric half-emptying time (GHET) was 40.8 ± 14.6 min (range
19 to 60) compared to 24.6 ± 13 (range 6 to 43) after oral E (p = 0.029) and
the % of residual gastric radioactivity after 60 min was 36.6 + 20.8 before E
and 9.1 ± 14 under E (p = 0.017). Two patients had jejuno-gastric reflux which
disappeared after E, while one only patient had delayed GHET due to jejuno-
gastric reflux under E. No side-effects were recorded while using E. Before
E administration, prolonged rythmical contractions (3/min) were recorded in
the fundus in 6, a MMC-like activity in the distal part of the gastric remnant
in 2, and a fase I-ll in the last 2. In 6 patients, a MMC-like activity appeared
in the distal part of the gastric remnant 20-45 min after E, while the typical
rythmic motor activity did not change in 4 patients. Oral administration of E
improves post-operative gastrointestinal transit in gastrectomized patients by
reducing GHET and % of residual radioactivity and improves fasting motility
by promoting MMC-like activity in most patients. The use of oral E may be of
clinical advantage in such patients.

2006 IManometric and Clinical Implications of Hypertensive
Lower Esophageal Sphincter

H.J. Park, J.B. Chung, Y.C. Lee, I.S. Park. Dept. of Intemal Medicine, Yonsei
University, College of Medicine, Seoul, Korea

The hypertensive lower esophageal sphincter (LES) is an uncommon pri-
mary esophageal motor disorder associated with chest pain, dysphagia, and
globus sensation.

Aim: We carried out this study to evaluate clinical features, esophageal
pressure profiles, endoscopic ultrasonographic (EUS) findings, and assess
the effect of oral nifedipine in patients with hypertensive LES.

Material and methods: The material consisted of nine patients with hy-
pertensive LES (mean age 53.8 years, M:F = 2:7) and sex, age matched 13
controls. We measured esophageal pressure profiles before and after oral
nifedipine (30 mg/day for 8 weeks) by using esophageal manometry. Five of
them, EUS was performed to evaluate the echo patterns of the wall of the
gastro-esophageal junction.

Results: Primary complaints were chest pain (77.8%), dysphagia (33.3%),
and globus sensation (22.2%). Esophageal manometry showed a significant
increase in LES pressure (p < 0.01) and higher trend of residual pressure and
body contraction amplitude in patients compared with controls. Two cases
of nutcracker esophagus and one case of nonspecific esophageal motor dis-
order were associated with hypertensive LES. On EUS examination, three
showed normal ultrasonic structure of the wall of the gastro-esophageal junc-
tion. Focal and/or diffuse thickening of muscularis propriae were seen in re-
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maining 2 patients. Oral nifedipine produced a significant reduction in LES
pressure and alleviated most symptoms of dysphagia and chest pain.

Conclusion: The hypertensive LES is a heterogenous group of esophageal
motor disorder characterized by elevated LES pressure, residual pressure,
and body contraction amplitude. We showed oral nifedipine produced a
significant reduction in LES pressure and residual pressure in most of
them. However, the clinical relevance of endoscopic ultrasonographic find-
ing seems to remain undefined.

2007 B-IFN l.V. Treatment in HCV Related Chronic Active
Liver Disease Resistant to A-IFN

C. Panella, F. Rubini, Tatulli, F. Scatigna, F.W. Guglielmi, M. Margiotta,
A. Francavilla. Department of Gastroenterology, University of Bari, Bari, Italy
Aim of this study was to assess the efficacy of a short course of i.v. B-IFN in
HCV related chronic active liver disease (CALD) patients resistant to A-IFN by
i.m. route.

Twenty HCV related CALD patients (11 m/9 f), age 53 ± 10 years-were en-
rolled. Histology diagnosis was chronic active hepatitis (CAH) in 1 1 cases, and
CAH plus cirrhosis (CAHC) in the remaining 9. All the pts had been previously
treated with A-IFN (6 MU trice weekly i. m. for 6 months), and 5 received also
an additional course with B-IFN (same schedule), without benefit in terms of
aminotranspherase levels and histology. No IFN therapy in last 6 months.

B-IFN (6 M.U.) was administered nice weekly by i.v. infusion; 2 pts.
dropped out for personal reasons, and additional 2 pts. stopped the treat-
ment during the first days (1 for a very heavy flu-like syndrome, 1 for shock).
The 16 pts that completed the study (8 CAH and 8 CAHC) experienced mild
flu-like reaction during first week.

Alanine aminotranspherase (ALT) mean ± s.d. baseline levels and after 9
weeks B-IFN therapy in the 16 pts that completed the study are shown in
the table; paired student's t-test has been used for statistical analysis. There
was no statistically significant difference in baseline ALT values in both the
histology groups of pts, although ALT were higher in CAH pts.

All pts CAH (8 pts) CAHC (8 pts)
Baseline 3.8 ± 1.4 4.4± 1.1 3.3 ± 1.6
9th week 1.7 ± 0.8 1.8 ± 1.0 2.0 ± 0.6

p < 0.001 0.001 n.s.
Responders (%) 6 (37.5) 5 (62.5) 1 (12.5)

Six MU B-IFN, administered i.v. nice weekly for 9 weeks, are able to nor-

malize baseline ALT values in 37.5% CALD HCV related pts previously re-

sistant to any kind of i.m. IFN; this is particularly evident in CAH group in
which 62.5% pts were responders. These data, together with a statistically
significant reduction of ALT in all the 16 CALD pts that completed the study,
gives a better light on the therapeutical benefits exerted by B-IFN, up to now

considered a very poor drug for what concerns clinical results. Three out 6
responders pts relapsed very soon. The uncomfortable way of administra-
tion, together with the constant presence of side-effect that determined 2/18
patients to drop out, impairs the clinical usefulness of this way of treatment.

You Need Laparoscopy for Diagnosis, Staging and
Therapeutical Decision of Hepatic Neoplastic Lesions

F.W. Guglielmi, T. Mastronuzzi, N. Siciliano, F Scatigna, V. Vinciguerra,
A. Francavilla, C. Panella. Gastroenterology Department, University of Bari,
Bari, Italy

Tumor staging, i.e. definition of number and localization of lesions, is ex-

tremely important to choose between various therapy schedules in pa-

tients with hepatocellular carcinoma (HCC). Imaging technics (ultrasonogra-
phy (US), CT scan, angiography) have noteworthy enhanced diagnosis and
staging of liver tumors; but at the moment, early diagnosis concerns only
lesions larger than 1 cm, while laparoscopy (LAP) is able to recognize super-

ficial liver and peritoneal lesions below this limit. Although in the last decade
the use of laparoscopy has been significantly reduced, we think that this tech-
nique could be required to complete the diagnosis and the staging of HCC.
Aim of this retrospective study was to verify if and how laparoscopy could de-
termine a "diagnostic improvement" comparing to US for what concerns a)
the presence of small neoplasias, b) the definition of number and the places
of lesions. Among our 4300 laparoscopies we considered the 182 patients
with laparoscopic diagnosis of HCC out of 1789 laparoscopies performed
between 1988-1993. Results are shown in the table.

N Pts %

Diagnostic improvement
US neg/LAP pos 46 25

Staging improvement
1 lesion US/2 or more LAP 30 16
2 lesions US/Diffuse disease LAP 25 14

Total improvement 101 55

In conclusion our data unequivocally show that laparoscopy: 1) completes
the examination of other imaging technics; 2) has a decisive role in the stag-
ing of 55% of patients; 31 permits a very early diagnosis in 25% of patients
showing lesions smaller than 1 cm; 4) must be recommended when hep-

atic malignancy is suspected in cirrhotic patient even if alfa-fetoprotein and
imaging techniques give normal results.

2010 Helicobacter pylori Infection and
Glutathione-S-Transferase Genotype in Gastric
Adenocarcinoma

E.K.W. Ng, J.Y. Sung. T.K.W. Ling, S.M. lp, S.C.S. Chung, A.K.C. Li. Depts of
Surgery, Medicine and Microbiology, The Chinese University of Hong Kong,
Hong Kong

H. pylori infection is associated with an increased risk of developing ade-
nocarcinoma of the stomach but only in a minority of infected patients. Re-
cently, Glutathione-S-transferase (GST-g) was found to be effective in pre-
venting benzopyrene induced forestomach cancer in animals. We postulate
that the presence of GST-l. gene in the host may play an important role in
the carcinogensis of gastric cancers. In this study, patients with adenocar-
cinoma of stomach were tested for H. pylori infection and the presence of
GST-g gene.

Methods: Antral and tumour biopsies were taken from 47 consecutive
cases of gastric adenocarcinoma for culture of H. pylori and extraction of
DNA. DNA extracts were then submitted for nested PCR to detect the bacte-
rial gene encoding the 16S rRNA of H. pylori and for PCR testing the human
GST-l. genotype. H. pylori positive status was defined as culture and/or PCR
positivity for the bacteria. The tumours were classified into intestinal or dif-
fuse types according to Lauren.

Results:

H. pylori +ve H. pylori-ve Total

Null GST-/. genotype 17 5 22 (47%)
Positive GST-gl genotype 11 14 25 (53%)
Total 28 (60%) 19 (40%) 47

An association was found between the H. pylori status and the GST-l. null
genotype in patients with gastric adenocarcinoma (P = 0.02). No correlation
was demonstrated between H. pylori infection and the histological typing of
the tumours (P = 0.45).

Conclusion: The non-expression of GST-g gene of patients might play an
important role in the development of H. pylori related gastric carcinoma.

2014 Eradication of Helicobacter pylori vs Ranitidine
Maintenance Therapy for Prevention of Duodenaluicer
Rebleeding

S. Fakhreih, M. Rahemi, N. Dehbashi, M. Saberi Firoozi, A.A. Keshavarz,
I. Alborzi 1, A. Oboodi 1, S. Massarrat 2. Depart. Intern. Medicine, 1 Depart.
of Microbiology Res. Shiraz Medical School, Shiraz, Iran; 2 Dept of
Gastroenterol., Philipps-Univ., Marburg, Germany
DU patients with bleeding episode usually undergo maintenance therapy with
H2-blockers for prevention of re-bleeding. Few studies show that eradication
of H.P prevents effectively ulcer re-bleeding. There are no studies in which
the effect of eradication is compared with that of maintenance treatment.

Materials & method: 119 consecutive pt (94 d, 25 9) with DU & acute
bleeding were treated with antibacterial therapy (Bismuth nitrate 375 mg +
Metronidazole 250 mg x 3 times/d + Tetracycline 4 x 500 mg/d for 2 weeks.
8 weeks after start of therapy control endoscopy was done for H.p. status.
The non eradicated pt. had maintenance treatment with Ranitidine 150 mg/d
E followed like eradicated pt. for 12 months.

Results: 101 pt completed the therapy & underwent a control endoscopy
after 8 weeks. 61 pt (60.3%) were eradicated & 40 remained HP+. Within 12
months, 3 out of 61 H.P-Ve pt. (4.9%) & 4 out of 40 H.P + Ve pt. (10%) who
were under longterm ranitidine treatment had re-bleeding (P = 0.33).

Conclusion: Eradication of H.P in DU patients with active bleeding is as
effective as longterm maintenance treatment with Ranitidine and seems to
be the preferred regimen with regard to cost effectiveness and patient's com-
fort.

120221 "Efficacy of Triple Therapy or Amoxycillin +
Omeprazol or Amoxicillin + Tinidazol + Omeprazol for
Eradication of H. pylori and Prevention of DU Relapse"

M. Saberi-Firoozi, S. Fattahi, M. Zare, A. Javan, H. Etaati, S. Massarrat 1
Dept of Internal Med. Shiraz Med. School, Iran; 1 Philipps University
Marburg, Germany
Aims of Study: To compare the effects of Triple therapy and Omeprazole +
Antibiotics for eradication of H. pylori and prevention of DU relapse in our
center.

Materials- Method: 143 patients with duodenal ulcer (DU) infected with
helicobacter pylori (HP) confirmed by urase test and gram staining of antral
mucosal biopsies, were treated randomly with 3 new therapeutic regimens
as: Group A (50 cases): Amoxycillin (4 x 500 mg) + (2 x 40 mg) omepra-
zole daily for 2 wks, group B, Triple Therapy (48 cases): Bismuth nitrate (4 x
375 mg) + tetracycline (4 x 500 mg) and metronidazole (4 x 250 mg) daily
for the first 2wks and then bismuth nitrate (4 x 375 mg) daily for further 2
weeks. Group C (45 cases): Omeprazole 20 mg + Amoxicillin (4 x 500 mg) +
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Tinidazole (2 x 500 mg) daily for 2 weeks. 128 patients completed the study
E underwent control endoscopy at 8 weeks and were followed clinically at
3 months intervals up to 1 year. Endoscopy was done in symptomatic cases
during follow-up.

Results: Are shown in Table

Group Patients completed Healing rate at Eradication (E) Symptomatic recurrence
therapeutic 2 months, status in Pt's with during first
course N (%) healed DU, N (%) year, N(%)

A 46 34 (74) E 14 (41) 2 (14)
Non E 20 (59) 4 (20)

B 39 38 (97.5) E 33 (87) 5 (15)
Non E 5 (13) 1 (20)

C 43 31 (72) E 23(74) 4(17)
Non E 8 (26) 2 (25)

B to A P < 0.01
The recurrence rate was similar in three groups. In groups B and C most

of DU recurrences were associated with H. pylori Reinfection.
Conclusion: The similarity of recurrence rate in three groups with different

eradication rates suggests the change of ulcerogenesis of HP with antibiotic
therapy.

20311 Relationship between Epidermal Growth Factor
Receptor, Gastric Lesions and Intestinal Metaplasia

R. Petrino, A. Di Napoli, G. Cellino, S. Avignone, M. Mestriner, L. Chiandussi.
School of Internal Medicine, S. Vito Hospital, University of Turin

EGFr is overexpressed in gastric carcinoma. In our previous observations we
reported that in about 20% of gastric ulcers there is a simil overexpression
of EGFr. This study was designed to evaluate the EGFr data in relation to
the various histological gastric lesions and in particular to intestina metapla-
sia, atrophy and follicular gastritis. In this preliminary report we have consid-
ered 90 cases: 9 gastric adenomas, 9 gastroentero anastomosis in previous
resections, 11 gastric ulcers, 44 hyperemic or erosive gastropathy and 17
cases endoscopically normal. All the patients were submitted to upper en-
doscopy and to biopsies: 4 antral in normal cases and gastropathy, multiple
biopsies in the other cases. The specimen were processed for routine histol-
ogy with haematoxylin-eosin, but a slide for each case was incubated with
the monoclonal anti-EGFr clone F4 (internal domain) and processed for im-
munohistochemistry with Biotin-Avidine complex. The results, revealed by
Diaminobenzidine, were evaluated in a semiquantitative way at microscope.
We observed 2 types of positivity, 1 more frequent, stromal, and 1 glandu-
lar. Follicular gastritis and atrophy are presented in about 20% of cases, with
no significant differences in the various cases: the presence of inflammation
is related to the positivity for EGFr stromal. This positivity is very frequent,
more than 70% of cases, and in about 100% of cases with gastritis. Intesti-
nal metaplasia was found in 48% of cases, and is significantly related to EGFr
glandular (p < 0.05 t-test). We also confirm that EGFr glandular positivity is
evident more frequently in case of gastric ulcer.

To conclude, in normal subjects we never found the positivity for EGFr
in glands, which is significantly related to gastric lesions and to intestinal
metaplasia. Stromal EGFr positivity is related to gastritis. These data suggest
further evaluations to establish their real significance in gastric lesions surveil-
lance.

2032 Prognostic Evaluation of 185 Inpatients with
Posthepatitis B Cirrhosis. I. Cox's Regnostic Analysis

Zhang Donghai 1, Qi Zhaoshen2. 1 Zibo Second Health School, 2 Zibo
Centrol Hospital, Shandong, PR. China

To develop a simpler method capable of prognostic evaluation of inpatient
with posthepatitis B cirrhosis, 185 inpatients with liver cirrhosis were stud-
ied. Median follow-up was 43 days (in terms of survival from 6-180 days). A
new model was gamed from a multivariable survival analysis (Cox's regres-
sion model) using Age, Sex, ALT, Serum bilirubin, Hepatic encephalopathy,
Serum albumin, Nourishment, Frequency of upper gastrointestinal hemor-
rhage, Hemoglobin, Serum protein, Serum globulin, AIG, Ascites and Ascites
followed edema(X1-14). The model is: Prognostic Index (P I) = 0. 5465 x 5
+ 1. 155 x 7 + 1.042 x 8 + 1. 141 x 14[x 5(no = 0, I&ll = 1, lll&IV = 2);
x7(good = 0, medium = 1, malnutrition = 2); x8(no = 0, once = 1, twice or
over twice = 2); x 14 (ascites followed edema = 1, no = 0)].

The model was applied to the 185 inpatients with liver cirrhosis. For the
range of RI. value were from 0.00-6.628, so we delimited: P I-A-Class = 0-
<2.21, P I-B-Cl, Class = 2.21-4.42, P I-C-Class = >4.42-6.628. The results of
evaluation to 185 inpatients and coffetating between new model and Child-
Classification see the Table below.

P I-Class Patients (P < 0.001) Child (death caese) Total
survival (%) death (%) A B C

A 75 (94.94) 4 (5.06) 10 36 (1) 33 (3) 79
B 59(79.73) 15(20.27) 0 31 (2) 43(13) 74
C 5(15.63) 27(84.38) 0 3(1) 29(26) 32
Total 139 (75.14) 46 (24.86) 10 70 (4) 105 (42) 185

Note: Correlating P > with Child, percentage of tally was 37.84% (10 + 31 + 291185)
(Chi-square test: x2 = 26.62, p < 0.001).

Conclusions: It seems that the new model (P I) was better than Child
classification in C-Class patient especially (P 1.-C-Class, 27/32) Child-C-Class:
421105). It was simple, practical and more effective. It does not need labora-
torial data, but it only can apply to short-term patientsfinpatients and it needs
further exploration.

120341 Helicobacter pylori Eradication for Duodenal Ulcer: No
Reinfection and Rare Recurrence at Two Years

A. Morgando, C. Perotto, L. Todros, P Sanseverino 1, L. De Marco 1,
G. Pugliese, A. Ferrari, G. Marchiaro 1, A. Ponzetto. GI Dpt, Molinette, Turin,
Italy; 1 Microbiology Dpt, Molinette, Turin, Italy

We studied 77 patients, aged 18 and 72 years, affected by duodenal ulcer
(DU), gastric ulcer (GU) and erosive gastritis andlor duodenitis. HP infection
was diagnosed by histological staining (Giemsa) on antral and fundic biop-
sies. All patients were treated with Omeprazole 20 mg/die for 30 days, Amoxi-
cilline 500 mg q.i.d. and Metronidazole 250 mg q.i.d. for 10 days. Endoscopic
and histological follow-up was performed at 3, 6, 12 and 24 months after
therapy.

Table 1: Eradication rate

Pathol HP+ HP-at3m 6m 12m 24m
UD 65 50(77%) 45(69%) 41 (63%) 21134(62%)
UG 6 3 3 3 1/1
G,D 6 4 4 4 315
Tot 77 57 (74%) 52 (67.5) 48 (62.3) 25140 (62.5)

Only 40 patients completed 2-years follow-up.

Table 2: Ulcer relapses

Cured (HP-) Not cured (HP+)
6m 12m 24m 6m 12m 24m

UD I 1 / 5 2 5
UG I / I I 2 1

Conclusions. The eradication rate of Hp infection in DU patients after triple
therapy was 63% at 1 year; no reinfection was observed after 2 years. We
observed one ulcer relapse among eradicated patients and 12 recurrences
(50%) among 24 patients not cured. HP eradication prevents ulcer relapse;
the risk of reinfection seems to be very low two years after eradication.

2037 97% Cure for Helicobacter pylori Infection in Duodenal
Ulcer Patients

C. Perotto 1, A. Morgando 1, P Sanseverino 2, A. Ferrari 1, G. Saracco 1,
L. Todros 1, C. Barletti 1, F. Rosina 1, C. DeAngelis 1, A. Smedile 1,
G. Marchiaro 2, A. Ponzetto 1. 1 Dpt Gastroenterology Hosp. Molinette,
Torino, Italy,' 2 Lab. Microbiology Hosp. Molinette, Torino, Italy

Helicobacter pylori (Hp) is a widespread pathogen. In our town, 59% of the
adult population appears to be infected.

Hp infection correlates with presence of several pathologies, including
chronic gastritis, gastric and duodenal ulcer and gastric cancer, the optimal
cure for which is debated.
We report a 97% success rate for cure of the infection in a series of 33

consecutive duodenal ulcer patients. Diagnosis was performed by upper G.I.
endoscopy and multiple biopsies of antral and corpus mucosa. Standard H/E
and Giemsa stains were obtained and observed by one single pathologist.

All 33 patients had Hp in the gastric mucosa and were treated with
omeprazole 20 mg b.i.d., amoxicilline 1 gr. b.i.d. and clarithromicine 250 mg..
t.i.d. for 14 days. Endoscopy and gastric biopsies were again obtained 60-90
days after completion of therapy.

No Hp could be detected by histology in antral, corpus andlor fundic mu-
cosa in 32 (97%) of these 33 consecutive patients. No recurrence of DU was
observed.

2038 English Nuclear Journal Used by Chinese
Gastroenterologists

Zhang Donghai, Tian Hua. Zibo Second Health School, Shandong, PR. China
It briefs the situation that Chinese gastroenerologists refer to English Nuclear
Journals. The analysed material are two first-class medical journals in China:
Chinese Journal ofDigestion (CJD) and Chinese Journal ofInfectious Diseases
(CJID). The same analytical method as other similar papers was used. See
Tables 1 & 2.

Table 1. Languages and analysing targets

Languages Chinese J. Digestion (%) Chinese J. Infectious Diseases (%)
Joumal Book Others Total Journal Book Others Total

Chinese 21.34 2.97 0.88 25.19 31.48 3.20 1.44 36.12
English 66.78 3.63 0.44 78.85 55.53 3.93 1.96 61.42
Others 3.52 0.44 - 3.96 2.25 0.20 - 2.45

Total 91.64 7.04 1.32 100.00 89.26 7.33 3.40 99.99
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Table 2. English Nuclear Journals

In Chinese J. Digestion In Chinese J. Inf Dis.

Gastroenterology Ann Surg The Lancet
Cancer Res Int J Cancer J Infect Dis
Scand J Gastroenterol J Clin Invest N EngI J Med
Cancer J Clin Pathol Gastroenterology
Gut Am J Surg Hepatology
The Lancet Am J Physiol Am J Mes
Dig Dis Sci Gann Ann Intern Med
Am J Gastroenterol Nature Antimicrob Agents Chemother
Hepatology Proc NatI Acad Sci USA J Clin Microbiology
Clin Chim Acta Radiology J Med Virol
N EngI J Med Science J Antimicrob Chemother

Gastrointest Endose J Immunol

Notes: 1. English journals quoated in CJD are 182 kinds. And in CJID are
306 kinds. 2. These journals are quoted at least once or more than once ev-
ery number of the Chinese journals. 3. English references offered from the
nuclear journals are 58.48% of all the references quoted in CJD, and 41.89%
of all the refernces quoted in CJID.

Conclusion: 1. In chinese gastroenterologyists quoted references, enigish
medicine journal is 55, 53-66.78%; 2. It is 27 kinds that guoted of ten EN-
GLISH JOURNALS.

2042 j IgA Antiendomysium Antibodies and Gluten Free Diet
(GFD) Compliance in Coeliac Disease (CD)

C. Sategna-Guidetti, S. Grosso, M. Bruno. Cattedra di Gastroenterologia,
Universita' di Torino, Italy
IgA EmA are presently the most reliable serological markers for untreated
CD due to their 100% specificity. Moreover, as their titers decrease and dis-
appear when a GFD is taken and revert to positivity on gluten reintroduction,
their presence or absence was proposed as a guide to dietary compliance.
Aim. to evaluate the reliability of EmA in predicting mucosal pattern in CD
patients on a GFD. Patients and Methods: 36 (15 M, 21 F) adults with biopsy
proven CD and EmA positivity while untreated entered the study. A second
biopsy was repeated 7-45 months from the starting of the GFD, along with
EmA determination and a careful dietary assessment. Ema were appraised
by indirect immunofluorescence on monkey oesophagus. Intestinal biopsy
was graded according to Cooke's criteria.

Results:

Normal

11
111

Untreated CD

Intestinal grading EmA positives

0% 0%
3% 3%
17% 17%
80% 80%

CD on GFD
Intestinal grading EmA positives

22% 0%
44% 8%
28% 8%
6% 0%

Conclusions: After a GFD, Ema positivity is predictive of persisting intesti-
nal lesions, while EmA negativity is not a reliable marker of mucosal recovery.
The best means to ascertain the effect of a GFD remains the biopsy, which
correlate more accurately to careful dietary assessment than to EmA.

Screening for Colorectal Cancer by Once-only
Sigmoidoscopy. A Feasibility Study

C. Senore 1, F.R Rossini 2, R. Ferraris 3, N. Segnan 1. 1 Units di
Epidemiologia dei Tumori, 2 Servizio di Gastroenterologia, Ospedale S.
GiovanniAs, Torino, Italia,' 3 Servizio di Endoscopia, Ospedale Mauriziano
"Umberto l' Torino, Italia

Objectives: To assess the impact on compliance of different invitation meth-
ods, as well as the acceptability and efficacy of different preparation regi-
mens, when implementing endoscopic screening in the general population.
Methods: 1 170 subjects (males and females, aged 55 to 59, in the rosters of
a GPs' sample in Turin), were randomized to 3 invitation groups (M: personal
letter, signed by GE with pre-fixed appointment; T: same as for M + letter sup-
porting the study by an outstanding scientist; A: letter signed by the study
coordinator), and 2 preparation regimens (1 = one enema, self-administered
at home 2 hours before the test; 2 = two enemas, administered the night be-
fore, and 2 hours before the test). A post reminder was sent to non attenders.
A sample of non responders was contacted for a phone interview by a trained
nurse. Informed consent had to be signed by all subjects undergoing the test.
Results: GP's invitation was associated with the highest response rate, while
a reinforcement letter by a distinguished scientist had no incremental effect
(compliance: M = 29.3%; T = 24.9%; A = 26.8%).

The proportion of cases invited to repeat the test was 9.1% in the 1 enema
group, and 7.7% in the 2 enemas group; preparation was rated as excellent
by endoscopists in 61.5% of cases performing 1 enema and in 59.7% of
those in the 2 enemas group. Prevalence of dysplastic lesions was 11.9%.
Conclusions: Compliance to this screening procedure tends to be low, fear
for the test being the most common barrier mentioned by non attenders.
One enema, self-administered 2 hours before sigmoidoscopy, can ensure a
satisfactory bowel preparation.

2046E Prolonged Gastric Nocturnal Alkaline Periods in
Patients with Barrettes Oesophagus

P Dusio, M. Ravizza, V. Debernardi 1 Ospedale Evangelico Valdese, Torino,
Italy, 1 Istituto Patologia Chirurgica Universita, Torino, Italy

Severe gastroesophageal reflux is linked with Barrettes oesophagus whose
several complications have been demonstrated to be also related to the pres-
ence of duodeno-gastric reflux. 16 patients with Barrettes oesophagus were
investigated, in order to detect abnormalities in the gastric pH-patterns and
possible relationship with the presence of intestinal metaplasia in Barrettes
epithelium. All patients underwent an endoscopy and an esophageal manom-
etry. A combined 3 channels 24 hours gastroesophageal pH-monitoring (1
esophageal and 2 gastric electrodes) was performed in all cases. Prolonged
gastric nocturnal alkaline periods (mean 3.13 ± 1.47 hours) were found in
7 patients, 6 of whom showed intestinal metaplasia in the oesophageal ep-
ithelium (always associated to pathological gastroesophageal acid reflux in
6 while 1 was borderline and showed fundic mucosa in the distal oesoph-
agus). The remaining 8 patients all with pathological esophageal acid reflux
and no abnormal gastric alkaline periods, didn't show any gastric metaplasia
but only fundic mucosa in the distal oesophagus. It appears that in patients
with Barrettes oesophagus and evidence of abnormal nocturnal alkaline pe-
riods, a significant number of complications might be expected and needn't
be only related to an acid cause. Combined 3 channels pH-monitoring with
2 similar gastric traces, avoids misleading interpretations of alkaline periods
in the stomach, possible with 1 gastric electrode only, that could not be re-
liable in detecting duodenogastric reflux. It therefore appears helpful to find
among the patients with Barrettes oesophagus, those at greater risk of pos-
sible complications due to the abnormal presence of bile associated with the
acid reflux. It might also change therapeutic strategies in patients with biliary
compounds associated with acid esophageal reflux.

2048 Ultrasonographic Assessment of Gastric and
Gallbladder Emptying in Patients with Long Standing
Type 1 and Type 2 Diabetes Mellitus: Effect of a Single
Oral Dose of Levosulpiride

V. Arienti, L. Boriani, G. Sorrenti 1, C. Califano, M.G. Sama, G. Gasbarrini.
Patologia Medica 1, University of Bologna, Italy, 1 Hospital of Bentivoglio, Italy

Fifty% of long-standing diabetes patients present a delayed gastric and gall-
bladder emptying. Levosulpiride is an orthopramide drug that stimulates gas-
trointestinal motility.

Aim: to evaluate the effect of a single oral dose of levosulpiride on gastric
and gallbladder emptying in diabetic patients affected by gastroparesis.

Methods: twenty patients with long standing Type 1 or Type 2 diabetes
mellitus were enrolled in a randomized double-blind crossover study of levo-
sulpiride and placebo, given on separate days 30 min before a standard liquid
meal. Gastric and gallbladder emptying rates were simoultaneously evaluated
by means of real-time ultrasonography.

Results: levosulpiride versus placebo accelerated gastric emptying of the
liquid meal with a significant difference at 60 min (1.41 ± 0.05, range 1.30-
1.53 for levosulpiride versus 1.66 ± 0.08, range 1.47-1.84 for placebo; p =

0.02); it also accelerated and accentuated gallbladder emptying with a sig-
nificant difference at 30 min (42.8 ± 0.05, range 31.4-54.1 for levosulpiride
versus 59.7 ± 0.05, range 47.8-71.4 for placebo; p = 0.03).

Conclusions: in long-standing diabetic patients a single oral dose of levo-
sulpiride improves gastric emptying after a liquid meal. Gallbladder emptying
is also accelerated. Further studies will be necessary to confirm the useful
employ of levosulpiride in long-standing diabetic patients.

I2050 Ultrasonographic Activity Index in Clinical
Management of Severe Ulcerative Colitis

V Arienti, L. Boriani, M. Campieri 1, M.G. Sama, C. Califano, S. Pretolani,
A. Domanico. Patologia Medica 1, Bologna, Italy; 1 Clinica Medica 1,
University of Bologna, Italy

The prognosis of attacks of ulcerative colitis (UC) is clearly linked to the extent
and activity of the disease. Aim: To investigate the value of high resolution ul-
trasonography (US) in the management of severe UC. Patients and methods:
We studied fifty-seven consecutive patients (31 F-26 M, 18-52 yrs., mean age
29.5 yrs.) affected by a severe (32 pts) or moderately severe (25 pts) attack of,
according to the definition of Truelove and Wins. Each patient underwent ab-
dominal high resolution ultrasonography (Toshiba Sonolayer SSH-140A with
7.5 linear probe) to evaluate the US activity index. The total value of the US
activity index was expressed in mm. and was obtained by summing the mean
thickness value revealed in each of the four colonic segments (recto-sigmoid,
descending, transverse and ascending colon). Moreover the US activity index
was determined in all patients, after 10 days of intensive treatment. Results:
The mean value of US activity index was 18.9 :1 0.5, range 10-25, in patients
affected by severe UC, while in patients with moderate disease it was 10.2
± 0.5, range 6-16 (p < 0.001). The best discriminating value between se-
vere and moderate UC was 15 mm (p < 0.001, X2 test). Using this value it is
possible to obtain a specificity, sensitivity, and diagnostic accuracy of 96%,
90.3% and 92.9%, respectively. US activity index decreased significantly af-
ter medical treatment (p < 0.001) in both severe and moderate UC patients
and in non-operated severe or moderate UC patients, as well. By contrary,
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no difference was found in operated severe or moderate UC patients. The
entity of reduction (A value) between the two groups of severe or moderate
UC patients did not differ (p = ns), while statistically significant differences
of A value were observed by comparing operated and non-operated patients
either in severe (p < 0.01) and in moderate UC groups (p < 0.001). Conclu-
sions: Ultrasonographic activity index is a safe and useful method to assess
the severity of UC, to monitor the patients' condition and to evaluate the ef-
fect of medical treatment.

2051 High Resolution Ultrasonography (US) and
Scintigraphy (SC) with Autologous Granulocytes
Labelled by 99mTc-Hmpao in the Evaluation of Extent
and Activity of Severe Ulcerative Colitis (UC)

V. Arienti, L. Boriani, M. Campieri 1, P Gionchetti 1, F. Ugenti, A. Belluzi 1,
C. Califano, M.G. Sama, A. Domanico, A. Venturi 1. Patologia Medica 1,
University of Bologna, Italy; 1 Clinica Medica 1, University of Bologna, Italy

Ultrasound has been proposed in diagnosis and follow-up of inflammatory
bowel diseases, mainly in Crohn disease.

Aim of our study was to investigate the value of high resolution ultrasonog-
raphy (US) in assessing both extent and activity of severe ulcerative colitis
(UC), comparing with scintigraphic (SC) data.

Patients and methods: 32 patients with severe attacks of UC were submit-
ted to a high resolution US (Toshiba Sonolayer SSH-1 40A with a 7.5 Mhz linear
probe) and a SC in two consecutive days. Bowel wall thickness was evalu-
ated dividing colon in four segments (recto-sigmoid, descending, transverse
and ascending). The presence of bowel wall thickening and labelled granu-
locytes was determined in each segment. US activity index was expressed
in mm and it was obtained by summing the mean thickness value in each
of the four colonic segments. SC activity was evaluated for each segment,
according to the grading system (0-3) described by Saverymuttu. The total
SC activity grading (0-12) was obtained by the sum of the values assessed
in each of the four segments.

Results: regarding the extent of the disease, the total diagnostic sensi-
tivity, specificity and overall accuracy of US, comparing with SC, were 89%,
100% and 91 % respectively. These results were also confirmed in a subgroup
of 16 patients submitted to surgery, comparing US and SC data versus spec-
imens. US sensitivity decreased from rectum-sigma to ascending colon. A
concordance between the two methods was obtained in 91%. Moreover a
strict correlation was found between US and SC activity (r = 0.78; p < 0.001).
In conclusion, high resolution ultrasonography is an accurate tool, useful to
assess both extent and activity of severe UC.

12052 A Comparison of Anti-HCV and HCV-RNA in Chronic
Hemodialysis Patient in Turkey

E. Av§sar, C. Kalayci, N. Tozun, Q. Ozener, E. Akoglu, R. Lawrence, M. Avsar,
M. Caner, B. Qirakoglu. Marmara University, Faculty of Medicine, Istanbul,
Turkey

HCV infection is a frequent and important problem in chronic hemodialysis
patients. There is a 20-60% anti HCV positivity reported in chronic hemodial-
ysis patients. Isolated HCV-RNA positivity, on the other hand is 8-25%. These
rates are not definitely known in chronic hemodialysis patients in Turkey.

Aim and Methods: The aim of this study is to investigate the frequency of
anti-HCV and HCV-RNA positivity in HBs Ag negative patients under chronic
hemodialysis programme in Marmara University Medical Faculty. The patients
were divided into four groups according to anti-HCV positivity (2nd genera-
tion ELISA) and ALT levels. Group 1: anti HCV(+), elevated ALT; Group 2:
anti HCV(+), normal ALT; Group 3: anti HCV(-), elevated ALT, Group 4: anti
HCV(-), normal ALT. Serum HCV-RNA analysis was performed with nested
PCR method in these patients.

Results:

Anti-HCV(+) HCV RNA(+)
Group 1 (n = 4) 4 3
Group2(n= 11) 11 3
Group 3(n = 3) 0 0
Group4(n= 18) 0 6
Total (n = 36) 16 (44%) 12 (33%)

Conclusion. 1) Anti-HCV was 44%, and HCV RNA was 33% positive in
chronic hemodialysis patients. 2) ALT level is not a good diagnostic param-
eter for chronic HCV infection in chronic hemodialysis patients. 3) HCV-RNA
positivity in 6 patients with normal ALT suggest that HCV may not be cytopatic
in chronic hemodialysis patients

E20541 Doppler US Evaluation of Splanchnic Blood Flow In
Celiac Disease

V. Arienti, C. Califano, G.R. Corazza, G. Brusco, L. Boriani, F Biagi,
G. Gasbarrini. Patologia Medica 1, University of Bologna, Italy
Data on splanchnic blood flow in celiac disease are today scarce and incom-
plete.

Aim of our study was to evaluate, by Doppler US, splanchnic blood flow
in celiac disease.

Patients and methods: In 22 patients (17 f., 5 m.; mean age: 30.5 + 4
years), affected by celiac disease, 13 untreated and 9 treated and in 9 healthy
subjects, the following parameters were assessed: mean flow velocity of por-
tal vein (MVpv), splenic vein (MVsv), superior mesenteric vein (MVsmv) and
superior mesenteric artery (MVsma); in this latter vessels, peak systolic ve-
locity (PSVsma), end-peak diastolic velocity (EDVsma) and Pulsatility Index
(Plsma) were also assessed. The diameter of all vessels, mentioned above,
was measured. All these parameters were also assessed after 9 months of
gluten-free diet in 5 patients of untreated group. For statistical analysis we
used Anova-Test and Student-T test for paired and unpaired data with Bonfer-
roni correction. Doppler US studies were performed utilizing a Toshiba 1 40A
with 3.75 MHz convex probe.

The results showed an increase of MVsma and EDVsma and a decrease of
Plsma in untreated celiac patients compared to treated patients (p < 0.002;
p < 0.04; p < 0.035) and to healthy controls (p < 0.001; p < 0.025; p <
0.0003). In the 5 untreated patients reevaluated after 9 months of gluten-free
diet, the treatment determined a significative reduction of both MVsma (p <
0.03) and EDVsma (p < 0.02) and an increase of Pisma (p < 0.03). Moreover,
in this group of patients, MVsmv significantly decreased after therapy (p <
0.05). No significant differences were noted between treated celiac patients
and healthy subjects regarding EDVsma, MVsma and Pisma; and between
untreated, treated celiac patients and healthy subjects regarding vessels di-
ameter, MVpv, MVsv, MVsmv and PSVsma.

In conclusion we suggest the use of Doppler sonography in the non in-
vasive assessment of hemodynamic changes in celiac disease and in the
response to therapy.

2056 A New Approach for Managing Intestinal Gas
Production and Gas Related Symptoms of Functional
Patients

A. Strocchi 1, A. Ferrieri 1, S. Malservisi 1, A. Jorizzo 2, F. Miglio 3,
G.R. Corazza 4, G. Gasbarrini 2. 1 1 Patologia Medica, Universita di Bologna,
Italy; 2 Clinica Medica, Universita Cattolica Roma, Italy; 3 Divisione Medicina
Interna, Ospedale Malpighi, Bologna, Italy;' 4 Dipartimento di Medicina
Interna, Universita dell'Aquila, Italy

While treatment of gas related symptoms mostly relies on dietetic restric-
tions, the etiological therapy of these symptoms should be directed toward
a control of the mechanisms regulating the accumulation of intestinal gas,
such as colonic bacteria metabolism. In this study intestinal gas production
of functional patients complaining of bloating and flatulence was first evalu-
ated. Then, a double-blind controlled trial was performed to test whether ab-
dominal symptoms were related to intestinal gas and to compare the effect
of a nonabsorbable rifamicin derivative, rifaximin, to that of activated charcoal
upon intestinal gas production and abdominal symptoms. Breath H2 excre-
tion of 34 functional patients was compared to that of 21 healthy volunteers
comparable for sex and age. Average breath H2 excretion of functional pa-
tients was 4.5 ± 2.1 ml of H2 per g of lactulose ingested over a six hour period,
a value significantly greater than that of healthy volunteers (3.0 ± 2.2 ml H2
x g lactulose x six hours; p < 0.005). Following a random order, 18 patients
received 400 mg of rifaximin twice a day for seven days plus two placebo
tablets, while 16 patients received the same quantity of activated charcoal
and placebo. Compared to values observed before therapy, rifaximin treated
group showed a statistically significant decrease of breath H2 excretion (p
< 0.02), number of flatuses (p < 0.01), and abdominal circumference (p <
0.02), measured ten days after completion of therapy. In the group treated
with activated charcoal the same parameters showed no statistically signif-
icant variation. For the entire group of patients studied, variation of breath
H2 excretion after therapy directly correlated with variation of the number of
flatuses (r = 0.374; p < 0.05). This study demonstrated that patients com-
plaining of gas related symptoms had greater intestinal H2 production than
healthy volunteers and, for the first time, provided evidence showing that oral
administration of the nonabsorbable antibiotic rifaximin is effective in reduc-
ing intestinal gas production and flatulence of these patients.

2059 Influence of Overlapping Gastro-Oesophageal Reflux
Disease and/or Irritable Bowel Syndrome on Gastric
Emptying of Solids In Patients with Chronic Functional
Dyspepsia

C. Tosetti, V Stanghellini, A. Paternic6, A.M. Morselli Labate, K. Jadallah,
G. Barbara, M. Levorato, D. Pancaldi, R. Corinaldesi. Internal Medicine Inst.,
Nuclear Medicine Dept.; S. Orsola-Malpighi Hospital, Bologna, Italy

Patients with functional dyspepsia frequently complain also of gastro-
oesophageal reflux (GERD) and/or irritable bowel syndrome (IBS). Abnormal-
ities of gastric motility are frequent in patients with functional dyspepsia,
but potentially present also in GERD or IBS patients. The influence of over-
lapping digestive syndromes on gastric motility in functional dyspepsia has
not been fully investigated. We prospectively evaluated whether overlapping
GERD and/or IBS influence gastric emptying (GE) of solids in 343 patients
affected by functional dyspepsia (150 M, 193 F; 39 + 12 yrs; m ± SD). Four
dyspeptic symptoms (epigastric pain/burning, post-prandial fullness, nausea,
vomiting) were each graded 0 to 3 according to their influence on the usual
activities. Including criteria were a total symptom score >3 with at least one
symptom >2, in the absence of organic, metabolic, systemic diseases. Pres-

A239

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.37.S

uppl_2_P
t_2.A

181 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


4th UEGWBerlin 1995

ence of at least 3 of Manning's criteria was required to diagnose IBS, while
GERD was defined by the presence of at least one typical symptom (heart-
burn, regurgitation) graded >2. Among the 343 patients, 169 (80 M, 89 F; 38
± 13 yrs) did not complain overlapping syndromes (FD), 78 (34 M, 44 F; 39 ±
12 yrs) had FD + GERD without IBS, 66 (25 M, 41 F, 41 + 13 yrs) had FD + IBS
without GERD and 30 (11 M, 19 F, 41 ± 13 yrs) had overlapping GERD and IBS
(FD + GERD + IBS). GE of solids (99mTc-chicken liver; 638 kcal) was mea-
sured by a gamma-camera technique. Results were expressed as GE rates
(k; %/min) and time before emptying (lag; min). Fifty healthy subjects served
as controls (HC; 30 M, 20 F; 35 ± 12 yrs).

HC
(n = 50)

k 0.67 ± 0.18
Lag 15.3 ± 15.4

FD
(n = 169)
0.53 ± 0.26'
11.6± 16.3

FD + GERD FD + IBS
(n = 78) (n = 66)
0.48 ± 0.22* 0.50 ± 0.22*
9.8± 15.4 13.3 ± 18.1

FD + GERD + IBS
(n = 30)
0.52 ± 0.20*
12.9 ± 14.4

* P < 0.01 vs HC; ANCOVA adjusted for sex, age and body weight.

Conclusions: Patients with functional dyspepsia present normal lag times
and decreased emptying rates of solids. Overlapping GERD and/or IBS do not
influence emptying patterns in patients with functional dyspepsia.

2060 j Identification of Ki-ras Gene Point Mutations in
Colorectal Tumors and Stool Samples of Patients with
Colorectal Tumors by PCR and Chemiuminescent
Hybridization Assay

S. Fossi, F. Bazzoli, R.M. Zagari, S. Girotti 1, P Pozzato, P Simoni, A. Roda,
E. Roda. Cattedra di Gastroenterologia, University of Bologna, Bologna,
Italy; 1 Istituto di Scienze Chimiche, University of Bologna, Bologna, Italy
Background. It has been recognized that early detection and removal of pre-
malignant colorectal lesions could reduce deaths from colorectal cancer.
Non-invasive tests like Fecal Occult Blood Test offer insufficient evidence of
mortality reduction, while tumor derived mutations potentially provide more
specific markers. Ki-ras proto-oncogene activation by single base mutations
has been recognized as an early event in the multistep progression of col-
orectal tumors. Aim. I) To identify Ki-ras oncogene point mutations at codons
12 or 13 in stools from patients subsequently found at colonoscopy to have
colorectal adenomas or cancer, correlating the presence of mutations in neo-
plastic tissue and stools. II) To develop a simple, non-isotopic hybridization
technique using digoxigenin-labelled probes subsequently revealed by an
immunoenzymatic reaction. Methods. DNA was purified from frozen fresh
tissue obtained from: 7 surgically resected colorectal carcinomas, 17 ade-
nomas removed with snare electrocautery, from biopsies of apparently nor-
mal mucosa and stools of the same patients. PCR products were subjected
to electrophoresis through a 2% agarose gel to confirm amplification. Sam-
ples were then applied to nylon membranes and hybridized with four differ-
ent digoxigenin-labelled probes, one for wild-type ras and three for Gly12 to
Val12 or Asp12, and Gly13 to Asp13 mutants. Samples were visualized by anti-
digoxigenin Fab fragments labelled with alkaline phosphatase and adamantil-
1,2-dioxetane phenil phosphate, an enzyme-triggerable dioxetane, was used
as chemiluminescent substrate. The reaction was directly analyzed in a lu-
minograph. Results. 13 of the 24 tumors (54%) showed mutations at codons
12 or 13; 3 of 7 colorectal cancers (43%) and 10 of 17 polyps (58%). We next
analyzed stools from the 13 patients; in 11 cases, we found in the stools
the same mutations detected in the tumor. Samples of normal colonic mu-
cosa strongly hybridized with the wild-type probe, and patients without Ki-ras
mutations in tumor samples showed no mutations in stool samples as well.
Conclusions. These results suggest a new strategy for the non-invasive detec-
tion of colorectal tumors at an early and curable stage. The chemiluminescent
hybridization assay provides a simple and sensitive tool of determining such
mutations, avoiding problems associated with radioisotopes.

2061 One-day, High Dose Combined Therapy of
Helicobacter pylori Infection

A. Dobrucali, M. Tuncer, K. Bal, H. Uzunismail, i. Yurdakul, M. Altin, E. Oktay,
i. Ding. Gastroenterology Department of Cerrahpapa Medical Faculty of
Istanbul University Istanbul, Turkey
The aim of this study was to evaluate the efficacy and safety of one day treat-
ment with high dose combined therapy (Omeprazole, Amoxicillin, Bismuth
and Metronidazole) on the Hellcobacter pylori (HP) infection. 26 patients suf-
fering from nonulcer dyspepsia with HP infection were received to study (18
females and 8 males, aged between 18-72 years, mean age: 41). Patients
who had allergy to any of the substances used in the study, major organic,
systemic, metabolic or psychiatric disease, previous gastric surgery and preg-
nancy were excluded. History taking, physical examinations, hematological
tests, endoscopy, urease test and histologic examination were done before
and 30 days after the treatment. All patients received omeprazole (capsules,
40 mg) in the evening preceding the treatment day. On the treatment day, they
all received amoxicillin (tablets, 2000 mg x 4, 15 min after meals), Metron-
idazole (tablets, 500 mg x 4, 15 min after meals), colloidal bismuth subcitrate
(tablets, 300 mg x 4, 1 hr before meals). At the 2 and 7 days, patients were
asked to any side effects due to meditation. Chisquare test was used in sta-
tistical analysis. Successful eradication was obtained in 19 patients (73%)

and gastric inflammation had resolved in 10 (53%) of these. After the treat-
ment mild or moderate chronic gastritis was present in 9/19 (47%) eradicated
and in 7/ (100%) uneradicated patients (p < 0.02) and dyspeptic complaints
were disappeared in 13/19 (68%) eradicated and in 1/7 (14%) uneradicated
patients (p < 0.02). Self limiting and short lasting side effects induced by the
treatment were detected in 3 patients (11.5%) and they induced nausea (in
three) and mild diarrhea (in one).

The results of the our study demonstrate that a relatively high eradica-
tion rate of HP can be achieved with a very short treatment. The percentage
of eradication obtained with our therapy (73%) is similar to previously ap-
plied combined long term therapy. Also one day treatment with high doses
omeprazole, amoxicillin, bismuth and metronidazole offers safe and inexpen-
sive therapeutic approach without significant side effects for the treatment
of HP infection.

I2063 The 13C-Urea Breath Test to Evaluate the Effect of
Antisecretory Drugs on Helicobacter pylori

F. Bazzoli, R.M. Zagari, P Pozzato, S. Fossi, P Simoni, A. Roda, E. Roda.
Cattedra di Gastroenterologia, University of Bologna, Bologna, Italy
Introduction. Because of its ability to accurately detect actual Helicobacter py-
lori (H.p.) infection, the 13C-urea breath test (13C-UBT) is a most appreciate
method for assessment of eradication after antibacterial treatment. Further-
more since the 13C-UBT is also a quantitative measure of the extent of H.p.
colonization, its use during treatment should allow to quantify the progres-
sive reduction of bacterial load. Most of the antibacterial regimens include
an antisecretory drug In order to increase intragastric pH and improve an-
tibiotic availability and absorption. Some of these agents, however, such as
omeprazole, are also believed to reduce per se bacterial load thus provid-
ing an adjunctive rationale for being included In anti-H.p. combination treat-
ments. Aim. To evaluate, by the 13C-UBT, extent and timing of the reduction
of H.p. colonization during the sole administration of the proton pump inibitor,
omeprazole. Methods. Seven subjects (4 males, 3 females; range age 25-46
yrs, mean age 28 yrs) with H.p. infection, as assessed by 13C-UBT = excess
9 13C02 excretion >5 per mil, volunteered the study. Omeprazole 20 mg and
40 mg respectively was administered for two weeks in a random order, with
a four weeks washout period in between, to all subjects. The 13C-UBT (ac-
cording the European Standard Protocol, Eur J Gastroenterol Hepatol 1991;
3:915-21)was performed prior to each treatment period and every other day
during treatment and during one further week after stopping treatment. Re-
suIts. The mean (±SE) excess 9 13C02 excretion was 31.8 (±3.5) per mil
prior to treatment. The maximum decrease was observed at day 3 after both
omeprazole dosages (20 mg: excess 9 13C02 excretion = 19.9 ± 2.2 (mean
± SE) per mil; 40 mg: excess 9 13C02 excretion= 18.9 ± 2.3 (mean ± SE)
per mil; 20 mg vs pre-treatment: p < 0.01; 40 mg vs pre-treatment: p < 0.01;
20 mg vs 40 mg: p= ns). The excess 9 13C02 excretion returned to pre-
treatment values at day 6 after withdrawing treatment. Conclusions. Omepra-
zole 20 mg/day is capable of reducing excess 9 13C02 excretion by about
40% after three days of administration; increasing the dosage to 40 mg/day
does not increase this effect. The partial suppression of H.p. colonization is
reversed in about one week after treatment withdraw. The 13C-UBT can be
useful to evaluate the effect of different antisecretory agents in reducing H.p.
colonization and thus to suggest the optimal agent and its dosage for inclu-
sion in anti-H.p. combination treatments.

2064 The 13C-Urea Breath Test for Early Assessment of
Helicobacter pylori Eradication

F. Bazzoll, R.M. Zagari, S. Fossi, P Pozzato, P. Simoni, A. Roda, E. Roda.
Cattedra di Gastroenterologia, University of Bologna, Bologna, Italy
Introduction. The 13C-urea breath test (13C-UBT) is an accurate method to
non invasively detect the actual presence of Helicobacter pylori (H.p.) infec-
tion. For assessment of eradication, 13C-UBT is currently performed, as sug-
gested for other accurate methods such as histology, urease test and culture,
four weeks after treatment withdraw in order to avoid false negative results
due to partial suppression of the infection and subsequent recolonization.
However there are at present no studies considering the possibility that an
accurate method such as 13C-UBT could detect true eradication at an earlier
stage. Aim. To determine whether 13C-UBT is capable to assess H.p. eradica-
tion earlier than the conventionally adopted four week Interval after the end
of treatment. Methods. 58 patients (31 males, 27 females; range age 25-69,
mean age 48 yrs) with non-ulcer dyspepsia and H.p. infection, participating in
an ongoing randomized double blind, double dummy eradication study, un-
derwent upper Glendoscopy and were evaluated by urease test, histology
and culture before treatment and four weeks after withdrawing medications.
13C-UBT was performed (European standard protocol, positive result = ex-
cess 9 13C02 excretion > 5 per mil) before treatment and every week for
four weeks after withdrawing medications. Results. In 23 out of 58 patients
H.p. eradication was established at four weeks after treatment by negative
urease test, histology, culture and 13C-UBT (excess (9 13C02 excretion =
1.65 ± 0.17 (mean ± SE) per mil). In all 23 patients in whom eradication was
assessed at four weeks after treatment the 13C-UBT was already negative at
one week (excess 9 13C02 excretion = 1.72 ± 0.18 (mean ± SE) per mil). In
all but 3 patients in whom successful eradication was not achieved the 13c-
UBT was positive since the first week (excess 9 13C02 excretion = 21.49 ±

A240

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.37.S

uppl_2_P
t_2.A

181 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/

