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Gastrointestinal Involvement in Progressive-Systemic
Sclerosis (PSS)

C. Folwaczny, U. Rothful3, R.L. Riepl, P Lehnert, M. Meurer1, H. Bloching2,
U. Ka rbach. Medizinische Klinik, Klinikum Innenstadt der Ludwig,
Maximilians Universitat, Germany; 1 Dermatologische Kiinik, Klinikum
Innenstadt der Ludwig, Maximilians Universitat, Germany; 2 Rheumaklinik
Oberammergau, Germany

Because of frequent complain of symptoms like obstipation, diarrhea and
steatorrhea intestinal transit disturbances are likely to occur in PSS. The aim
of this study was to correlate intestinal transit times and profiles of intestinal
hormones like motilin, gastrin and cholecystokinin (CCK) in patients with PSS
with their symptoms.

25 patients with PSS and 11 healthy control subjects were examined for
the existence of intestinal transit disturbances and bacterial overgrowth of
the small intestine by use of the metal-detector test and the H2-lactulose
breath test (LBT). 11 patients without signs of bacterial overgrowth in the
LBT were also tested for malabsorption of bile acids by measuring pre- and
postprandial serum concentrations of cholylglycin (CG). In addition, the serum
concentrations of gastrin (13 patients), CCK (10 patients) and plasma motilin
concentrations (12 patients) were measured before and after the intake of a

standardized meal.
Gastric emptying of the copper pellet was significantly accelerated in pa-

tients with PSS (53 + 3 min vs. 73 ± 7 min.; p < 0.01). Small intestinal transit
times did not differ significantly (1 15 ± 17 min. vs. 121 ± 13 min.). 6 patients
with PSS showed the typical pattern of the LBT caused by bacterial over-

growth of the small intestine. Colonic transit times in patients with PSS were

significantly prolonged (63 ± 6 h vs. 39 ± 5 h; p < 0.05). There were no dif-
ferences in pre- and postprandial cholylglycin serum concentrations between
the two groups. Basal and postprandial gastrin, CCK and motilin concentra-
tions were higher in PSS.

In contrast to scintigraphic studies using semisolid meals, gastric empty-
ing of the copper pellet was accelerated, probably caused by a pyloric dys-
function in patients with PSS. Beside patients exhibiting an exhalatory H2-
profile suspicious of bacterial overgrowth, malabsorption of bile acids does
not seem to occur. The prolongation of colonic transit correlates well with
frequent complained obstipation. Elevated gastrin levels are probably due
to gastric hypoacidity. The elevated basal motilin levels could be the result
of an interruption of the normal feedback inhibition of motilin release in pa-
tients with PSS lacking phase Ill activity of the interdigestive migrating motor
complex. The elevated levels of CCK are probably reflecting altered neuronal
control of gallbladder contraction in PSS. Therefore the described transit dis-
turbances are likely to be the result of intestinal neuropathy, occurring in early
stages of PSS.

The Coeliac Axis Compression Syndrome: Report of Five
Cases, Innocent or Clinically Important?

R.J.L.F. Loffeld, H. Overtoom 1, J. Rauwerda 2. Department of Internal
Medicine,; 1 Department of Radiology, Ziekenhuis De Heel, Zaandam,
2 Department of Vascular Surgery, Free University Amsterdam

Compression of the coeliac axis (CA) and/or the superior mesenteric artery
(SMA) is a well known entity. There is a still ungoing debate as to whether
this anatomical abnormality is responsible for abdominal complaints. In a pe-
riod of two years, 5 women, mean age 43 years, range 24-65, presented with
weight loss and abdominal pain, provoked by food intake. All patients had a
loud systolic bruit in the epigastric region. Blood analysis, upper gastrointesti-
nal endoscopy and ultrasound studies did not reveal abnormalities, except for
helicobacter negative gastric ulcers located in the antrum in one patient and
gallstones in another. Angiogaphy showed a significant stenosis in the CA (5x)
and in the SMA (2x). Extensive collateral circulation was present in 3 patients,
post-stenotic dilatation in one. Four patients were operated. The fifth patient
had no vascular surgery because of a stenosis of the CA of 50% and the ab-
sence of collateral. She underwent laparoscopic cholecystectomy. A coeliac
band was identified in all cases. At time of the operation thrombosis of the
CA with major stenosis of the SMA was present in two patients. Arterial re-
construction was done in three cases and a venous patch in one case. During
follow-up (mean 17 month, range 11-28) the patients were free of abdomi-
nal complaints and gained weight. Retrospectively the gastric ulcers were

judged as ischemic. Operation for the coeliac axis compression syndrome is
recommended in cases of the typical clinical presentation with post-prandial
pain, weight loss and the presence of a loud systolic bruit in the epigastric
region in the absence of any other obvious explanation for the complaints.
Despite the statement in the literature that the coeliac axis compression syn-
drome is a benign non progressive anatomical abnormality our experience
shows that compression of the coeliac axis can progress to thrombosis and
signs of ischemia.

1 The Changing Subsite Distribution of Colorectal Cancer

R.J.L.F. Loffeld, A.B.M.M. v/d Putten, A. Balk 1. Department of Internal
Medicine, Ziekenhuis De Heel Zaandam; 1 Department of Pathology,
Ziekenhuis De Heel Zaandam

In the literature a shift in the subsite distribution of colorectal cancer towards
a more proximal localisation is reported. No data are available in the Nether-
lands. Therefore, a hospital based study of all colorectal cancers diagnosed
in the years '72/73, '82/83 and '92r93 in the Zaanstreek region was done. In
'72/73 71 colorectal cancers (33 men, 38 women, mean age 69.8 years); in
'82r83 104 (43 men, 61 women, mean age 70.1 years) and in '92/93 144 (62
men, 82 women, mean age 70.5 years) were diagnosed. A proximal localisa-
tion was defined as proximal to the splenic flexure. The number of proximal,
distal and rectal tumours was 22 (32%), 26 (37.7%) and 21 (30.3%) in '72/73
(from 2 tumours the site was not known); 29 (28%), 47 (45%) and 28 (27.2%)
in '82r83; and 62 (43%), 53 (37%) and 28 (19.7%) in '92r93 (from one tumour
the location was unknown) respectively. There was a statistical significant (p
= 0.03) shift in localisation to a more proximal site, 22 (32%) of tumours in
'72r73 were located proximal of the splenic flexure, in '82r83 this figure was
29 (28%) and in '92193 62 (43%). No differences were present between men
and women. No differences in age distribution were noted. It is concluded
that the incidence of colorectal cancer is increasing. The most likely explana-
tion being the increasing number of older people. There is a significant shift
towards an increase of proximal localisation of the tumours. The reason for
this phenomenon is speculative. It can possibly be explained by the ready
availability of flexible sigmoidoscopy in case of rectal bleeding and the di-
agnosis of distal adenomas. The change in subsite distribution of colorectal
cancers suggests the importance of improved diagnostic accuracy particu-
larly total colonoscopy.

13 Are Proximal Gastric Functions Impaired in Severe
Obesity?

S. Klatt, 0. Pieramico, C. Guthner, B. Glasbrenner, H. Ditschuneit, K. Beckh,
G. Adler. Department of Internal Medicine, University of Ulm, Germany
Obesity is the result of an imbalance between caloric intake and energy ex-
penditure. Whether disturbances of gastrointestinal functions are involved in
the pathogenesis is unclear. Changes of gastric emptying have been reported
but no data are available concerning proximal gastric motility functions. Our
aim was to investigate whether severe obesity is related to a gastric tone
dysfunction (peripheral disorder) and/or an altered perception of distension
(central disorder).

Materials and methods: 31 obese patients (26 F, 5 M, mean age 38 yrs)
with >50% of body weight excess and 20 healthy volunteers (9 F, 1 1 M, mean
age 25 yrs) were included. A plastic bag, placed in the proximal stomach, was
connected to an electronic barostat. Changes in gastric tone were measured
by changes in the intrabag volume at a constant given pressure. Perception
was scored by using a rating scale from 0 to 10. Isobaric gastric distensions
were gradually produced by increasing the intragastric pressure in 2 mmHg
steps up to 600 ml volume or the threshold for discomfort.

Results: Although the minimal distending pressure was greater in obese
patients (12.06 ± 1.98 mmHg) than in controls (7.30 ± 1.59 mmHg; p >
0.001), probably due to an increased intraabdominal pressure, basal gastric
tone was similar in both groups (90.3 ± 7 ml and 98.06 ± 10 ml). A linear
volume/pressure relationship during gastric distension was showed in all in-
dividuals. Calculated extension ratios were also not different between obese
patients (39.62 + 20.5 ml/mmHg) and controls (39.92 ± 11.1 ml/mmHg). Per-
ception to gastric distension was not different between the two groups.

Conclusions. Basal gastric tone, gastric accommodation and perception
in response to isobaric distension are not changed in patients with severe
obesity. Whether there is normal proximal gastric motility in obese patients
in the fed state remains to be established.

Differential Regulation of Proteinkinase C lsoenzymes by
Phorbolesters In Human Pancreatic Carcinoma Cell Lines

F. Brembeck, H. Hailer1, E.O. Riecken, S. Rosewicz. Klinikum Benjamin
Franklin, Berlin, FRG; 1 Max Delbruck Zentrum fur Molekulare Medizin
Berlin, FRG
In the current study we investigated the longterm and shortterm regulation
of protein kinase C (PKC) isoenzymes in human pancreatic carcinoma cells by
the phorbol ester TPA. Using monospecifc antisera in Western Blot analyses,
we detected the PKC isoenzymes a and in four tested human pancreatic car-
cinoma cell lines. Using the DAN-G cell line as a representative in vitro model
the subcellular distribution of PKC isoenzymes after shortterm stimulation
with TPA was studied by subcellular fractionation and confocal microscopy.
TPA stimulation as early as 7 sec resulted in a rapid translocation of PKCa to
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the membrane fraction; however, an even more pronounced time-dependent
shift of PKCa to the nuclear fraction was observed by Western blotting and
could be visualized by confocal microscopy. In contrast, we were unable to
detect PKC translocation either to the membrane or to the nuclear fraction
after TPA stimulation. Confocal microscopy however revealed a small pro-
portion of PKC expressed in the nucleoli of unstimulated pancreatic carci-
noma cells. In addition we examined the effects of prolonged TPA incubation
on PKC isoenzymes. TPA (1 gM) resulted in a time-dependent decrease of
PKCa with half-maximal inhibition after 1 h (53 ±t 8% of control) and maxi-
mal depletion after 6 h (12 ± 4% of control, n = 3). The inhibitory effects of
TPA were dose-dependent with half-maximal effects occurring at 10 nM and
maximal effects observed at 1 j.M. In contrast, TPA had no effect on PKCQ
during the 12 h incubation period. These data demonstrate, that various PKC
isoenzymes are differentially regulated and activated by phorbolesters. The
rapid and selective translocation of PKCa to the cell nucleus after shortterm
treatment with TPA suggests an important role for this particular isoform in
mediating transcriptional effects in response to physiological growth factors
and tumor promoting agents.

19 Treatment of Gastro-esophageal Reflux and Laryngitis

D. Jaspersen 1, R. Weber2, C.-H. Hammar 1, W. Draf 2. 1 Dept. of
Gastroenterology, Academic Med. Hospital, Fulda, Germany; 2 Dept. of
Otorhinolaryngology, Academic Med. Hospital, Fulda, Germany
Purpose. Esophagitis is increasingly implicated as a cause of chronic laryngi-
tis and there is some evidence that gastro-esophageal reflux is more common
in patients with laryngitis. The aim of the study was to evaluate if patients with
esophagitis and laryngitis benefit from omeprazole medication.

Methods: 74 consecutive patients with endoscopically proven gastro-
esophageal reflux disease were asked for laryngeal symptoms (cough, throat
clearing and burning, hoarseness) and underwent laryngoscopy. In case of
association between esophagitis and laryngitis, patients received 4 weeks of
omeprazole 20 mg per day. Endoscopy and the questionnaire were repeated
at 2 and 4 weeks.

Results: Twenty one patients (28%) had both esophagitis (grade and 11,
Savary-classification) and symptomatic laryngitis. After 2 weeks administra-
tion of omeprazole, esophageal and laryngeal symptoms had improved in all
patients. Endoscopically, the healing rate of esophagitis and laryngitis was
62% resp. 33%. At 4 weeks control, all patients were free of complaints and
no signs of esophageal and laryngeal inflammation could be found. No pa-
tient suffered from drug induced side effects.

Conclusions: Patients who have laryngeal and esophogeal symptoms
should have adequate anti-reflux therapy. The findings and symptoms of asso-
ciated esophagitis and laryngitis improve with the treatment of omeprazole,
suggesting that reflux is the underlying etiology.

2 Screening for Colon Cancer- The German Experience
R. Gnauck. Deutsche Klinik for Diagnostik, Wiesbaden, Germany
According to WHO-criteria, colorectal cancer is a disease appropriate for
mass screening efforts. Such organized public health screening was begun
in Germany 1971 with a multiphasic cancer checkup including digital rec-
tal exam, supplemented 1977 by fecal occult blood testing (Hemoccult).
The checkup is offered annually free of charge to adults age 45 years and
above. Stringent data protection laws and lack of a National Cancer Registry
make a direct assessment of the effectiveness of this screening impossible.
However, since 1985 a cross sectional analysis of the test results has been
done. A characteristic dependency of positivity and case finding rates upon
the screening interval is seen, along with a successive removal of cases in
regular participants (screening-out effect). Also, in a large regional hospital
(Nordwest-KH, Frankfurt/M.) a comparison of stage of tumor at operation in
the years before and after screening was done (n = 1 188). Following intro-
duction of digital rectal exam 1971, the percentage of Dukes A rectal cancers
increased from 4% to 35%, unresectable tumors decreased from 26% to
16%. Following the start of Hemoccult-screening 1977, Dukes A colon can-
cers increased from 2-3% to 34%, unresectable tumors decreased from 25%
to 13%. 85% of all tumors were causing symptoms, but the average duration
of symptoms decreased from 5 to 3.8 months. 80% of all Dukes A tumors
were detected in asymptomatic persons undergoing screening. Similarly, in
a diagnostic center for outpatients (DKD, Wiesbaden), 60% of 208 colorectal
cancers and 53% of 382 large adenomas diagnosed were without any signs
or symptoms, traced solely by a positive Hemoccult-test as part of the ba-
sic lab program. Further, a case control study in Saarland showed a mortality
reduction from such screening.

Conclusion: Annually repeated fecal occult blood testing (Hemoccult) is
effective screening for colorectal neoplasias.

2 Comparison of Intravenous Famotidine and Ranitidine in
Suppressing Gastric Acid Secretion in Critically Ill
Patients

A. AI-Quorian, A. Ammar, M. AI-Awami, M. Hegazi, H.A. El-Munshid,
E.M. Ibrahim, Y. AI-Muezen, I. Nassim, Y. AI-Gindan, H. AI-Freihi. College of
Medicine and Medical Sciences, King Faisal University Dammam, Saudi
Arabia

Study objectives: The study compared the efficacy of famotidine and raniti-
dine in raising gastric pH to above 4 in critically ill patients.

Methods used: 32 patients were assigned randomly to receive intermit-
tent intravenous bolus doses of either famotidine 20 mg every 12 hours (n =

16) or ranitidine 50 mg every 8 hours (n = 16) for a minimum of 3 days and a
maximum of 7 days. Gastric juice was aspirated before the start of treatment
(base-line) and 6 times during each 24 hour period; pH was measured by a
pH meter.

Summary of results: Baseline pH was not significantly different between
the 2 groups. Famotidine elevated gastric pH to higher level than did raniti-
dine, reaching statistical significance (P < 0.05) for 20 of 36 collection peri-
ods. Famotidine also raised gastric pH to values above 4 in samples in the
ranitidine group.

Conclusions reached: When given by intermittent intravenous bolus,
famotidine 20 mg every 12 hours is more effective than ranitidine 50 mg every
8 hours in elevating gastric pH to above 4 in critically ill patients.

2 Irritable Bowel Syndrome and D-Xylose Hydrogen-Breath-
Test- What is the Cause of False Positive Results?

R. Prar3ler, B. Wigginghaus, C. Middendorf, H. Huchzermeyer. Department
of Internal Medicine, Klinikum Minden, Germany
Patients with irritable bowel syndrome often show false positive results with
the D-xylose hydrogen-breath-test.

Aim: To determine, whether a rapid transit in the small bowel simulates
malabsorption.

Methods: 24 patients (10 males, 14 females, 19-81 yrs) with irritable
bowel syndrome underwent a hydrogen-breath-test after a dose of 15 g D-
xylose (dissolved in 200 ml water) and 10 g lactulose (determination of oro-
cecal transit time). H2-measurements were carried out every 10 minutes up
to at least 180 min after an overnight fasting period. If, after a dose of 15 g xy-
lose H2-content in a 20 ml probe of endexspiratory air exceeded the baseline
value by 20 ppm, 5 g xylose was applied and small bowel biopsy specimen
were examined. Wilcoxon test and Spearman's correlation were used for sta-
tistical analysis.

Results: The H2-breath-test using 15 g xylose was normal in 1 1 and abnor-
mal in 13 patients. All tests using 5 g xylose showed normal results. Coeliac
disease was ruled out in all cases. Small bowel transit time in patients show-
ing no H2-elevation was 107 minutes and 62 minutes in patients with H2-
elevation respectively (p = 0.005). The small bowel transit time correlates
with the time of H2-increasing in xylose-test (r = 0.65, p < 0.05).

Conclusions: False positive results obtained with 15 g D-xylose hydrogen-
breath-test in irritable bowel syndrome were the result of fast-transit.

S Nitric Oxide (NO) Causes Cyclic GMP (cGMP) Mediated
Stimulation of Bile Flow in Isolated Perfused Rat Liver

R. Bruck, I. Dotan, H. Aeed, Z. Halpern. Dept. of Gastroenterology, E
Wolfson Medical Center, Holon and Tel-Aviv University, Israel

NO is a colourless gas synthetized by vascular endothelial cells that leads to
smooth muscle relaxation in a variety of tissues. This effect of NO is mediated
by stimulating the production of cGMP by guanylate cyclase. In the liver, hep-
atic NO production is induced after exposure to endotoxins and cytokines,
conditions associated with cholestasis. Therefore, the aim of the present
study was to investigate the effects of the second messenger cGMP and the
NO-donor and vasodilator Na+-nitroprusside (NP) on bile flow in the isolated
perfused rat liver. The administration of DBcGMP (a membrane permeable
analog of cGMP; 6.25 liM) increased bile flow from a baseline of 1.04 ± 0.1
to a peak of 1.36 ± 0.1 illmin/g liver (p < 0.01) within 12 min of DBcGMP ad-
ministration. In contrast to the known effect of cyclic AMP DBcGMP did not
stimulate the biliary excretion of the transcytotic vesicular pathway marker
horseradish peroxidase (HRP), indicating that this choleresis is not due to in-
crease in vesicular transport. Infusion of NP (1 mM) increased bile flow from
0.99 ± 0.1 to a peak of 2.08 ± 0.2 gI/min/g liver (p < 0.001), within 14 min of
NP administration. This choleresis was abolished by the addition of methylen
blue (5 gM), a guanylate cyclase inhibitor (increase from 0.98 ± 0.1 to only
1.21 ± 0.1 ,tllmin/g liver, p < 0.001), but was unaffected by L-NAME, a NO
synthase inhibitor. These results indicate that nitric oxide stimulates bile flow
and that this choleresis is mediated by the second messenger cGMP

Intestinal Obstruction in Case of Peritonea
Carcinomatosis

B. van Ooijen, T. Wiggers. Rotterdam Cancer Center, Rotterdam, NL

Intestinal obstruction in patients with peritoneal carcinomatosis is a gastroin-
testinal emergency and a major cause of death in these patients. It commonly
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is a symptom of progressive disease with obstruction of small and/or large
bowel. Surgical intervention is associated with so many problems that the
question whether a non-interventional approach is justified has been raised
by many physicians.
We evaluated treatment for intestinal obstruction in patients with ad-

vanced peritoneal carcinomatosis from different origins. Conservative man-

agement for relief of the obstruction had failed in all patients. Treatment con-

sisted of an explorative laparotomy using standard surgical guidelines (n
40), or drainage of the stomach through a percutaneous route (n = 25).

Results showed us that there was a group of patients that really benefited
from surgical intervention in terms of quality of life and survival time. How-
ever, survival curves of patients primarily treated with a tube gastrostomy did
not differ from patients with ascites and/or with diffuse palpable intraabdom-
inal tumour who underwent surgical exploration. Quality of life was even bet-
ter in the "gastrostomy" group. When we also combine the experience from
other investigators whe learned from the results that we have to stay away
from surgery when there is diffuse palpable intraabdominal tumour or clinical
presence of ascites, although only when there is no "effective" chemotherapy
available.

Patients not suitable for surgical exploration are candidates for a palliative,
supportive regimen, including drainage of gastric fluids (preferably a gastros-
tomy placed by the percutaneous technique) and replacement by intravenous
fluids. With a gastrostomy patients can have a rather acceptable period in the
last weeks or months of their life.

Alteration of DNA Ploidy Status Induced by Pre-operative
Radiotherapy is a Prognostic Factor in Rectal Cancer

R. Porschen, G. Lammering, G. Molsberger, H.H. Gruenagel, F Borchard.
Department of Internal Medicine 1, Eberhard-Karls-University Tubingen,
Germany

Preoperative radiotherapy (pre-RT) has been shown to reduce local recur-

rence without changing overall survival. In order to identify predictors of re-

sponse to pre-RT DNA ploidy was investigated by flow cytometry (FCM) in
1 16 pts. with rectal cancer. For FCM, a nuclear suspension was prepared by
pepsin digestion of dewaxed paraffin samples of biopsies taken before pre-

RT as well as of curatively resected rectal tumors (postoperative TNM stage
I: 59%; I: 7%; III: 34%) after pre-RT (15 x 2 Gy). The percentage of tumor
cells in the nuclear suspension was enriched by microdissection of paraffin
blocks. 4 pts. died postoperatively, complete follow-up was available in 103
pts. with a median follow-up of 6 yrs.

During follow up, 29 pts. developed distant metastases, 10 pts. local re-

currences and 4 pts. a combination of both. After pre-RT, the percentage of
aneuploid tumors decreased from 74% in the biopsies to 48% in the resected
tumors. In 52 pts. with aneuploid biopsies the resected tumors remained ane-

uploid after pre-RT (ANAN), 26 tumors remained diploid (DIDI), in 34 tumors

aneuploidy changed to diploidy (ANDI). Recurrences and local recurrences,

respectively developed in 46%/14.6% of the ANAN, in 26%/9.7% of the ANDI
and in 42%/12.5% of the DIDI group. In the DIDI group, only 1/8 pts. with
a reduced S-phase fraction developed local recurrence in contrast to 9/18
pts. with an unchanged or increased S-phase fraction after pre-RT. Pts. in the
ANAN-group showing a reduced percentage of aneuploid tumor cells after
pre-RT in the resected tumor (n = 24) had a significantly decreased risk of
local failure (6% vs. 26%). There was a trend towards an increased 5-yr sur-

vival in the ANDI group (ANAN: 59%; ANDI: 76.9%; DIDI: 56.5%). Survival
was significantly increased in those pts. showing either a reduced percent-

age of aneuploid tumor cells or a change to diploidy after pre-RT (81% vs.

35%) and in those pts. with diploid tumors with a reduced S-phase fraction
in comparison to tumors with an unchanged or increased S-phase fraction

after pre-RT.
In conclusion, alterations in tumor DNA ploidy and cell proliferation in-

duced by preoperative radiotherapy might help to identify patients likely to

benefit from preoperative radiation.

Comparison & Evaluation in a Screening Program for
Colorectal Neoplasia, of an Immunochemical (BM-Test
Colon Albumin1") & A Guaiac (HemoccultSENSA")
Faecal Occult Blood Test

P Rozen, J. Knaani, N. Papo. Gastroenterology Dept., TelAviv Medical

Center & Sackler Faculty of Medicine, TelAviv University
Background: Guaiac, an indirect test for faecal occult blood, is commonly

used to screen for colorectal neoplasia. It is proposed that by using an im-
munochemical test for a human blood component, dietary restriction is not

needed & specificity can be improved. Aims: To compare & evaluate within a

screening program an immunochemical test for human stool albumin, BM-

Test Colon Albumin`i, with the guaiac test, HemoccultSENSA`. Methods:

Both tests were given to 527 asymptomatic (95%) or symptomatic volun-

teers/patients (without rectal bleeding) for 3 days after a low peroxidase
diet before & during the tests. All had a flexible sigmoidoscopic (267) or

colonoscopic (311) examination, depending on risk group or symptomatol-
ogy or if any faecal test was positive. Results: Both tests were easy to per-

form & develop. Colon Albumin'` had a higher specificity (90%) & better
predictive positive value (29%) for neoplasia (adenoma or carcinoma) than
HemoccultSENSA'` (85% and 23%) (P < 0.05) which, however, had a higher

sensitivity (24% vs 20%) (NS). Colon Albumin` was positive in 11.2%, while
HemoccultSENSA'` was positive in 16.7% & appears overly sensitive to di-
etary peroxidases. Positivity was reduced to 7% by changing the method-
ology protocol. Conclusions: The technical & diagnostic limitations of these
tests must be appreciated & a more specific test for neoplasia is needed.

pi44 Serum Laminin in Liver Cirrhosis - A Marker of
Progression with High Diagnostic Impact

T.H. Korner, J. Kropf 1, A.M. Gressner Second Dept. Internal Medicine,
Academic Hospital of Suhl, Germany; 1 Dept. of Clinical Chemistry and
Central Laboratory, University of Marburg, Germany

The glycoprotein laminin is characterized as a marker protein of portal hy-
pertension correlating well with the degree of liver fibrosis in chronic liver
diseases. It was therefore the aim of the present prospective study with a
mean follow-up of 12.5 ± 3.5 months to describe the possible diagnostic
value of serum laminin concentration in portal hypertension and in clinically
severe complications of progressive liver cirrhosis. In 38 patients with liver
fibrosis (n = 4) and cirrhosis (CHILD A: n = 17, B: n = 7, C: n = 10), the
serum laminin levels were determined by means of a commercially available
RIA kit (Behring, Marburg). The assessment of portal hypertension was per-
formed by endoscopic control of the esophageal varicosis and by Doppler
sonography of the portal blood flow. The concentration of laminin was signif-
icantly increased (p. <0.01) in higher CHILD stages. However, there was no
correlation between laminin and portal hypertension, but a highly significant
correlation (put <0.001) of an increase in laminin (3.25 ± 0.2 U/mI) and compli-
cations of a liver cirrhosis when compared to controls without complications
(2.13 ± 0.26 U/mI). When defining a cut-off values of 2.6 U/mI laminin, the
sensitivity and specificity to diagnose severe complications of liver cirrhosis
was 0.71 and 0.86, respectively at a positive predictive value of 0.8. Serum
laminin concentration thus represents an important prognostic marker (diag-
nostic efficiency 0.79) in addition to the CHILD criteria in liver cirrhosis.

Cellular Fibronectin In Bile Fluid - A Potential Marker for
Differentiation between Malignant and Non-malignant
Billary Diseases

T.H. Korner, J. Kropf1, R. Hackler1, A.M. Gressner 1. Second Dept. of
Internal Medicine, Academic Hospital of Suhl, Germany; 1 Dept. of Clinical
Chemistry and Central Laboratory University of Marburg, Germany

We have previously demonstrated a striking association between the concen-
tration of the glycoprotein fibronectin (FN) in human bile fluid and the pres-
ence of malignant biliary diseases (Z. Gastroenterol 1994; 32: 87-90). We
now presents the results of measurements of total FN (tFN) and cellular FN
(cFN), respectively, within a larger group of patients. For sensitive determina-
tion of cFN in bile fluid a time resolved fluorescence immunoassay (TRFIA),
using a monoclonal antibody against the EDA epitope which is specific for
cFN was newly developed. Within the non-carcinoma group of patients (n =

50, mainly cholelithiasis) consistently low concentrations of tFN (median =
5 ng/ml) were found. In most of these cases the corresponding concentra-
tions of cFN were below the detection limit of this assay (2.5 ng/ml). Highly
significantly elevated concentrations were found for both, tFN and cFN in the
carcinoma group (n = 21) in comparison to the non-carcinoma-group (p 0.01).
Diagnostic sensitivities for carcinoma of the biliary tract of 0.89 and 0.92, and
specificities of 0.96 and 0.98 were computed for tFN and cFN, respectively.
SDS-PAGE and Western-immunoblot analysis revealed that in most bile sam-
ples a considerable fraction of FN occurred as smaller fragments. The intact
molecule was detectable only in bile from the carcinoma group of patients
and in gallbladder bile. Recoveries of tFN and cFN were low in bile of patients
with gallstones when investigated by both, TRFIA and immunoblot, but were
much higher if bile fluids from patients with biliary tract carcinoma or gall-
bladder bile were used for these experiments. It is concluded that the main
isoform of FN in bile is cFN which is probably synthesized locally. The diag-
nostic efficacy of FN for malignant and benign diseases of the biliary tract
can be further enhanced by the specific determination of its cellular isoform
in bile fluid.

Voglibose, a New a-Glucosidase Inhibitor, Mobilizes
Endogenous Glucagon-like Peptide-1 (GLP-1)

B. Goke, T. Littke, E. Stridde, P Kleist. Clinical Research Group for
Gastrointestinal Endocrinology, Department of Internal Medicine, University
Marburg, Germany; Takeda Euro Research & Development Centre Frankfurt,
Germany

The a-glucosidase inhibitor voglibose (AO-128) was shown to be effective in
preventing the postprandial blood glucose rise in diabetic patients. In this
study we analyzed its effect on the enteroinsular axis in healthy male volun-
teers.

In six parallel groups 72 subjects were tested before, after the first dose
and after a 7-day treatment period with three times daily voglibose (0.5, 1, 2,
5 mg; 12 volunteers each) or placebo (n = 24). Blood was saved before, and
15, 30, 45, 60, 90, 120, 150, and 180 minutes after a standardized breakfast to
analyze the levels of glucose, insulin, c-peptide, gastric inhibitory polypeptide
(GIP), and GLP-1.
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In a dose-dependent manner, voglibose significantly reduced postprandial
increases of blood glucose, insulin, and c-peptide. At the lower loads of 0.5
and 1 mg these effects were more pronounced after 7 days. 2 and 5 mg
voglibose induced maximal effects after the first dose. The postprandial rise
of GIP was already reduced after the first load of 2 mg and 5 mg voglibose
(p < 0.05 and p < 0.001, respectively). After 7 days, this inhibition became
also significant for the lower dosages (0.5 mg, p < 0.01; 1 mg, p < 0.005).
Interestingly, GLP-1, originating from the lower intestines, was increasingly
released under voglibose administration. The first administration of 1 mg in-
creased GLP-1 secretion <80% above controls (p < 0.001). Treatment with 1
mg voglibose over 7 days revealed an already maximal mobilizing effect on
endogenous GLP-1 (90% above controls) which was not further increased by
2 or 5 mg.

In conclusion, voglibose treatment mobilizes the endogenous GLP-1 pool
of the lower intestines. This might support the metabolic control of diabetic
patients.

50 Ketamine May Modify Intestinal Motility by Acting at
GABAA-receptors; An In Vitro Study on the Guinea Pig
Intestine

G. Kounenis, M. Koutsoviti-Papadopoulou, V. Elezoglou. Department of
Pharmacology, Faculty of Veterinary Medicine, Aristotelian University,
Thessaloniki, Greece

The present study was undertaken in order to investigate the effects of GABA
and the GABAA-agonist muscimol along the small intestine, as well as the
possibility of ketamine modifying the GABA-induced responses of the intesti-
nal smooth muscle.

Guinea pigs (Hartley albino) of either sex were used. Whole segments (3
cm long) of the duodenum, jejunum and terminal ileum were suspended in
20 ml organ baths containing Krebs solution. The solution in the organ baths
was maintained at a temperature of 37° C and bubbled constantly with a
mixture of 95% 02-5% CO2 gas. The responses of the preparations to the
compounds tested were recorded on a physiograph recorder by means of
isotonic myograph transducers.

GABA and muscimol produced a concentration-dependent contractile ef-
fect on the preparations. The EC50 values for GABA on the jejunum and ileum
were 1.5 x 10-5 M and 1.1 x 10-5 M respectively, while the maximum re-
sponse of the duodenum was 48.92% of the maximum response of the ileum.
The EC50 values for muscimol on the jejunum and ileum were 5.9 x 10-6 M
and 4 x 1 -6 M respectively, while the maximum response of the duodenum
was 46.5% of the maximum response of the ileum. The contractile effect of
GABA and muscimol on the ileal preparations was significantly prevented
by pretreatment with ketamine (at 10-5 M and at 3.2 x 10-5 M), in a con-
centration dependent manner. The EC50 value for GABA was reduced about
60% and 91% by pretreatment with ketamine at 10-5 M and at 3.2 x 10-5
M respectively. The EC50 value for muscimol was reduced about 23.6% and
72.4% by pretreatment with ketamine at 10-5 M and at 3.2 x 10-5 M respec-
tively. On the other hand, the contractile effect of acetylcholine (from 10-9 M
to 3.2 x 10-6 M) on the ileal preparations was not significantly modified by
pretreatment with ketamine (at 10-5 M and at 3.2 x 10-5 M).

In conclusion, the sensitivity to both GABA and the GABAA-agonist mus-
cimol increases along the guinea pig small intestine. Ketamine inhibits the
contractile effect of GABA on the ileum possibly through its antagonistic ac-
tion at GABAA-receptors.

IgA Antiendomysial Antibodies on Human Umbilical
Cord: How to Screen for Coeliac Disease Saving Both
Money and Monkeys

U. Volta, N. Molinaro, L. De Franceschi, D. Fratangelo, F.B. Bianchi. Internal
Medicine, University of Bologna, Italy
The routine use of IgA antiendomysial antibodies (EmA) for coeliac disease
(CD) screening is limited by high costs of monkey tissue commercial kits as
well as by rising ethical problems related to the endangered species. To iden-
tify an easily available and inexpensive substrate IgA EmA were searched for
by indirect IFL on human umbilical cord cryostat sections (prepared in our
laboratory) in the sera of 60 patients with untreated CD (36 of them tested
also 1 year after gluten free diet - GFD), of 100 with various gastroentero-
logical diseases and of 100 blood donors. All sera were tested at 1:5 dilu-
tion and, when positive, titred up to the end point. IgA EmA prevalence on
human umbilical cord was compared with that observed using monkey oe-
sophagus, stomach, ileum and jejunum commercial kits. Fifty-seven (95%)
of the 60 coeliacs showed IgA EmA positivity both on human umbilical cord
and monkey tissues. Antibody titre was the same with human and monkey
substrates, varying from 1:5 to 1:1280. Of the 36 coeliacs, studied after 1
year of GFD, 5 (14%) showed the persistence of IgA EmA both on human
and monkey substrates in spite of the regrowth of jejunal villi. IgA EmA de-
tected on human umbilical cord were always negative in disease and healthy
controls, confirming 100% CD specificity, alreadyfound with monkeytissues.
Staining of the endomysium around the smooth muscle fibres in arterial and
venous vessels was considered as positive for IgA EmA on human umbilical
cord. These data suggest that human umbilical cord can perfectly replace
monkey tissue for IgA EmA detection, allowing unlimited testing for CD with
a remarkable saving of money and by-passing ethical problems related to

monkey killing. The feasibility of this test on wide series of high risk subjects,
leading to the identification of a higher and higher number of asymptomatic
coeliacs, will permit a reduction of malignancy incidence due to an earlier
gluten withdrawal.

Role of Thiol Protease Cathepsins and their Inhibitors in
the Development of Gastric Mucosal Injury or Protection

L. Nagy, S. Szabo 1, S. Kusstatscher, Gy. M6zsik. 1st Department of
Medicine, University Medical School of P6cs, H-7643 P6cs, Hungary,
1 Departments of Pathology, Brigham and Women's Hospital, Harvard
Medical School, Boston, MA 02115, USA

Recent studies suggest an imbalance between cathepsin B and its tissue
inhibitors in the pathogenesis of acute and chronic diseases. Our previous
studies using in situ gastric luminal perfusion also implicated the activation
and release of cysteine protease cathepsins B, H and L in the pathogene-
sis of chemically-induced gastric hemorrhagic mucosal lesions (HML) in rats.
Purpose: In this study we investigated the mucosal presence and activity
of cysteine protease inhibitors and cathepsin B in the mechanism of HML.
Methods: Fasted S-D rats (150-200 g) were given 1 ml of 75% ethanol or 1 %
ammonia solution intragastrically and were killed 1, 3, 6, 12 or 15 min later.
Stomachs were divided into 2 equal parts for HML measurements by com-
puterized stereomicroscopic planimetry and samples from glandular mucosal
homogenate to measure the activity of proteases and protease inhibitors.
Cathepsin B activity was measured by a specific fluorogen substrate in Bar-
rett's buffer (pH 6.0). Acid and thermostable inhibitors of cathepsin B were
extracted and partially isolated in the gastric mucosa and tested in vitro with
2 ,ug exogenous cathepsin B. Results. We found a rapid inactivation of pro-
tease inhibitors and activation of cathepsin B in the early phase of ethanol
or ammonia-induced gastric mucosal damage. Negative correlations were
found between activities of cathepsin B and its inhibitors in the pathogenesis
of HML induced by either ethanol (r = -0.691; p < 0.029) or ammonia-water
(r = -0.58; p < 0.01). Conclusions: 1. Cysteine proteases may have a role
in the pathogenesis of ethanol or ammonia-induced gastric mucosal injury,
consequently in the morphologic changes of gastritis caused by alcohol or
Helicobacter pylori. 2. Endogenous thiol protease inhibitors may participate in
the mechanisms of gastric mucosal lesions and gastroprotection. 3. Endoge-
nous and exogenous cysteine protease inhibitors may represent a novel type
of gastroprotective and antiulcer agents.

57 Diagnosis and Treatment of Irritable Bowel Syndrome
(IBS) and Idiopathic Constipation (IC) in the Netherlands

A.J.PM. Sm out. Department of Gastroenterology, University Hospital,
Utrecht

Both IBS and IC are common but ill-defined disorders, lacking established
guidelines for diagnosis and treatment. To assess the current opinions of
Dutch specialists on the management of these syndromes, a questionnaire
was sent to all internists and gastroenterologists practicing in the Nether-
lands. 235 physicians returned a valuable form. Of the 2 - 100 new gas-
troenterological out-patients seen per doctor per month (median 20), 30.5 +
17.3% are diagnosed as IBS and 14.1 ± 12.2% as IC. Doubt as to whether a
patient should be labeled IBS or IC exists in 15.2 ± 16.2% of the cases. The
IBS criteria published by Manning, Kruis and the Rome group are routinely
used by 7, 1 and 4 of the 235 physicians only. For IBS, spasmolytics, bulk-
forming agents and lactulose are prescribed most frequently (by 84.7, 83.8
and 17.0% of the physicians, respectively). Prokinetic agents (in particular
cisapride) are used by 16.2% of the responders. In the treatment of IC, bulk-
forming agents (89.8%), lactulose (80.4%), osmotically active agents (33.6%)
and contact laxatives (32.2%) are employed most frequently. In the opinion
of the responding physicians, 44.4 + 17.5% of the effect of IBS treatment
is due to explanation and reassurance, 30.9 i 13.9% to dietary modification
and 24.2 ± 12.8% to drugs (including bulk-forming agents). In IC, the relative
contributions are 30.0 ± 15.4, 36.6 ± 15.2 and 35.6 ± 15.2%, respectively.

Conclusions: IBS and IC constitute almost half of the referrals to Dutch
specialists. The published sets of IBS criteria are seldomly used. Prokinetic
agents, not registered for IBS and IC, are nevertheless frequently prescribed
for these indications. Among Dutch specialists the belief in the efficacy of
drugs in IBS is poor.

62 Direct Inhibitory Effect of Thyrotropin-releasing Hormone
on Isolated Circular Smooth Muscle Cells of Guinea Pig
Caecum

N. Harada, Y. Chijiiwa, H. Akiho, H. Okabe, H. Nawata. Third Department of
Internal Medicine, Faculty of Medicine, Kyushu University, Fukuoka, Japan
This study was designed to investigate the direct effect of thyrotropin-
releasing hormone (TRH) on caecal circular smooth muscle cells of guinea
pig and to evaluate the role of cyclic AMP, cyclic GMP and nitric oxide in the
effect of TRH on smooth muscle cells.

Methods: Smooth muscle cells were isolated from caecal circular smooth
muscle cells of the guinea pig. In brief, caecal circular smooth muscle layer
was cut into small pieces and incubated in HEPES medium containing col-
lagenase. The partly digested muscle layers were washed in enzyme free
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medium and reincubated in fresh medium to allow the cells to disperse spon-
taneously. The cells were harvested byfiltration through polyester mesh. Cells
were stimulated by test agent. At the end of incubation, acrolein was added.
The length of 50 cells encountered on each slide glass was measured with
a microscope using micrometry. The inhibitory effect of various concentra-
tions of TRH on 10-6 M carbachol (Cch)-induced contraction was examined.
In addition, the effect of DDA (an inhibitor of adenylate cyclase), PMA (an
inhibitor of particulate guanylate cyclase), LY83583 (an inhibitor of soluble
guanylate cyclase) and L-NAME (an inhibitor of nitric oxide synthase) on the
TRH-induced relaxation of caecal circular smooth muscle cells were exam-

ined.
Results: TRH inhibited the contractile response produced by 10-6 M Cch

in a concentration-dependent manner (IC50: 4 nM). DDA and PMA did not
have any significant effect on the TRH-induced relaxation. On the other hand,
LY83583 and L-NAME significantly inhibited the relaxation produced by TRH.

Conclusion: Our findings showed the direct inhibitory effect of TRH on
the isolated caecal circular smooth muscle cells via activation of nitric oxide
synthase and soluble guanylate cyclase.

Functional Interaction Between Atrial Natriuretic Peptide
and Vasoactive Intestinal Peptide in Guinea Pig Caecal
Smooth Muscle Cells

H. Akiho, Y. Chijiiwa, H. Okabe, N. Harada, H. Nawata. 3rd Department of
Internal Medicine, Faculty of Medicine, Kyushu University, Fukuoka, Japan

Purpose: Atrial natriuretic peptide (ANP) and vasoactive intestinal peptide
(VIP) each cause smooth muscle relaxation. We investigated the relationship
between ANP and VIP in guinea pig caecal circular smooth muscle cells.

Methods: We assessed inhibition of 1251-ANP-binding to caecal smooth
muscle cells using unlabelled peptides (ANP ANP fragments [ANP 7-28, ANP
1-11, C-ANF], VIP secretin, and peptide histidine isoleucine [PHI]); the effect
of ANP ANP fragments, and VIP on muscle contraction stimulated by 1 ,uM
carbachol; and the inhibitory effects of ANP 1-11 on VIP-induced relaxation,
ANP 1-11 and VIP 10-28 (a VIP antagonist) on ANP-induced relaxation and an

NO production inhibitor (Nw-nitro-L-arginine methyl ester [L-NAME]) on ANP-
induced relaxation.

Results: The specific binding of 1251-ANP was completely inhibited by un-

labelled ANPR ANP 7-28, and VIP in a concentration-dependent manner, but
only slightly inhibited by secretin and PHI. ANP 1-11 and C-ANF inhibited the
binding of 1251-ANP with a lower affinity than ANR ANPR ANP 7-28, and VIP
inhibited 1 iM carbachol-induced contraction in a concentration-dependent
manner. ANP 1-11 significantly inhibited VIP-induced relaxation (p < 0.01).
ANP 1-11, VIP 10-28, and L-NAME completely inhibited ANP-induced relax-
ation (p < 0.001).

Conclusions: Our results showed that ANP 1-11 antagonized ANP-
induced relaxation and that ANP stimulated NO production and subsequently
induced relaxation via a receptor to which VIP binds.

64 Augmented Expression of LCK Message in Human
Colorectal Cancer

K. Nakamura 1, Y. Chijiiwa 1, T. Kabemura 2, H. Nawata 1. 1 Third
Department of Internal Medicine, Faculty of Medicine, Kyushu University,
Fukuoka, Japan; 2 Department of Internal Medicine, Fukuoka Saiseikai
General Hospital, Fukuoka, Japan

A member of src-family protein tyrosine kinases, Lck, whose expression is
predominant in lymphocytes, is contained in some colon carcinoma cell lines
but its expression in colon cancer cells in vivo has not been clarified. Tran-
scription of Ick gene is regulated from two distinct promoter elements. In
colon carcinoma cell lines, Ick message is expressed exclusively from the
downstream promoter while it is directed only from the upstream promoter
in peripheral blood lymphocytes.

In this study, the pattern of Ick expression in 18 primary colorectal cancer

specimens and their normal adjacent mucosae, and 2 hepatic metastatic le-
sions was assessed by RNase protection assay using EcoRI-Bg/ll fragment
of human Ick cDNA, YT16. In normal colorectal tissues, trace of the down-
stream promoter-initiated Ick message was detected. In some cancer speci-
mens, large amount of the downstream promoter-directed Ick message was

observed. The ratio of the downstream promoter-initiated message in cancer
to that in adjacent normal tissue was 20 to 1000 in 3 cases, and 2 to 10 in
5. Two hepatic mctastases whose primary tumor express abundant down-
stream promoter-initiated Ick message also contained it. Our results demon-
strate that Ick message is augmented in some colorectal cancer cells.

Pulmonary Alveolar Macrophage (PAM) Cathepsin B
Activity in Acute Experimental Pancreatitis; An Effect of
PAF Antagonist (BN 62021)

U. Wereszczyhska-Siemiatkowska, J. Dtugosz, A. Gabryelewicz. Dept. of
Gastroenterology, MedicalAcademy, Bialystok, Poland
The activation of phagocytosis play an important role in the development of
ARDS, as a severe complication of acute pancreatitis (AP). In our previous
studies we found the decrease of inflammatory reaction in the lung tissue
during taurocholate AP in rats treated with BN 52021.Aim of the study was

to evaluate the degree of PAM's activation as evidenced by an increase of free
fractional activity of lysosomal hydrolases: cathepsin B (CB) and N-acetyl-fi-D-
hexosaminidase (NAH) in rats with taurocholate AR considering the treatment
with BN 520211(5 mg x kg-1 i.v. every 6 h). Results. Total number of PAM's
in bronchoalveolar lavage fluid (BALF) was increased to 8.36 x 106 and 8.69
x 106/g of lung wet tissue after 6 and 12 h of taurocholate AP in compar-
ison to 2.67 x 106 in the control group. In rats treated with BN 52021 this
increase was significantly lower (by 32% and 40% respectively, p < 0.001)
In the lysosomal enriched subfraction of BALF cellular pellet, total and free
activity of cathepsin B increased 3.7 and 10.0 fold after 6 h of AP (p <0.001)
and 2.4 and 6.3 fold after 12 h of AP (p <0.001) in comparison to the control
group. Treatment with BN 52021 limited this increase by 57% and 72% after
6 h and 27% and 64% after 12 h of AR Fractional free activity (% free/total) of
CB amounted 40% and 38% after 6 and 12 h of AP respectively in untreated
groups and 25% and 21 % in the groups treated with BN 52021. NAH activities
followed roughly the pattern of CB changes. In Summary the PAM's lysoso-
mal hydrolases -CB and NAH in BALF of rats with taurocholate AP were
increased. The consecutive release of CB and NAH into interstitium could be
important to the damage to the lungs in AR

Conclusion. Our results indicate to the pathogenetic role of pulmonary
macrophages activaction in AP and positive effect of BN 52021 against ob-
served changes.

Partly supported by KBN (Poland) grant nr 401589101
* Gift of Dr P Braquet, Inst. Henri Beaufour (Paris)

i Time-dependent Release of Toxic, Immunosuppressive
and Tumor Growth Mediators from Stored Human Blood
Products

H.J. Nielsen, L. Edvardsen, N. Brunner, C.M. Reimert, E. Dybkjaer, P Stahl.
Skov. Surgical Immunology Laboratory and The Blood Bank, Hvidovre
University Hospital, Hvidovre, Denmark

Background: The mechanisms of perioperative blood transfusion-induced im-
munosuppression and subsequent increased risk of postoperative infectious
complications, and reduced recurrence-free and long-term survival after op-
eration for solid tumors are still largely unknown. It is well known that his-
tamine plays a significant role in immunosuppression and in growth of neo-
plastic cells, and previously, we showed the H-2 receptor blocker ranitidine
to reduce postoperative blood transfusion-induced immunosuppression. Re-
cent results have indicated containment of growth mediators in stored human
whole-blood.

Purpose and Methods: Therefore, we studied possible time-dependent
release of histamine, plasminogen activator (PA), eosinophil cation protein
(ECP), eosinophil protein X (EPX), and interleukin-6 (IL-6) from 6 units of whole-
blood, 6 units of plasma-reduced whole-blood, and 6 units of SAGM blood, re-
spectively, stored under standard conditions at 4° C for 35 days. Plasma con-
centrations and the total cell-bound content of the mediators were analysed
in all 18 donors on the day of donation. Subsequently, when all units were
refrigerated to 4' C samples for spontaneous mediator release were drawn
from all units on day 0, 2, 5, 9, 14, 21, 28 and 35 in endotoxin-free tubes. All
analyses were performed using commercial available and self-invented ELISA
and RIA techniques.

Results: Histamine and PA were spontaneously and time-dependent re-
leased in significant concentrations (40-60 times over normal plasma con-
centration of 4.8 nM at day 35) from whole-blood and plasma-reduced whole-
blood, while the content in SAGM blood never exceded the plasma concen-
tration. However, ECP and EPX increased time-dependently to toxic concen-
trations at day 35 in all 3 different blood products, while IL-6 remained unde-
tectable.

Conclusion: Toxic, immunosuppressive and tumor growth mediators are
released from pre-formed granules in basophils and eosinophils contained in
human blood products stored under standard conditions. These results may
explain some of the adverse effects observed after transfusion with both ho-
mologous and autologous blood. The time dependency may also explain why
adverse reactions is not observed in the vast majority of transfused patients.

I Comparison of 5-HT3, NK-1, and CCK-B Antagonists on
the Visceral Pain Reflex Induced by Duodenal Distension
In Anaesthetized Rats

P Gregory, C. Eeckhout, S. David. Gastrointestinal Pharmacology Research,
Kali-Chemie Pharma GmbH, Hannover, Germany
Reflex change in blood pressure induced by intestinal distension is one type
of pseudoaffective reflex which can be assessed in anaesthetized animals.
The present study compares the influence of compounds with three different
mechanisms of action, with reported analgesic properties, in this model of
visceral pain.

Method: The studies were performed in male SIV rats (250-300 g) anaes-
thetized with Ketamine plus Xylazine, and with a catheter in the right carotid
artery and a small latex balloon in the duodenum. Reflex changes in blood
pressure (B.R) were recorded to rapid, 1 ml air inflations (20 sec) at 10 min
intervals. After recording three control responses, substances were adminis-
tered i.p. and a further five duodenal distensions were performed at 10 min
intervals. The change in B.R at each time point was compared to the mean
change in B.R in the three control measurements.
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Results: Duodenal distension characteristically caused a biphasic re-
sponse; an immediate fall followed after some 20 secs by a rise in B.P The
response was therefore calculated in terms of the overall change (peak fall +
peak rise) in B.R The control response (34.5 ± 16.7 cm H20, mean + SD) re-
mained relatively constant over 50 min following methylcellulose (vehicle). In
contrast, after antagonist administration the following (most effective dose)
maximum and mean reductions in the B.P response respectively were ob-
tained:

Max. Mean

Morphine 5 mglkg) 96 ± 6% 42 ± 52%;
Cilansetron (21.5 ,tM/kg) 72 ± 8% 44 ± 29%;
Ondansetron (10 guMlkg) 39 ± 23% 27 ± 21%;
Granisetron (46.4 /lM/kg) 69 ± 23% 41 ± 49%;
CP-96345 ( 2 mglkg) 50 ± 38% 48 ± 33%;
L-365, 260 (10 g Mlkg) -46 ± 42% -29 ± 46%.

Conclusions: These results suggest that not all compounds with analgesic
properties are active in this model of visceral pain. Substance P antagonists,
5-HT3 antagonists but not CCK-B antagonists may have therapeutic potential
to combat visceral pain e.g. in IBS.

1 A Th-1 Like Cytokine Production Pattern of CD8+ TcRaf
T-Cells from the Small Intestine of Coeliac Patients

M.L. Mearin 1, C.J.J. Rust2, H. 1Jssel2, Y Kooy2, B. Bennett2, A.S. Pefna3,
W.C.A. van Schooten 2, F. Koning 2. 1 Department Paediatrics, 2 Department
Immunohaematology, Leiden University Hospital, The Netherlands,
3 Department Gastroenterology Free University Amsterdam, The Netherlands

Helper T cells are divided at least in three functional subsets: Thl, Th2 and
ThO. Thl cells produce IFN-gamma and IL-2 after stimulation and are involved
in delayed type hypersensitivity and in immune response to bacterial infec-
tions. Th2 cells produce IL-4 and IL-5 and provide help in antibody production.
ThO cells produce IL-2, IFN-gamma, IL-4 and IL-5. Most human T cell clones
are ThO T cells. Coeliac disease is an intestinal disorder in which an accumu-
lation of CD8+ TcRa cells at the site of destruction has been reported.

Our aim was to study the production of IFN-y, TNFa, IL-2, IL-4, IL-5 and
IL-10 of in-vitro activated TcRacf cell clones derived from the small intestinal
epithelium of coeliac patients.

Methods: (a) Nine CD8 + T cell clones and two CD8 + TcRcaf T
cell lines were obtained from 3 coeliac patients [1]. (b) Stimulation for
cytokine secretion was performed by incubation with PMA in IL-2 free
medium. (cl The cytokine-level in the supernatant of activated T cells were
determined by cytokine-specific ELISA.

CD8 clones IFN-y TNF-a IL-2 IL-4 IL-5 IL-10
Small intestine + + +1/ ++ - - -
Periferal blood +/- not done +/- +I- +I- +/-

Conclusion: CD8 + TcRctf$ cell clones from the small intestinal epithelium
of coeliac patients seem to be Thl-like T cells, may be cytotoxic and could
be involved in the tissue destruction in coeliac disease.

[1] Rustetal. ScandJ Immunol 1992; 35: 459

[ B-Cell Epitopes in Coeliac Disease

Y.van de Wal 1, M.M. ten Dam 2, M.L. Mearin 2, A.S. Pena3, Y. Kooy1,
F. Koning 1, M.J.D. van Tol 2. 1 Department of Immunohaematology Leiden
University Hospital, The Netherlands; 2 Department of Paediatrics Leiden
University Hospital, The Netherlands; 3 Department of Gastroenterology Free
University Amsterdam, The Netherlands

In patients suffering from Coeliac Disease (C.D.), high anti-gliadin antibody
titers of both lgG and IgA subclasses can be found. In this study we aim to
determine which regions of the gliadin molecule are responsible for elicit-
ing these B cell responses. For this purpose an ELISA-technique is used, in
which the reactivity of lgG and IgA antibodies in sera from patients and con-
trols against a set of biotinylated synthetic peptides of ar-gliadin is tested. So
far, 40 C.D. patients and 32 controls have been included in this experiment.
The results indicate that the gliadin-specific IgG/lgA antibodies are directed
against a limited number of peptides. Moreover, these peptides share a cer-
tain amino acid motif, the sequence of which is included in a well-defined
T cell epitope (Gjertsen et al. 1994, Human Immunology 39:243). The reac-
tivity pattern of the lgG isotype antibodies towards the peptides was found
not to discriminate between patients and controls, although the frequency
of peptide-responsive sera in the control group was lower compared to the
group of patients. In contrast to IgG, IgA isotype antibodies from patients'
sera were found to respond to the gliadin-derived peptides in a unique pat-
tern, and may therefore be more specific for C.D.. The results may help us
to generate gliadin-specific T cells from peripheral blood and intestinal mu-
cosa of C.D. patients in a very specific way, for it provides us with information
about the immunogenic region of gliadin in a particular patient. Furthermore,
the anti-gliadin peptide antibodies can be used to optimize antigen presenta-
tion of these peptides via the Fc receptor.

7 Coeliac Disease, Juvenile Chronic Arthritis and Diabetes
Mellitus

E.K. George1, R. Hertzberger-ten Cate 1'2, H.M. Reeser2, W. Oostdijk 1,
M.L. Mearin 1 1 Dept. of Paediatrics, University Hospital Leiden, The
Netherlands; 2 Juliana Children's Hospital The Hague, The Netherlands

In The Netherlands the incidence of childhood coeliac disease (CD) is 1:2200
live births and of diabetes mellitus type (DM) 12.9/100,000 children 0-
14 years. The prevalence of juvenile chronic arthritis (JCA) is 0.2-1/1000
schoolchildren. JCA and DM can both be associated with CD in a frequency
of 1-4%. We screened 37 children with JCA and 45 children with DM for
CD, by measuring the IgA-class of antigliadin-AGA), antiendomysium- (EmA)
and antireticulin (ARA) antibodies in serum. The children with JCA were also
screened using a lactulose/mannitol test (LM) to study their intestinal perme-
ability. In case of at least 1 positive test, a jejunal biopsy for diagnosis of CD
was offered. Results: None of the children with DM had a positive screening
for CD. Of the children with JCA 6 were suspected of having CD, 5 underwent
a jejunal biopsy.

37 JCA patients Positive screening Biopsy
n AGA EmA ARA LM n= 5

31
2' (weak) + - 2: normal
2 (weak) + - - 1: normal
1 - (weak) + - + 1: normal
1** + + + + 1: atrophy

'1 selective IgA-deficiency; **Down's syndrome.

We found no CD in DM and a frequency of 2.7% in JCA. However, the pa-
tient with JCA and CD also has Down's syndrome, which in The Netherlands
is associated with CD in a frequency of 6.1%. Our results therefore cannot
confirm an association of CD with either JCA or DM. One reason could be the
small size of the studygroups, another that the association of CD with JCA
and/or DM is less strong in The Netherlands than in other areas.

m Autoantibodies to Canaliculi of Parietal Cells in
Helicobacter pylori Gastritis. Evidence for Clinical
Relevance

G. Faller, H. Steininger, Th. Kirchner. Institute of Pathology, University of
Erlangen, NOrnberg, Germany
Aims: Investigation of humoral autoimmune reactions to human gastric epi-
topes in Helicobacter pylori (H.p.) gastritis.

Patients and Methods: Gastric biopsy samples of 60 patients were rou-
tinely examined by light microscopy. H.p. was identified histologically in a
Warthin-Starry stain. Sera of all patients were screened for presence of IgG-
antibodies to H.p. by an ELISA using H.p. whole cell lysate as antigen. Autoan-
tibodies to human gastric mucosa were detected by immunohistochemistry
on formalin-fixed and paraffin-embedded human gastric mucosa. Gastrin lev-
els were determined using a radioimmunoassay kit (GASK-PR®).

Results: Colonization of H.p. and serological evidence for H.p.-infection
could be found in 58% and 53% of patients respectively. Immunohistochemi-
cally, antigastric autoantibodies binding attubulovesicular membranes, called
canaliculi, within parietal cells of the corpus glands were found. This canalicu-
lar staining pattern was observed in 17 cases, 14 out of which were positive in
the H.p.-ELISA. This correlation reached statistic significance (p < 0.01). The
overall prevalence of anticanalicular autoantibodies in microscopically con-
firmed H.p.-colonization and in sera with positive H.p.-ELISA reached 40%
and 44% respectively. Seven out of the 17 patients (41 %) with anticanalic-
ular autoantibodies showed initial or advanced atrophic changes in the cor-
pus, four of them suffered from type B gastritis and three from type A gastri-
tis. Only three out of the 43 patients (7%) without these antibodies showed
equivalent alterations. Furthermore, 10 patients showed hypergastrinemia,
which could be explained by type A gastritis in three patients and by pre-
treatment with omeprazole in further three patients. All of the four remaining
cases with hypergastrinemia had anticanalicular autoantibodies associated
with H.p.-gastritis.

Conclusion: Autoantibodies to canaliculi within parietal cells occur in a
substantial number of patients with H.p. gastritis. Presence of these autoan-
tibodies is correlated with histological and clinical alterations. Further investi-
gation of hostautoimmune responses in H.p. gastritis mightgive more insight
into the pathogenesis of the disease.

79 Fluconazole Compared with Itraconazole in the
Treatment of Esophageal Candidiasis in AIDS Patients:
A Double-blind, Randomized, Controlled Clinical Study

G. Barbaro, G. Barbarini 1, G. Di Lorenzo. Department of Emergency
Medicine University "La Sapienza' Rome, Italy; 1 Department of Infectious
Diseases IRCCS Policlinico S. Matteo, University of Pavia, Italy

Introduction. Contrasting opinions exist about the pharmacological treatment
of esophageal candidiasis in HIV-positive patients. Several pharmalogical
agents have been used in the treatment of Candida infection, but little in-
formation is actually available regarding the response of Candida esophagitis
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to antifungal therapy in AIDS patients. Aim of this study has been to value
the role and the therapeutic efficacy of two azole antifungal drugs, flucona-
zole and itraconazole, in the treatment of endoscopically-diagnosed Candida
esophagitis in patients with AIDS.

Materials and methods. The study has considered 126 HIV-positive pa-
tients (71 males and 55 females,mean age 28 + 3) at first episode of
esophageal candidiasis diagnosed by endoscopy (Kodsi's endoscopic grades
I-Il and grades 1-lla of Barbaro's clinical classification). The patients have been
double-blindly randomized in 2 groups in relation to pharmacological therapy:
a) the patients of first group (n = 62) received fluconazole (100 b.i.d. per os); b)
the patients of second group (n = 64) received itraconazole (100 mg b.i.d. per
os). In order to evaluate the efficacy of pharmacological therapy, clinical ex-
amination was performed every week up to the end of follow-up (2 months);
endoscopic examination was performed at the end of pharmacological treat-
ment (3 weeks). All the patients selected for the study provided informed
consent.

Results. At the end of pharmacological treatment, endoscopic cure (grade
0) was observed in 48 patients (77.4%) of fluconazole-group and in 26 pa-
tients (40.6%) of itraconazole-group (relative risk ratio: 0.54; 95% C.l.: 0.37-
0.66; p < 0.01); partial remission of endoscopic lesions (grade 1) was ob-
served in 14 patients (22.6%) of fluconazole-group and in 28 patients (43.7%)
of itraconazole-group (relative risk ratio: 0.50; 95% C.l.: 0.27-0.65; p < 0.05).
No response (grade 11) was observed in 10 patients (15.7%) of itraconazole-
group. At the end of follow-up, complete clinical remission (grade 0) was ob-
served in 49 patients (79%) of fluconazole-group and in 48 patients (75%) of
itraconazole-group (relative risk ratio: 0.97; 95% C.l.: 0.85-0.99; p = n.s.);
partial clinical remission (grade 1) was observed in 13 patients (21%) of
fluconazole-group and in 13 patients (20.3%) of itraconazole-group (p = n.s.)
No clinical response was observed in 2 patients (4.7%) of itraconazole-group.
No remarkable side-effect has been observed in the patients of both groups
of treatment.

Conclusions. The results of this study have demonstrated that both flu-
conazole and itraconazole are efficacious and well tolerated in the treat-
ment of esophageal candidiasis in AIDS patients. Fluconazole demonstrated
a greater therapeutic efficacy than itraconazole, with a difference statisti-
cally significant as regards endoscopic parameters. Nevertheless, further
controlled clinical investigations are needed to improve our knowledges
about the therapeutic action of antifungal drugs in the treatment of Candida
esophagitis in HIV disease.

8 Helicobacter pylori Reinfection in Duodenal and Gastric
Ulcer Patients After Antibacterial Treatment

S. Miehike, E. Bayerdorffer, N. Lehn, A. Meining, E. Baestlein, G.A. Mannes,
M. Stolte. Dept of Intemal Medicine, Klinikum Grosshadern, University of
Munich, Institute of Microbiology, Technical University of Munich, Germany;
Krankenhaus der Barmherzigen Brueder, Munich, Germany; Dept of
Pathology, Bayreuth, Germany
Background: Cure of Helicobacterpylori (H. pylori) infection is suggested to
reduce the ulcer relapse rate in peptic ulcer patients, as long as H. pylori
reinfection does not occur. Only sparse data are available about the long-term
outcome of patients after being cured of H. pylori infection.

Aim: To determine the reinfection rate of H. pylori, we followed up duode-
nal and gastric ulcer patients who previously received antibacterial treatment
and were cured of H. pylori infection.

Patients and Methods: Patients with endoscopically proven H. pylorn- as-
sociated duodenal or gastric ulcers, who have been treated with various an-
tibacterial regimens resulting in histologically documented cure of H. pylori
infection were followed-up for 1.5 to 5 years. To determine the H. pylori sta-
tus endoscopic examinations including 2 antral and 2 corpus biopsies were
performed for histological examination.

Results: 217 out of 276 patients (78.6%) had been cured of H. pylori in-
fection and entered the follow-up. So far, we reviewed 169 patients after 1.5
years, 22 patients after 2 years and 26 patients after 5 years, resulting in a
total of 427.5 patient years of follow-up. The average length of follow-up was
23.6 months. H. pylori reinfection was detected in 7 patients, 6 of them also
suffered ulcer relapse. These results give a reinfection rate of 1.6 % per pa-
tient year.

Conclusion: The rate of H. pylori reinfection after cure of the infection in
peptic ulcer patients is very low. Long-term cure of peptic ulcer disease may
be achievable by curing H. pyloriinfection.

E Assessment of Risk of Duodenal Ulcer Relapse
S. Miehike, E. Bayerdorffer, N. Lehn, G.A. Mannes, A. Sommer, W. Hochter,
J. Weingart, E. Bastlein, R. Hatz, M. Stolte. Dept. of Internal Medicine 11,
Klinikum Grosshadern, University of Munich, Germany; Dept. of
Microbiology, Klinikum rechts der Isar, Technical University of Munich,
Germany; Dept. of Internal Medicine, Krankenhaus der Barmherzigen
Bruder,Munich, Germany, Dept. of Surgery, Klinikum Grosshadern,
University of Munich, Germany; Dept. of Pathology, Klinikum Bayreuth and
the Munich Ulcer Study Group, Germany
Background: Helicobacter pylori(H. pylon) gastritis is suggested to be the
underlying condition leading to duodenal ulcer disease.

Aim: The aim of the study was to investigate the relationship between
chronic active H. pylori gastritis and the risk of duodenal ulcer (DU) relapse.

Design and Patients: 188 patients were followed up with respect to the
evolution of their H. pylori gastritis after they had received anti-bacterial or
acid-suppressing treatment for their DU. Four weeks, 1 year and 2 years after
treatment, and in the case of DU relapse, several morphological parameters
of gastritis were studied histologically in the antrum and body.

Results: Patients with cured H. pylori infection showed significant regres-
sion of all gastritis parameters studied. Patients with persistentH. pylori infec-
tion after antibacterial treatment showed a temporary regression of all gas-
tritis parameters. Patients receiving acid suppression treatment showed no
change in the antrum, but a significant increase in the grade of gastritis and
other gastritis parameters in the body. The grade of antral gastritis at the end
of treatment was significantly and positively correlated with the risk of DU
relapse, and was independent of the kind of pre-treatment (18.5% relapses
in grade 2 versus 86% in grade 4 gastritis).

Conclusion: The data show that the grade of gastritis is an important risk
factor for DU relapse. Cure of H. pylori infection is associated with healing
of chronic H. pylori gastritis. These data lend considerable support to the
hypothesis that H. pylori gastritis is the most important factor among those
leading to DU disease.

8 An Increasing Dose of Omeprazole Combined with
Amoxicillin Improves the Cure of Helicobacter pylorn
Infection

S. Miehike, G.A. Mannes, N. Lehn, E. Bayerdorffer, C. Hele, M. Stolte. Dept.
of Internal Medicine 11, Klinikum Grol3hadern, University of Munich, Dept. of
Internal Medicine, Krankenhaus der Barmherzigen Bruder, Munich, Dept. of
Microbiology, Klinikum Rechts der Isar, Technical University of Munich, Dept.
of Pathology, KJinikum Bayreuth, Germany

Background: The combination of omeprazole (OME) and amoxicilin (AMX)
has been shown to effectively cure Helicobacter pylori (H. pylori) infection
providing a very low rate of side effects.

Aim: The present study addresses the question whether the cure rate of
H. pylori infection depends on the daily OME dose.

Design and Patients: In a randomized, controlled and investigator-blinded
trial 163 patients with H. pylori-associated gastritis were treated with either
OME 20 mg (1 x 20 mg), or OME 40 mg (2 x 20 mg), or OME 80 mg (2 x
40 mg), or OME 120 mg (3 x 40 mg) for 14 days. Additionally all patients
received 2 x 1000 mg AMX bid for 10 days (day 5-14). Endoscopic control
examinations were performed prior to treatment, at the end of treatment and
4 weeks after termination of treatment.

Results: Cure of H. pylori infection was achieved in 45% (18/40), 56.5 %
(22/39), 65.8% (25/38) and 82.5% (33/40) in the respective groups (p < 0.005).
The decrease of activity of gastritis and H. pyloricolonisation correlates sig-
nificantly with the OME dose. Decrease in the grade of gastritis was similar
in all groups. Side effects leading to discontinuation of treatment occurred
only in 1.2%.

Conclusion: The cure of H. pyloriinfection is significantly improved by in-
creasing the daily omeprazole dose indicating the importance of a high daily
dose of omeprazole for the success of this therapy regimen. The combina-
tion of high-dose omeprazole and amoxicillin is a highly effective and well
tolerated regimen in the treatment of H. pylori-associated diseases.

I Electrogastrography in Healthy Subjects- Evaluation of
Normal Values, Influence of Age and Gender

B. Pfaffenbach, R.J. Adamek, K. Kuhn, M. Wegener. Department of
Medicine, St. Josef-Hospital, Ruhr, University Bochum, Germany
Normal values of gastric electrical activity are poorly defined. The aim of this
study was to evaluate normal values and to analyze the effects of age and
gender on cutaneous electrogastrography (EGG).

In a prospective study EGG was performed in 40 healthy subjects (age
range: 19-90 years). To evaluate the influence of age and gender subjects
were divided into four groups (A: n = 10 males < 50 years (median: 28), B: n

= 10 males > 50 years (median: 69), C: n = 10 females < 50 years (median:
25), D: n = 10 fenhales > 50 years (median 67). Several EGG parameters in-
cluding dominant frequency (DF (cycles per minute (cpm)), percentage of DF
in the defined normal range (2-4 cpm), bradygastria (< 2 cpm) and tachygas-
tria (4-10 cpm), dominant frequency instability coefficient (DFIC) and post-
prandial to fasting power ratio (PR) were assessed after an overnight fast for
one hour in the fasting and fed state after ingestion of a 370 kcal solid-liquid
meal. The electrical signals were captured by a pair of surface electrodes
sonographically placed on the skin overlying the gastric antrum. After ampli-
fication and digitalisation fast Fourier transform and running spectral analysis
were performed (Synectics Medical, Stockholm, Sweden). Data were ana-
lyzed descriptive (median, 5/95 percentiles) and by Friedman's Anova, Kruskal
Wallis Anova and Wilcoxon-Test.

There was a significant difference between the postprandial and fasting
DF (3.1 (2.3/3.5) cpm vs. 2.8 (2.1/3.3) cpm,p = 0.02). The DF in the normal
range predominated brady- and tachygastrias (p < 0.001). The DFIC was sig-
nificant lower postprandially than in the fasting period (22.5 (6.5/49.5) % vs.
27 (8f52.5) %, p = 0.04). The PR was 2.4 (0.2/17). The DF, percentages of DF
in normal range, brady-and tachygastria and PR did not differ between the
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four groups significantly. However, DFIC was significant different between
the groups (p < 0.05), with elder women revealing lowest DFIC.

Normal values for several parameters characterizing the gastric electrical
activity are evaluated. The magnitude of the electrical frequency and the post-
prandial to fasting power ratio are independent of age and gender, whereas
the instability of the electrical frequency in EGG is influenced bythese factors.

84 Electrogastrography for the Assessment of Gastric
Emptying in Diabetics- Comparison with Healthy
Subjects and Correlation to Radloscintigraphy

B. Pfaffenbach, R.J. Adamek, J. Schaffstein 1, Y.H. Lee, D. Ricken,
M. Wegener. Department of Medicine, St. Josef-Hospital, Ruhr-University
Bochum, Germany; 1 Department of Radiology, St. Josef-Hospital,
Ruhr-University Bochum, Germany

Cutaneous electrogastrography (EGG) allows the measurement of gastric
electrical activity. An association between electrical abnormalities and gas-
trointestinal motility disorders has been shown. We wanted to investigate,
whether diabetic gastroparesis could be predicted by EGG.

In a prospective study EGG was performed in 18 diabetics with chronic
dyspepsia confirmed by a standardized protocol (9 female, 9 male, median
age 64 years, range 45-76 years) using a pair of electrodes sonographically
placed on the skin overlying the gastric antrum. After an overnight fasting
during one hour in the fasting and fed state after ingestion of a liquid-solid
test meal (370 kcal; liquid phase labeled with 0.5 mCi 99mTc-colloid) sev-
eral EGG parameters including dominant frequency (DF (cycles per minute
(cpm)), percentages of DF in the normal range (2-4 cpm), bradygastria (< 2
cpm) and tachygastria (410 cpm), dominant frequency instability coefficient
(DFIC), and post-prandial to fasting power ratio (PR) were calculated by fast
Fourier transform and running spectrum analysis (Synectics Medical, Stock-
holm, Sweden). The data were correlated to results obtained in 20 age- and
gender-matched healthy subjects (10 female, 10 male, median age 68 years,
range 53-90 years). In addition the data were compared to the percentages
of retention of the radionuclide in the stomach at 60 min (t 60 values) mea-
sured by simultaneous scintigraphy. Data were analyzed descriptive (median,
percentiles) and by Wilcoxon-Test.

The EGG values obtained in diabetics did not differ significantly from those
in healthy subjects and did not correlate to the scintigraphic t 60 values (p >
0.05). Moreover, the EGG values in 7 diabetics with delayed gastric emptying
did not differ from the data in diabetics without gastroparesis. Furthermore,
whereas dyspeptic symptoms correlated to radioscintigraphy significantly (p
= 0.01), no significant correlation to EGG could be observed.

In conclusion, electrogastrography seems to be unsuitable to assess gas-
tric motility disorders in diabetics.

8 Eradication of Helicobacter pylori (HP) and Duodenal
Ulcer (DU) Healing After Combined Treatment with
Sucralfate (SU) Amoxicillin (AM) and Metronidazole
(MTZ) - Follow Up to One Year

Th. Stupnicki, M. Taufer 1, H. Denk 1, M. Ratschek 1, P Spath, K. Graf.
General Hospital Deutschlandsberg, Austria; 1 Institute of Pathology
University Graz, Austria

Out of a collective of 100 consecutive patients (p), 77 p with verified (CLO-
rapid-test, GRAM-staining, culture, histology) HP-associated recurrent DU
were treated with SU (2 g b.i.d./8 weeks) and AM 750 mg + MTZ 500 mg
t.i.d./12 days, beginning 2 weeks after starting therapy with SU. All p under-
went endoscopy (5 antral biopsies were taken) before treatment, 4 weeks
after ending AM + MTZ-therapy and 6 and 12 months later.

Results: Before starting therapy all p (n = 77) were found to be HP-positive.
Whereas in 5/77 p (6.5%) we diagnosed a primary resistance to MTZ. During
therapy 7172 p stopped medication (3 p because of intolerance to the given
AB and 4 for other reasons). All other 65/72 p completed therapy and were
controlled as described above.

Findings 4 weeks after AB-therapy; In 60/65 p (92%) ulcer was healed.
HP was eradicated in 53/65 p (82%), 12/65 p were still HP-positive. All these
HP-germs were now MTZ-resistant and these p were given to another AB-
therapy-regimen.

Six-months-control: Until now all 53 HP-eradicated p (35 6 + 18 i) passed
control: no DU relapse was found. 1 p (d) had a reinfection with HP; histo-
morphologically no gastritis was diagnosed in 29/53 p.

Preliminary 12 months control: From 36 p so far controlled only 1 p (d)
showed a reinfection and no DU-relapse could be observed. In 24/36 p the
antral mucosa was free of inflammation.

92 Esophageal Granular Cell Tumors in the Netherlands,
1987-1992, a Survey

J.-H. Voskuil 1, C.M. van Dijk2, Sj.Sc. Wagenaar2, A.C.M. van Vliet3,
R. Timmer 1, PA.M. van Hees 1. 1 Dept. of Gastroenterology 2 Dept. of
Pathology, StAntonius Hospital, Nieuwegein; 3 Dept. of Internal Medicine,
Drechtsteden Hospital, Dordrecht, The Netherlands

Granular cell tumors (GCT) of the esophagus are rare. However, since the

use of fiberoptic endoscopy has become widespread, this tumor is being
recognised with increased frequency. The tumor is generally believed to be
of a neurogenic origin and shows a malignant course in 4.3%. No unanimity
has been reached regarding the management of this tumor.

Therefore, we performed a survey of all (25) newly registered esophageal
GCTs in the PALGA-system (Dutch register of all histo-pathological diagnoses)
during the period 1987-1992. In all cases (8 M/17 F, mean age 45 yrs, range
22-67 yrs) microscopic slides were available for review; in 19 cases clinical
data could be surveyed as well.

The majority of the GCTs were solitary (18/19) and localized in the dis-
tal esophagus (14/19). At endoscopy, the size of the tumor was estimated
less then 5 mm in 26% (5/19), 5-10 mm in 10% (2/19), more then 1 cm in
42% (8/19). In 21% (4/19), the size was unknown. The tumors were described
as yellowish-white, firm sessile or pedunculated polyps with a smooth sur-
face. Endoscopic differential diagnosis ranged from fibroma (1/19), papilloma
(1/19), lipoma (1/19), heterotopic gastric mucosa (1/19), xanthelasma (3/19),
cholesterol deposition (2/19) to leiomyoma (3/19). No differential diagnosis
was given in 7 cases. Most patients (17/19) presented with nonspecific gas-
trointestinal complaints, only two had dysphagia; in both cases this was re-
lated to a tumorsize of > 1 cm. Management of the tumor varied from ex-
cisional biopsy (1/19), endoscopic polypectomy (2/19) to surgical excision
(1/19). Endoscopic follow-up (15-72 months) in 6 of the 15 patients left with-
out treatment revealed either a stable tumorsize or regression of the tumor.

Conclusion: Esophageal GCTs in the Netherlands are rare, and mostly di-
agnosed by coincidence. In accordance with literature, most patients suffer
from nonspecific symptoms; dysphagia occurs only with tumors > 1 cm. In
evaluating the malignancy of GCT it is important to realise that histological
features of the lesion are less important than the infiltrative growth pattern
and/or metastases. Therefore, we advise endoscopic follow-up in all cases.
Endoscopic ultrasonography may be helpful in the choice of treatment.

Surfactant-like Particles (SLP) Isolated from Rat and
Human Colon are Distinct from the Microvillous
Membrane and from Small Intestinal SLP

R. Eliakim 1, G. Goetz, J.S. Shao, D.H. Alpers. 1 Department of Medicine,
Hadassah University Hospital, Mt Scopus, Jerusalem, Israel; Washington
University School of Medicine, Saint Louis, MO, USA

Although a phospholipid-rich layer was recovered from the surface of the
mammalian colon, the source of this substance was obscure. Using tech-
niques developed for the small intestine, we isolated from the surface of
rat and human colons a membrane with a density of 1.07-1.08 g/L, which
has a low cholesterol/phospholipid ratio and contains phosphatidylcholine
as its major phospholipid. The membrane appears unilamellar and partially
coiled by electron microscopy. Compared with colonic microvillous mem-
brane (MVM) this extracellular membrane is enriched for tissue-unspecific
alkaline phosphatase and surfactant protein A, as detected by Western blot-
ting. It does not contain small intestinal marker proteins such as intestinal
alkaline phosphatase and sucrase-isomaltose. When markers of the colonic
MVM were tested in colonic SLP only traces of human carcinoembryonic
antigen or no rat protein 522 were found. Antiserum raised against the rat
colonic SLP recognized no proteins in either colonic MVM or small intestinal
SLP Antiserum raised against human colonic SLP identified 66 and 59 kDa
proteins in colonic MVM and a 66 kDa protein in small intestinal SLP

Conclusions: 1) The colonocyte elaborates a membrane that accumulates
on the apical cell surface. 2) The colonic SLP contains some proteins which
are distinct from those on both the underlying MVM and the small bowel
SLP 3) Enrichment of tissue-unspecific alkaline phosphatase and surfactant
protein A in the SLP provides markers for this extracellular membrane.

9 Duodenal Surfactant-like Particles (SLP) are Decreased
in Patients with Peptic Ulcer Disease

R. Eliakim 1, D.H. Alpers, R. Oren 1, K. DeSchryver-Kecskemeti 2.
1 Department of Medicine, Hadassah University Hospital, Mt Scopus,
Jerusalem, Israel; Washington University School of Medicine, Saint Louis,
MO, USA; 2 West Central Pathologists, Saint Louis, MO, USA

SLP are phospholipid-rich products of the rat and human small intestine and
are most abundant in the proximal bowel (duodenum, proximal jejunum). Be-
cause mucosal protection has been suggested as a role for these structures,
we examined their content in biopsies of patients with peptic ulcer disease
and compared this with serum content of SLP protein. Endoscopic biopsies
were taken 1-2 cm from areas of active inflammation or ulcer (peptic ulcer
patients) or just beyond the duodenal bulb (normals) in 35 consecutive pa-
tients. After staining for phospholipids, total content (extra- and intracellular)
of particles were blindly scored from 0-4 on transmission electron micro-
graphs. Normal duodenum (n = 15) contained more particles (score = 2.63
4 1.44, mean ± SD.) than either active duodenal ulcer (n = 12, 1.29 4 1.62)
or gastritis/duodenitis patients (n = 4, 0.56 ± 0.93). Three patients examined
after complete healing of duodenal ulcers showed abundant SLP (n = 3, 4.0
± 0). Differences in mucosal scores were reflected in serum content of the
major particle protein, as detected by Western blot. Densitometry of the 59
kDa band detected by antiserum against human SLP showed lower content
in patients with active peptic ulcer disease (n = 11, 0.25 ± 0.04) than in pa-
tients without disease (n = 10, 0.40 ± 0.03) or with healed ulcers (n = 3, 0.62
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+ 0.04). There was good correlation between mucosal SLP score and SLP
protein serum content of the same patients (r = 0.813).

Conclusions: 1) Serum content of a major SLP protein correlates with tis-
sue content of SLP in proximal bowel biopsies. 2) SLP content appears to
reflect mucosal integrity, as the levels fall with mucosal damage and rise fol-
lowing treatment of peptic ulcer disease. 3) Serum content of SLP proteins
may be a useful measure of small intestinal mucosal integrity in selected dis-
orders.

9 Is Triple Therapy Beneficial to Patients with Helicobacter
pylori Related Nonulcer Dyspepsia?

Bor-Shyang Sheu, Xi-Zhang Lin, Ching-Yih Lin, Shu-Chu Shiesh 1. Dept of Int
Med. National Cheng Kung University Tainan, Taiwan; 1 Dept of Med
Technicol, National Cheng Kung University, Tainan, Taiwan

Background: Helicobacter pylori (HP) infection plays certain role in nonulcer
dyspepsia (NUD). Routine trial with triple therapy for NUD was controversial.
Furthermore, in HP-related NUD, the serial serologic monitoring after triple
therapy has been rarely reported. Hereby, we design this study with serial
serologic surveys of HP status to see whether triple therapy will alter the
history of the NUD. Materials & Methods: From Aug.93 to Jul.94, 41 young
(<45 yr) dyspeptic patients were included and confirmed to be HP-related
by serology, rapid urease test, and antral biopsy. Endoscopy excluded the
presence of peptic ulcer. These cases were randomized plotted into control
(n = 21) and triple group (n = 20). In former, H2 blocker was used for 2 mth
and then intermittent antisecretory agents until 6th mth. In latter, 21 cases
received a course of triple therapy: 1. amoxicillin 500 mg tid x 14 days; 2.
metronidazole 500 mg tid x 14 days; 3. bismuth subcitrate 300 mg tid x
1 mth 4. H2 blocker for 2 mth then as control group. The symptom scores
(range: 0-5) were collected on incruciment, 2nd, and 6th mth. Each case had
serial check-ups of HP IgG ELISA titer (HEL-p test, AMRAD Corp, Australia)
on start, 2nd, 4th, 8th wk, and 6th mth. Second Endoscopy was done on 8th
wk for eradication survey. Results: In triple group, the eradication rate was
75%. Especially, in the eradicated cases, both the improvement in symptom
scores and droppage of ELISA titers were more evident than control group.

Triple group Control group
Subgroups Eradicate (E) Non-E Total Cases
(case number) (n = 15) (n = 5) p (n = 21) p

ELISAI(AI). 0.49 ± 0.16 0.55 ± 0.12 NS 0.51 ± 0.23 NS
ELISA 2th wk 0.40 ± 0.16 0.52 ± 0.06 NS 0.45 ± 0.21 NS
ELISA 4th wk 0.30 ± 0.15 0.49 ± 0.07 <0.05 0.44 ± 0.19 <0.05
ELISA8thwk 0.24 ± 0.09 0.51 ± 0.18 <0.01 0.45 ± 0.21 <0.01
ELISA 6th mthW* 0.21 ± 0.05 - - 0.42 ± 0.12 <0.01
Symptom score 0 3.27 ± 0.89 3.35 ± 0.59 NS 3.19 ± 0.68 NS
Symptom score 2 m 1.21 ± 0.67 2.98 ± 0.77 <0.001 2.44 ± 0.74 <0.001
Symptom score 6 m- 0.28 ± 0.59 - - 1.33 ± 1.03 <0.001

*ELISA lgG titer presented as Mean ± SD, in unit of Al = absorbance index.
-In the 6th mth, only 13 eradicated cases in triple group & 16 cases in control group were
compared.

Conclusion: This half-year outcome of triple therapy showed better result
than that of just conservative treatment. Therefore, we suggest triple ther-
apy for symptomatic HP-related NUD. Besides, serologic sampling in 4th wk
would offer a good timing for early prediction of HP eradication in NUD.

9 24-hr Measurement of Gastric Mucosal Perfusion in
Conscious Humans

E. Eleftheriadis, K. Kotzampassi, M. Vafiadis 1, D. Paramythiotis.
Department of Surgery, University of Thessaloniki, Greece; 1 Division of
Hydraulics & Environmental Engineering, University of Thessaloniki, Greece
Gastric mucosal blood flow estimation in humans is obtained through an en-
doscope and the time of measurement lasts only a few minutes. Thinking that
long-term monitoring of mucosal perfusion would be a significant contribu-
tion for the study of gastric physiology, we registered gastric mucosal blood
flow continuously for 24-hrs, using single fibre laser-Doppler technology.

The study was undertaken in 16 healthy subjects [8 of them had their gas-
tric acidity inhibited with lansoprazol] and in 8 patients with an endoscopically
proven active duodenal ulcer. A 140 cm-long single fibre laser-Doppler micro-
probe was positioned through a gastrointestinal tube in the middle of the
gastric corpus and the mucosal microcirculation was monitored from 14.00
h until 13.59 h the following day. Data were stored and processed to eval-
uate the probable circadian rhythms, using the maximum entropy spectrum
analysis.
We found that the daily variations of gastric mucosal perfusion follow a cir-

cadian rhythm. The respective patterns with maximum and minimum values
were: healthy controls max at 02.00, 10.00, 18.00 h and rain at 5.30, 14.00
and 22.00 h. Healthy controls plus lansoprazol max at 02.00, 07.00, 18.00 h
and min at 04.00, 12.00 and 22.00 h. Ulcer patients max 07.00 and 21.00 h
and min at 17.00 and 24.00 h.

It is concluded that long term measurement of gastric mucosal blood flow
in conscious humans is feasible and this factor of gastric physiology follows
a concrete circadian rhythm, which is not particularly influenced by acid inhi-
bition, but is completely distorted in ulcer patients.

Octreotide and Pancreatic Perfusion During the
Out-come of Experimental Pancreatitis

K. Kotzampassi, E. Eleftheriadis. Department of Surgery, University of
Thessaloniki, Thessaloniki, Greece
Pancreatic ischemia plays an important role in the initiation and outcome of
acute pancreatitis. Somatostatin, widely used for its treatment, is also given
for gastrointestinal bleeding control, since it operates by decreasing splanch-
nic blood flow. The present study was thus conducted in rats to evaluate the
influence of the somatostatin analogue, octreotide, given as prevention or
treatment, on pancreatic tissue perfusion during the out-come of experimen-
tal acute pancreatitis.

Thirty-two rats, divided into four groups. Sham operation plus octreo-tide
treated rats [0, n = 8], pancreatitis subjected rats [P n = 8], pancreatitis rats
plus octreotide [P + 0, n = 8] and octreotide treated prior to pancreatitis
induction rats [0 + P, n = 8]. Acute pancreatitis was created by sodium tau-
rocholate infusion in a closed duodenal loop and pancreatic tissue perfusion
was assessed by means of laser Doppler technique at 0 time and at 30 min,
60 min and 12 h after the initial measurement.

All animals exhibited a reduction at pancreatic tissue perfusion of about
40% [p = 0.001] the initial value at 30 min, either have been subjected to
pancreatitis [groups P and P + 0] or only Octreotide treated [groups 0 and
O + P]. At 60 min an about 10% more reduction was prominent in groups P
and 0, while an about 20% in groups P + 0 and 0 + P [p = 0.001]. At 12
h group 0 had a total reduction of 66.67% the initial value, group P 76.87%,
while groups P + 0 and 0 + P a total reduction of 89.02% and 88.94%,
respectively [p = 0.0001].

Octreotide seems to aggravate the already decreased pancreatic perfu-
sion due to the onset of pancreatitis, given either as prevention or as treat-
ment.

9 Radloimmunoscintigraphy Using F(ab')2 Fragments of
Anti-sialyl Lewisa Monoclonal Antibody (MoAb) in Human
Colorectal Carcinoma Xenografts and in Recurrent
Colorectal Carcinema Patients

J. Sakamoto 1, T. Ichihara 2, T. Kato 3. H. Kojima 1, Y. Murakami 1, J. Kato 1,
K. Nakakawaji 1, T. Uchida 1, M. Horisawa 2, M. Yasue 1. 1 Aichi Prefectural
Hospital, Okazaki, Japan; 2 Nagoya National Hospital, Nagoya, Japan; 3Aichi
Cancer Center, Nagoya, Japan
An IgGl mouse monoclonal antibody (MoAb) H-15 to sialyl-Lewisa anti-
gen, that showed specific in vitro binding to human gastro-intestinal tu-
mors, was established. Intact MoAb and F(ab')2 fragments were radiola-
beled by the Chloramine T method with radioiodine. Biodistribution and ra-
dioimmunolocalization study was performed in a total of 38 nude mice,
hearing xenografted SW-403 human colon cancers and SK-Mel-28 human
melanomas, and accumulation of intact MoAb and F(ab')2 fragments in the
xenografted tumors were compared.

Both intact H-15 MoAb and its F(ab')2 fragments demonstrated preferen-
tial localization in the human colon cancer cells as reflected by the high per-
cent antibody dose injected per gram of tissue (%ID). The %ID of all normal
tissues tested ranged from 0.06 to 0.25 for the intact MoAb and from 0.02 to
0.09 for the F(abprime;)2 fragments, whereas it was 0.36 for the intact MoAb
and 0.56 for the F(ab')2 fragments in the xenografted human colon cancer
tissues. The %ID values in the human melanoma were 0.08 for the intact
MoAb and 0.03 for its F(ab')2 fragments and these were not significantly dif-
ferent when compared normal tissues. Radioimmunoimaging in nude mice
also demonstrated tumor localization by the radioiodinated F(ab')2 fragments
as early as 24 to 36 hours after administration without background subtrac-
tion. None of the melanoma xenografts were visible at any time after the
injection of F(ab')2 fragments.

In clinical application studies, 0.5 mg of the F(ab')2 fragments of MoAb
H-15 were labeled with 2-4 mCi radioiodine, and injected into 2 patients with
pelvic recurrence of rectal cancer and one patient with liver metastasis of
sigmoid colon cancer. A positive tumor image obtained in one patient with
local recurrence of rectal cancer. The initial image at day 1, corresponded to
the blood pool, and the tumor image became increasingly distinct with rapid
clearance of the F(ab')2 fragments from the blood. By day 3, the recurrent
tumor was clearly distinguishable from the surrounding pelvic tissues and
organs. The P-A image was clearer than the A-P image, implying the presence
of radioactivity in the recurrent lesion and not in the bladder.

1 Phenotypic Variation in Familial Adenomatous Polyposis
R.J. Scott 1, Z. Dobbie 1, I. Guldenschuh 2, R. Hurlimann 2, Hj. Muiller 1
Human Genetics, Kantonsspital Basel, 2 Dept. Gastroenterology,

Kantonsspital, Zurich, Switzerland

Familial adenomatous polyposis (FAP) is an autosomal dominantly inherited
disorder characterized by the presence of hundreds to thousands of adeno-
matous polyps within the colon which if left untreated would almost certainly
develop in to colorectal cancer. Recently the gene associated with the inher-
itance of FAP has been identified and is known as the APC gene. The coding
sequence consists of 14 small exons and one very large one (exon 15, which
is split into 23 segemnts, a-w).
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Since the identification of the APC gene several studies have shown that
mutations in this gene can cause differences in disease presentation. Using
the methods of single strand conformation analysis, DNA sequencing and
the protein truncation test we have screened 35 families for mutations in
the APC gene and correlated our findings to disease presentation. We have
shown that mutations occurring within the first 4 exons appear to result in
a milder form of the disease with later age of onset and fewer polyps. Mu-
tations occurring between exon 5 and 15j appear to give rise to the typical
form of the disease. Downstream of exon 15j disease presentation tends to
be highly variable ranging from very early onset with severe symptoms to
Very late onset and low polyp numbers.

In conclusion, we have shown that the site of mutation in the APC gene
can be correlated with disease expression. This result is of value in that it
may be possible to subdivide FAP patients in to several groups such that
those persons presenting with mild symptoms need not undergo prophyactic
colectomy at an early age. Furthermore, should a patient carry a germline
mutation towards the 3' end of the APC gene, then the handling physician
should be alerted to the possibility of a complicated course of disease.

101 The Clinical Significance of the Liver and Spleen
Volume in the Patiens with Chronic Viral Hepatitis

X.Z. Lin, YH. Liu, B.N. Cheng, Y.N. Sun, B.S. Sheu, CY. Chen, H.M. Tsai,
C.L. Shen. Department of Medicine, Radiology, Anatomy and Institute of
Information Science, National Cheng Kung University, Tainan, Taiwan

Small size of the liver and splenomegaly are common physical findings in pa-
tients with chronic vital hepatitis. To assess the clinical significance of these
signs, the sizes of the organs were measured from three-dimensional recon-
struction of computed tomography scans. Thirty-one patients without liver
diseases and twenty-seven patients with chronic vital hepatitis B (18) and C
(9) were recruited from January 1989 and were observed to December 1994.
They all had CT scans and complete clinical data (markers of hepatitis B and C,
body weight, height, Child-Pugh's score, and records of follow-up) available
to be analyzed. From the demographic parameters of the patients without
liver disease - male 1 1, female 20. age 51.2 ± 12.3 yr, weight 60.0 + 8.7 Kg,
height 160 ± 6.0 cm, volume of the liver 1279 ± 190 ml, spleen 146 ± 60 ml,
volume ratio of liver and spleen 10.4 ± 5.3. By linear regression, we could es-
tablish liver volume prediction equation: livervolume (ml) = (12 x height (cm)]
+ [13 x weight (Kg)] - 1530. (y = 0.90, p < 0.01) However, we could not pre-
dict the volume of spleen from demographic parameters. On the other hand,
the volumes of liver (885 ± 193), spleen (595 ± 296), volume ratio of liver and
spleen (1.8 ± 0.8) of the patients with hepatitis were significantly different
from that of the non-hepatitis group, although age, sex, body weight, and
height were similar. Considering the difference of body habitus, liver volume
ratios (volume from reconstructed CT scans / volume from prediction equa-
tion) were used. Liver volume ratio of the chronic vital hepatitis (0.73 ± 0.16)
was significant different from that of non-hepatitis group (1.01 ± 0.01). Corre-
lation analysis showed that survival period correlated with Child-Pugh score
(y = -0.48, p = 0.014) and liver volume ratio (y = 0.50, p = 0.010). However,
Child-Pugh score and liver volume ratio correlated at low level (y = -0.30).
The survival curves of patients with liver volume ratio greater than 0.8 and that
of less than 0.8 were significantly different (p < 0.05). The median survival was
248 weeks vs. 125 weeks. Survival period could not be predicted from liver
or spleen volume and liver-spleen volume ratio. We concluded that the liver
volume can be predicted from patients' body weight and height if they have
no chronic viral hepatitis. This is useful to liver transplantation. Liver volume
ratio, not liver volume itself, is an independent and significant predictor of
patient survival. It will be readily available from state-of-the-art CT scans in
the near future, and should be included in the daily practice for patients with
chronic viral hepatitis.

0 The Quantitative Evaluation of the Severity of Liver
Fibrosis by Computerized Morphometry

X.Z. Lin, M.H. Horng, YN. Sun, X.Z. Guo, N.H. Chow, C.H. Chou, T.T. Chang.
Department of Medicine, Pathology and Institute of Information Science,
Cheng Kung University, Tainan, Taiwan

Liver fibrosis is one of the most important sequelae of chronic liver disease,
which leads to cirrhosis. Liver pathology is still the gold standard to eval-
uate the severity of fibrosis. However, fibrosis is currently described quite
subjectively; or at best, semi-quantitatively by scoring systems, such as Kn-
odell's scoring system. In this study, computerized morphometry is designed
to measure the severity of liver fibrosis. Twenty-four liver biopsy specimens
from chronic vital hepatitis B patients were included. They were prepared
by Masson trichrome stain. All the specimens were reported according to
the Knodell's criteria for hepatic fibrosis - 0: no fibrosis; I: fibrous portal ex-
pansion; Ill: bridging fibrosis; Il: in between and ll; IV:cirrhosis. Then the
specimens were sent for computerized mophometry, which was run on a

Sun Sparc 10 workstation. In this color image processing system, hepatocyte,
fiber and background are discriminated by computer vision. Two hundred and
seventy times of magnification was used in image acquisition. A specimen
with 1.0 x 0.2 cm had generated about 145 images for analysis and each
image needed about 50 seconds to process. The severity was expressed
by (area of the fiber/area of the fiber and the hepatocytes) x 100%. As the
results, we had 6 specimens scored 0, 3 specimens scored 1, 5 specimens

scored 11, 6 specimens scored Ill, and 4 specimens scored IV. The fibrosis per-
centage was 6.2 ± 2.4%, 9.8 ± 1.7%, 14.9 ± 2.3%, 22.0 + 1.7%, and 30.0 ±
3.5%, respectively for each score. Wilcoxon rank sum test and Pearson cor-
relation analysis revealed that Knodell's scores were significantly correlated
with the results from computerized morphometry (y = 0.96, p < 0.001). How-
ever, if a specimen of wrong tissue is placed on the system, the system will
still generate a report for the test. In addition, if the specimens are not well
prepared according to standard Masson trichrome stain, then the system can
not be run appropriately. In conclusion, the computerized morphometry sys-
tem is a reliable tool for evaluation of the severity of liver fibrosis. It can be
used as a helpful tool for objective quantitation of liver fibrosis if only ade-
quate specimens are provided.

1103 I Gastric Secretion in Patients with Liver Cirrhosis
Preliminary Report

K. Wang, H.J. Lin, R.T. Chua, C.L. Perng, S.D. Lee. Division of
Gastroenterology, Department of Medicine, and School of Medicine,
National Yang-Ming University, Taipei, Taiwan, R 0. C.

Patients with liver cirrhosis have a higher incidence of peptic ulcers. However,
their acid secretions are still uncertain. The correlation of gastric secretion
and portal pressure is also unclear.

Between March 1994 and October 1994, we enrolled 14 males with liver
cirrhosis and 11 healthy males. Basal acid output (BAO), Maximal acid out-
put (MAO), Basal pepsin output (BPO), Maximal pepsin output (MPO) were
checked in all patients. Hemodynamic study was performed in 14 cirrhotic pa-
tients and free hepatic venous pressure (FHVP), wedge hepatic venous pres-
sure (WHVP) and hepatic venous pressure gradient (HVPG) were recorded.
Patients with a peptic ulcer, or ingestion of H2-blocker, proton pump inhibitor
or NSAID (within one week) were excluded.

In cirrhotic group, age was 65.1 ± 3.6 yrs (mean + SD). Eight were HBsAg
positive, 4 anti-HCV Ab positive, and 4 alcoholic cirrhosis. Nine had esoph-
agus varices (4 had F3, 1 had F2, 4 had F1). Two had gastric varices. Nine
had portal-hypertensive gastropathy (four had severe PHG, and five had mild
PHG). Eleven were Child's A, 1 Child's B and two Child's C. Eight had heli-
cobacter pylori infection. In control group, age was 71.6 ± 6.1 yrs, four had
helicobacter pylori infection. The BAO in cirrhotic patients and controls was
0-11.9, 0.5 mmol/h (range, median) and 0-2.9, 2.4 mmol/h respectively (p >
0.05). The MAO in cirrhotic patients and controls was 0-29.2, 6.8 mmol/h and
2-21.1, 9.3 mmol/h respectively (p > 0.05). The BPO in cirrhotic patients and
controls was 0-5.2, 0 mg/h (range, median) and 0-16.6, 1.3 mg/h respectively
(p = 0.04). The MPO in cirrhotic patients and controls was 0-11.5, 1.5 mg/h
and 0.8-18.3, 8.3 mg/h respectively (p = 0.004). In cirrhotic patients, WHVP
was 20.4 + 4.9 mm Hg (mean + SD), FHVP was 5.9 ± 3.0 mmHg, HVPG was
14.6 ± 4.6 mmHg. HVPG was poorly correlated with BAO, MAO, BPO, MPO
in cirrhotic patients (r = 0.004, 0.052, 0.00 and 0.135 respectively).

Cirrhotic patients have decreased gastric pepsin output, but there is no
correlation between acid, pepsin secretion and HVPG.

1109 I Gastric Mucosal Proliferative Activity and Laminin
Receptor Expression with Ulcer Healing by Sucralfate

A. Slomiany, J. Piotrowski, J. Majka, B.L. Slomiany. Res. Ctr., UMDNJ,
Newark, NJ, USA

The preservation of the epithelial perimeter of gastric mucosal defense in-
volves a number of interactions associated with cellular proliferation and tis-
sue repair through cell migration to the site of damage. In this study, we
assessed the effect of sucralfate, on the expression of cyclin dependent ki-
nase (CDK), proliferating cell nuclear antigen (PCNA), and laminin receptor
(LR) during chronic ulcer healing. Rats with acetic acid-induced chronic gas-
tric ulcers were treated twice daily either with sucralfate at 100 mg/kg or
placebo, and then at different days used for the quantitation of mucosal LR,
CDK and PCNA. The assays revealed that ulcer healing was accompanied by
an increase in mucosal expression of CDK, PCNA, and LR. A 1 .9-fold increase
in the LR expression occurred by 3rd day following the development of ulcer
and reached a maximum of 8.6-fold increase by the 14th day when the ul-
cer was essentially healed. In the case of PCNA, the maximum expression
(4.7-fold) occurred by 2nd day, while CDK showed the highest activity by 4th
day. Accelerated ulcer healing (8 days) with sucralfate treatment was accom-
panied by a significant elevation in LR, CDK and PCNA. Sucralfate evoked
a maximum of 3.1-fold increase in LR by the 7th day of treatment, PCNA at-
tained maximum of 1 1.8-fold increase by the 2nd day and CDK attained 5-fold
increase by the 4th day. The findings demonstrate that sucralfate possesses
the ability to stimulate proliferative activities of gastric mucosa essential for
the accelerated ulcer healing.

11 Treatment of Chronic Atrophic Gastritis with Epidermal
Growth Factor

Bing-Di Shen, Yu-Lan Xu, Wei-Li Lu 1, Min Wu, Tian Zhu, Zhi-Hua Tao. Dept.
of Gastroenterology, FirstAffiliated Hospital, Wenzhou Medical College,
Wenzhou 325003, China; 1 Su Gan Hospital, Shanghai Traditional Chinese
Medical College, Shanghai200040, China

It is acknowledged that chronic atrophic gastritis (CAG) is a precancerous
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phenomenon, which is the majority of cases leads to the onset of intestinal
cancer, passing through the stage of chronic gastritis, metaplasia and dys-
plasia. Epithelial growth factor (EGF) seems to have an important function in
cytoprotection and stimulate gastrointestinal cells proliferation.

Methods: 192 cases of CAG were randomly as 2:1 ratio divided into treat-
ment group (135 cases) and control group (67 cases). The treatment group

was treated with EGF plus De Nol, and the control group with De Nol only. 6
months as a course. Severity of CAG was comparable in these two groups,

moderate or severe grade in 58% and 52.5%, respectively. All cases were

checked with gastroscopy and biopsy before and after treatment. The Re-
sults showed that EGF + De Nol was significantly more effective in improving
appetite and gaining weight(50% VS 17% and 60% VS 8%, respectively p <

0.05). Effective rate of GAG and intestinal metaplasia (IM) in two groups were

94%, 45% (p < 0.01) and 91%, 55% (p < 0.01), respectively. Conclusions:
The effects of CAG and IM in treatment group were significantly better than
these of control. EGF was a nontoxic, and no side effects were found. No
malignant change was observed after taking EGF, and EGF would be a new

and better drug for CAG and IM.

Effects of Epidermal Growth Factor on the Healing of
Acute and Chronic Gastric Ulcer in Rats

Bing-Di Shen, Yu-Lan Xu, Mai-Long Hu. Dept. of Gastroenterology, First
Affiliated Hospital, Wenzhou Medical College, Wenzhou 325003, China
Previous studies demonstrated that epidermal growth factor (EGF) was ca-

pable of protective gastric mucosa against topical irritants. This study was
designed to examine whether EGF affects the healing of acute and chronic
gastric ulcers induced by pyloric ligation, indomethecine, stress and acetic
acid with subcutaneous administration or intragastric method in animal.

The study was performed on eight groups each of 10 Wistar rats. The
results showed that the incidence and the area of the gastric ulcers in the
experimental groups treated by EGF are significant lower than those in the
control group. The inhibitory rate of the ulcer area induced by pyloric ligation,
indomethecine, stress and acetic acid is 66.98% (P < 0.05), 73.12% (P <

0.05), 65.40% (P < 0.01) and 66.10% (P < 0.05), respectively. The studies
also showed that EGF has depression on the secretion of the gastric juice
and the secretion speed with larger dose of EGF. It is believed that EGF is
implicated in healing of experimental gastric lesions and the inhibitory effect
of the EGF on the gastric ulcer may be a special protective one and has no
relation to the PG synthesis.

In Vitro Effects of Epidermal Growth Factor and Hepatic
Stimulator Substance on the Growth of Liver Cell of
Mice

Shen Bing-Di, Xu Yu-Lan, Tao Zhi-Hua, Zhu Tian. Dept of Gastroenterology,
FirstAffiliated Hospital, Wenzhou Medical College, Wenzhou 325003, China

Epidermal growth factor (EGF) has been demonstrated to have effects on
liver both in Vivo and in Vitro. Considerable evidence now suggests that EGF
may be one of the key factor in initiating liver regeneration after partial hep-
atectomy or chemical injury. It is responsible for the accumulation of EGF in
hepatocyte nuclei. Hepatic stimulator substance (HSS) may play an important
role in the initiation, regulation and optimization of the liver regeneration pro-
cess, has been made very like by cross-circulation experiments in rats in Vivo
and liver perfusion in Vitro.

Liver cells of mice were cultured in 10% FBS RPMI 1640 media containing
FE60 HSS, FE80 HSS extracted from human fetal liver (heated to 60°C or 80°C,
respectively) and M80 EGF extracted from the submandibular gland of male-
adult mice (heated to 60°C). DNA synthesis of the hepatic cells was measured
with 1125 UdR method. The results showed that DNA synthesis in FE60 HSS
was 8575 + 17 cpm, in FE80 HSS 4788 ± 990 cpm, M60 EGF 4592 + 112
cpm and in control group was 1920 ± 657 cpm and the difference was of
great significance (P all < 0.01). The study indicated that HSS and EGF could
stimulated growth of liver cells of mice, but HSS seems not to be very stable
in heating to 80°C.

In Vitro Effects of Epidermal Growth Factor on the
Growth of Gastric Epithelial Cells

Shen Bing-Di, Xu Yu-Lan, Tao Zhi-Hua, Zhu Tian. Dept. of Gastroenterology,
FirstAffiliated Hospital, Wenzhou Medical College, Wenzhou 325003, China

There is now clear-cut evidence that polypeptide growth factor control the
proliferation of the normal gastrointestinal mucosa. Epidermal growth fac-
tor (EG F) stimulated normal growth throughout the gastrointestinal tract, and
accelerates the healing of ulcerated epithelium. This study was to investi-
gate the influence of EGF on the growth of human gastric mucasal epithelial
cells in Vitro. The gastric mucosal epithelial cell on greater curvature of hu-
man stomach were cultured in RPMI 1640 media containing EGF and M60
EGF (mice EGF heated to 60 'C and continued 1 hour), which were extracted
from the sub-mandibular gland of male-adult mice. The cellular DNA synthe-
sis was determined with 1125 UdR incorporation method. The results showed
that control group was 4168 171.5 cpm, EGF group 21980 + 997.8 cpm
(P < 0.0001) and M60 EGF group 6132 + 262.7 cpm (P < 0.01). Mice EGF
heated to 80°C and continued 1 hour, decreased effect on the DNA synthe-

sis of the gastric epithelium, which suggested that mice EGF do not tolerate
heat. The experimental results indicated that EGF was a nutrient factor of
gastroduodenal epithelium and could promote the function for the growth of
the gastric mucosal epithelial cells.

Peptic Ulcer Recurrence Following Treatment with
Pantoprazole or Ranitidine

R. ArendtO, H. Porst2, H.-G. Rohner3, G. Monch4, T. Bethke4,
A. Schneider4. Dept. of Internal Medicine, Univ of Rostock, FRG; 2/11.
Med. Clinic, Hospital Dresden-Friedrichstadt, FRG; 3 Dept. of Internal
Medicine, Marienkrankenhaus Schwerte, FRG; 4 C/in. Research, Byk
Gulden, Konstanz, FRG

Aim: The off-treatment time course of peptic ulcer relapse was studied in
patients whose ulcers had healed on treatment with either the novel proton-
pump inhibitor pantoprazole (PZ), 40 mg, mane, or ranitidine (RA), 300 mg,
nocte. The duration of treatment was 2-4 weeks, in duodenal ulcer (DU) and
4-8 weeks in gastric ulcer (GU).

Methods: 198 outpatients (pretreatment PZ in DU: 114, GU: 28; RA in
DU: 45, GU: 11) were included in multi-center, double-blind, one-year off-
drug follow-up studies with 2:1 randomization. Patients were routinely endo-
scoped after 3, 6, 9 and 12 month or whenever ulcer symptoms occurred on
more than 3 consecutive days. Anti-ulcer drugs were not permitted through-
out the study except antacids for a maximum of 7 days. Laboratory tests (incl.
fasting gastrin after 3 months) were also performed.

Results: Estimated relapse rates (life table analysis according to Cutler &
Ederer):

3 6 9 12 month
DU pretreat. PZ l%l 45 55 55 55
DU pretreat. RA l%l 52 57 63 63
GU pretreat. PZ l%l 25 54 58 66
GU pretreat. RAl%l 46 58 58 58

In both indications the differences between the groups concerning the
time course of ulcer relapse were not significant (p < 0.05, Ulemans's U-
test). In each study serum gastrin levels had returned to pre-study values in
both groups 3 months after withdrawal of acute treatment.

Conclusion: A similar time course of recurrence after treatment with PZ
or RA was found in DU and GU.

1 The Tension-free Hernioplasty
E. Friis, F. Lindahl. Bispebjerg Hospital, Copenhagen, Denmark

235 patients to be operated for 245 inguinal hernias were preoperatively ran-
domized either to have a tension-free hernia repair with implantation of a
prostetic mesh performed, regardless of the type of hernia, or Cooper liga-
ment repair if a direct hernia was found and abdominal ring repair if the her-
nia was indirect. Primary hernias were predominantly (73%) operated under
lokal analgesia, all secondary hernias were operated under spinal or general
anaestesia. Follow-up by physical examination was done 10 days, 3 months
and 2 years postop.. 30 different surgeons operated the randomized patients.
217 were operated according to protocol 8 patients had died 2 years postop-
eratively, 1 was lost to follow-up and 208 (99.5% of possible 209) completed
the follow-up. Registered parameters were postoperative infection, seroma
formation and recurrence rate. 102 patients were randomized to tension-free
hernia repair 106 to either a Cooper ligament repair or abdominal ring repair.

Results: No significant difference was found between the two groups re-
garding postoperative infection (overall 2.4%) and seroma formation (overall
9.5%). Overall recurrence rate in the study was 10.1%. In the tension-free
group 5 hernias recurred (4.9%), and 16 hernias (15.1%) recurred after ei-
ther Cooper ligament repair or abdominal ring repair (X2 test: p = 0.027) In
patients with indirect hernias no recurrences were found after tension-free
operations, 2 recurrences occurred after abdominal ring repair, (not signifi-
cant). After direct hernias 5 (8.6%) recurred after tension-free repair, and 14
(25.9%) recurred after Cooper ligament repair (X2 test: p = 0.025).

Conclusion: Recurrence rate after groin hernia repair was significantly re-
duced after tension-free repair with prostetic mesh implantation as compared
to Cooper ligament repair in direct hernias. No statistically significant differ-
ence was found between tension-free and abdominal ring repair in indirect
hernias. No difference was found in complication rates.

11211 lntragastric Bacterial Overgrowth After Short Term
Treatment with Standart Doses of Acid Reducing Drugs
In Patients with Duodenal Ulcers

L. Demirturk, S. Hulagu, 0. Kocabeyoglu, M. Altin, A.K. Gurbuz, M. Ozel,
i. Birinci, 0. 6zbas, A. Ozcan, M. Gultepe. GATA HaydarpaEa Training
Hospital, istanbul, Turkey
Inhibition of gastric acid secretion leads to intragastric bacterial overgrowth,
as well as reduction of nitrate to nitrite, a precursor of potentially carcinogenic
N-nitroso-compounds.
We treated patients with duodenal ulcer with standard doses of acid re-

ducing drugs and sucralfate, which is known to have little effects on gastric
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acid secretion, to evaluate whether these drugs cause intragastric bacterial
overgrowth and whether there is difference between these drugs on this as-
pect. Seventy-two patients with duodenal ulcer in a single-blind randomised
study have been treated with single dose of ranitidine 300 mg. (RAN) (n =
28), single dose of omeprazole (OM) (n = 24) and sucralfate 1 gr b.i.d. (SUC)
(n = 20) for 3 weeks. Gastric juice was obtained under sterile condition dur-
ing diagnostic upper gastrointestinal endoscopy for assesment of nitrite and
microbiological culture along with a throat swab for microbiological culture
before and after treatment in each group.

No patient in RAN and SUC groups had gastric bacterial overgrowth be-
fore treatment. In the OM group, bacterial overgrowth (<105 cfu/ml) (orally
derived bacteria) was found in 2 patients (7.1 %) before treatment. After treat-
ment in RAN group, bacterial overgrowth was found in 6 patients (21.4%).
There were 16 patients (66.7%) in the OM group and 2 patients (10%) in the
SUC group with bacterial overgrowth after treatment. There were no posi-
tive (<105 cfu/ml)cultures of throatswabs both before and aftertreatmentin
each group. As well as orally derived bacteria, faecal type bacteria were found
in 4 of 6 patients in RAN group and in 12 of 16 patients in OM group including
the 2 patients with intragastric bacterial overgrowth before treatment. There
were no patients with nitrite positivity in gastric juice before treatment. Af-
ter treatment, there were 6 patients in RAN group, 12 patients in OM group
and 1 patient in SUC group with nitrite positivity in gastric juice. All these
patients had intragastric bacterial overgrowth suggesting that formation of
nitrite mainly takes place along with bacterial overgrowth.

These results indicate that gastric bacterial overgrowth of both oral and
faecal type bacteria occurs often in ambulatory patients treated with stan-
dard doses of both ranitidine and omeprazole, while significantly less number
of bacterial overgrowth occur in patients treated with sucralfate (p < 0.05).
There is also significant difference between OM and RAN groups with higher
frequency of bacterial overgrowth cases occurring in OM group than in RAN
group (p < 0.05).

Further studies are needed to determine the clinical significance of these
findings.

1 A New Point in Association Between Crohn's Disease
Duration and Colorectal Carcinoma Development

A.K. Gurbuz, F.M. Giardiello, T.M. Bayless. T7e Johns Hopkins Institutions,
Baltimore MD and Gulhane Military Medical Academy, Haydarpapa
Education Hospital, istanbul, Turkey
It is believed that colorectal carcinoma (CRC) risk in Crohn's disease (CD)
begins after 10 yrs. disease duration. To evaluate the association between
duration of CD and CRC occurrence; we reviewed the clinical characteristics
of 21 CD patients (pts) with 23 CRC. The diagnosis (dx) of CD and CRC were
made at our institution between 1956-1991 by histopathological review. The
mean duration from onset of CD to CRC dx was 17.3 ± 13.5 yrs. 8 pts had a
history of CD onset after age 40 and the mean time till CRC dx was 4.4 yrs. in
this group. In contrast, in 15 CRC pts with CD onset <40 yrs. of age; the mean
time from CD onset to CRC dx was 24.2 ± 11.7 yrs. (p < 0.05). In 87.5% (7/8)
of pts with CD onset after age 40, CRC were diagnosed concomitantly with
CD or in the first 10 yrs. CD duration. Conversely, in only 7% (l/15) of pts with
an age of CD onset < 40 yrs., CRC was diagnosed concomitantly with CD
(p < 0.05). Interestingly; 87.5% (7/8) of CRC diagnosed concomitantly with
CD or in the first 10 yrs. CD duration developed in pts with CD onset after
age 40. Whereas, only 7% (l/15) of CRC diagnosed after 10 yrs. CD duration
developed in pts with CD onset after age 40 (p < 0.05).

CD duration from CD onset to CRC DX (yrs.)
Concomitant dx <10 yrs. <10 yrs
of CD and CRC

Pts with age of CD onset > 40 yrs 4 3 1
Pts with age of CD onset < 40 yrs 1 0 14

p < 0.05

Our results suggest that: 1. The association between CD duration and CRC
occurrence is not uniform. 2. The time from CD onset to CRC dx was statisti-
cally significantly shorter in pts with CD onset after age 40 than in pts with an
age of CD onset <40 yrs. 3. While CRC risk starts after 10 yrs. of CD duration
in pts with an age of CD onset <40 yrs., this risk should be considered even
in the first 10 yrs. CD duration in pts with CD dx after age 40.

127 Helicobacter pylori Infection Does not Accentuate the
Acute NSAIDS-induced Gastric Damage

A.K. Gurbuz, S. HOlaggO, I. Demirturk, i. Karabekir, S. Gul, 0. Sayan,
M. Danaci. Gulhane Military MedicalAcademy, Haydarpa~a Education
Hospital-Istanbul, Turkey
We performed this study to evaluate the role of gastric Helicobacter py-
lori (HP) infection in acute NSAIDs induced gastropathy. 23 (10 male, 13 fe-
male; ages (18-52) patients with normal upper gastrointestinal endoscopy
(UGE) were included in this study. HP infection was documented by CLO-test
when first UGE had been perforated. 14 were found HP (+) and the rest HP
(-). There was no significant age or sex difference between HP (+) and (-)
groups. All patients were put on Naproxen 500 mg PO q12h and Hydrotalcite
1000 mg PO q6h for 7 days. The severity of gastric mucosal damage was

graded for hemorrhages and erosions-ulcers on a scale of 0 to 4 by the sec-
ond UGE performed at the end of treatment protocol. The mean of mucosal
injury scores were not remarkably different in patients with and without HP
refection (2.1. + 1.1 v.s. 1.9 + 1.5) (p > 0.05).
We conclude that HP infection has no role on the severity of acute NSAIDs-

induced gastric damage.

1129 Duodenal Ulcer Healing and Helicobacter pylori
Eradication by One-week Low-dose Triple Therapy with
Omeprazole, Clarithromycin and Metronidazole

J. Labenz, R.J. Adamek, J.P Idstrom, U. Peitz, B. Tillenburg, G. Borsch.
Department of Internal Medicine and Gastroenterology, Elisabeth Hospital
Essen, Department of Medicine, St. Josef Hospital Bochum, Germany; Astra
Hassle, Molndal, Sweden

Aim: The hypothesis was tested that one-week highly effective anti-H.pylori
therapy is sufficient to heal H.pylori infection and duodenal ulcers as well.

Methods: 55 patients with active duodenal ulceration and confirmed
H.pylori infection by 13C-urea breath test were treated with omeprazole 20
mg bd, clarithromycin 250 mg bd and metronidazole 400 mg bd over one
week. During the subsequent 3 weeks patients were treated with either
omeprazole 20 mg od or placebo in a double-blind fashion. Ulcer healing was
endoscopically checked 2 and 4 weeks after enrollment to the study. Eradi-
cation of H.pylori infection was assessed by urea breath test 4 weeks after
stopping any study medication.

Results: 52 patients completed the study without contravening the proto-
col. Two patients were lost to follow-up and another patient stopped study
medication because of side effects (mouth burning, diarrhea) after 4 days and
withdrew from the trial. Ulcer healing was endoscopically observed in 45 out
of 53 patients after two weeks (85%; 95%- Cl: 72%-93%) and in all patients
(n = 53) after 4 weeks (100%; 95% - Cl: 93%-100%). H.pylori eradication
succeeded in 50 out of 52 patients (96%; 95% - Cl: 87%-100%). Adverse
events were reported by 7/54 patients (13%; 95% - Cl: 5%-25%) that led
to discontinuation of the medication in patient (2%; 95% - Cl: 0%- 10%).

Conclusion: One-week low-dose triple therapy is a highly effective, simple
and well tolerated regimen for cure of H.pylori infection and duodenal ulcer
healing as well. Commencement of antisecretory drugs beyond the eradica-
tion therapy seems to be excessive.

5I13j Colorectal Tumors and Human Papillomaviruses
J.Y. Cheng, J.C. Lin. Division of Colorectal Surgery, Tri-Service General
Hospital, National Defense Medical Center, Taipei, Taiwan, R.O.C.

Papillomaviruses are responsible for a wide variety of papillomatous prolifera-
tions in animal and human. They appear to interact synergistically with chem-
ical and physical carcinogens, thus functionally resembling tumor promotors.
The majority of anogenital external neoplasias and cervical carcinomas have
an association with HPV 16 and more rarely with HPV 18 or HPV 33.

Human papillomaviruses are also associated with a number of benign and
malignant neoplasms. To substantiate the relationship between HPV DNA
and colorectal carcinomas, 70 carcinomas and 37 adenomas were analysed
in this study. Specific types of HPV DNA in colorectal tumors were detected
by polymerase chain reaction and Southern blot hybridization. HPV DNA was
detected in 29.7% (11137) of adenomas and in 52.9% (37170) of carcinomas.
The expression of HPV DNA in adenomas and carcinomas, especially in HPV
type 16(4/11 v.s. 26137), was significantly different (p < 0.005). However, there
was no correlation between HPV and the location, differentiation, stage or
survival of malignant cases. This data suggest that HPV DNA, especially type
16, may has a close correlation with colorectal carcinogenesis.

113 I Pathophisiological Aspects of the Duodenal
Mucus-bicarbonate Barrier (MBB) Function in Patients
After Duodenoplasty Performed Upon Complicated
Duodenal Ulcer (DU)

Ye. Kopytov, V. Onopriev, 0. Kokujeva, S. Melnikov. Center of Functional
Surgical Gastroenterology, Kuban State MedicalAcademy, Krasnodar, Russia
The secretion of HCO3 into the duodenal mucus gel layer is an important
first line of defence against luminal acid (W. Silen, 1991). MBB function was
studied in 20 normal subjects (NS) and in 46 patients with DU complicated by
stenosis (compensated or subcompensated forms) before and in 2-6 months
after duodenoplasty (DP)(V. Onopriev, 1984). DP provides radical removal of
the cicatricial-ulceral focus while preserving the pylorus and passage through
the duodenum. MBB function was evaluated on the duodenal mucosal bi-
carbonate secretion (DBS) and back diffusion of hydrogen ions (BDH) rates.
Before the DP DBS rate (mkmoll/5 min) was lower (p < 0.05) in patients with
DU vs NS (9.1 + 1.7 and 14.3 + 1.9 respectively). BDH rate (mmol/15 min) de-
pended on activity of ulcer and duodenitis degree (4 degrees endoscopically:
AO-A3), but it was higher (p < 0.001) in patients with DU vs NS:

AO Al A2 A3 NS
BDH 1.9±0.1 2.8±0.2 3.4±0.1 4.0± 0.2 0.9± 0.2
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There was no correlation between DBS and BDH rates in patients with
DU in contrast to NS. Medium results after DP were changed unsubstantialy,
but inverse correlation (p < 0.05) appeared between DBS and BDH rates, the
latter depended on duodenitis degree. Conclusions: 1. Insufficient function
of the duodenal MBB is accompanied by decrease of DBS and increase of
BDH; duodenitis is a compensatory mechanism for elimination of hydrogen
ions. 2. The removal of cicatricial-ulceral focus leads to favourable changes
of MBB function.

1 New Multidiciplinary Therapy with RALS for Patients
with Esophageal Cancer

M. Iwasa, Y. Ohmori, Y Iwasa, T. Toki, S. Ogoshi. Department of SurgeryI,
Kochi Medical School, Japan
The esophageal cancer is often found in advanced stage and it is difficult
to perform esophagectomy. We develop a new multidiciplinary therapy for
those patients which consisted of remote after loading system (RALS) and
chemotherapy.

Subjects and Methods: In 40 resectable cases, reconstruction was done
with end to end esophago-gastric tube anastomosis retrosternally route.
Eleven cases were performed bypass operation. The indication of bypass
operation is, 1) tumor length is longer than 9 cm in X ray film and/or 2) di-
rect invasion to the Aorta is evident in CT or MRI. The patients underwent
bypass operation with 3 cm width thin gastric tube by using autosuture ap-
paratus (PLC-50 or GIA). On the other hand, jejunum was anastomosized to
the original esophagus in Roux-en Y fashion and jejunostomy was performed
with oral side of Roux loop and silastic tube (9 mm diameter) was placed
into the original esophagus from the jejunostomy for postoperative intralumi-
nally irradiation. Four weeks after operation, external irradiation with Linac-X
ray (4 Gy x 12) and to the cervical area with Linac-electron ray (4 Gy x 12)
was performed simultaneously. And RALS with 60-Co gamma ray(6 Gy x 3)
to the retromediastinal space or residual tumor was performed. Two or 3 W
after termination of irradiation, the chemotherapy with cisplatin (100 mg, i.v.)
and 5-FU (100 mg/day x 4, i.v.) was performed. The chemotherapy was done
every 6 months.

Results and Conclusions: All of patients could take normal oral intake and
discharged. Five year survival rate of resectable cases was 49% and in bypass
case it was 11%. The longest survival case was 4 year 6 month alive after
bypass operation and now enjoy his life. These results suggested the new
multidiciplinary therapy with RALS and cisplatin might be improved prognosis
and QOL not only resectable cases but also unresectable cases of patients
with advanced esophageal cancer.

147 Diminished Survival in Hepatoma Patients with
Paraneoplastic Hypercholesterolaemia

C.K. Tan, N.M. Law, K.Y Ng, R. Chong, H.S. Ng. Department of Medicine 2,
Singapore General Hospital, Singapore
The presence of paraneoplastic syndromes is associated with poorer prog-
nosis in several human cancers, eg lung carcinoma. Hypercholesterolaemia
is a paraneoplastic manifestation of hepatomas and hence our Aims were
to determine if its presence affects patient survival and if so, whether it is
via an association with known prognostic parameters of hepatomas. Meth-
ods: Serum total cholesterol (TC) were measured upon diagnosis in 248 con-
secutive patients seen in our department from July 1989 till Dec 1994 with
hepatoma diagnosed on WHO criteria or lipiodol angiography and without
uncontrolled diabetes or known hypercholesterolaemia. They were classified
into 2 groups - hypercholesterolaemic (HC) with TC > 7.5 mM and normo-
cholesterolaemic (NC) with TC < 6.15 mM. Data were also collected on ac-
cepted clinical prognostic parameters of hepatomas- Child-Pugh class, dis-
ease extent, performance status and presence of portal venous involvement.
Patients who underwent surgical treatment were excluded from the survival
analysis. Results. There were 45/248 (18.1%) patients in the HC group com-
pared to 168/248 (67.7%) patients in the NC group. Compared to NC patients,
HC patients had significantly lower actuarial survival rates both at 6 months
(37.5% vs 16.7%, p < 0.02) and at 12 months (21.4% vs 3%; p < 0.01).
There were no significant differences in the age and sex composition nor
in the Child-Pugh class, disease extent, performance status, portal venous
involvement and treatment modalities between the two groups. Summary.
Hepatoma patients with a high paraneoplastic serum TC of >7.5 mM have a
poorer prognosis that is not explained by any association with known prog-
nostic parameters of hepatomas. Conclusion: The presence of severe para-
neoplastic hypercholesterolaemia in hepatomas may be used clinically as an
independent negative prognostic marker.

1 Repeated Alpha-interferon Treatment in Children with
Chronic Hepatitis B

A. Ballauff 1, R. Behrens 2, S. Wirth 3. 1 University Children's Hospital of
Essen, Germany: 2 Erlangen Germany: 3Mainz, Germany
Therapy with alpha-interferon (a-lFN) is well established in adult patients with
chronic hepatitis B. Several studies in children showed a comparable sero-
conversion rate to antiHBe in 20 to 50%. The only report of repeated inter-
feron therapy in adult patients who had not responded to the initial treatment

yielded a discouraging result of only 11 %. To date no data are available for
children.

We treated 12 nonresponding children aged 5 to 17 years, 9 male, with
chronic hepatitis B seropositive for HBeAg and HBV-DNA. One child had an

associated HDV infection. Histological diagnosis was chronic agressive hep-
atitis in seven children and chronic persistent hepatitis in five. Retreatment
was started 6 to 20 months after the initial a-IFN therapy. One boy had re-
ceived two courses of a-IFN before. In 8 patients we used recombinant a-IFN
in a dose of 9 MU/m2 bodysurface (maximum dose 15 MU) three times a
week for 16 weeks. 4 children received natural a-IFN in a dose of 5 MU/m2
bodysurface, one of them in combination with gammainterferon. Monitoring
included measurements of HBV-DNA by quantitative dot blot hybridization
and determination of conventional HBV markers.

After a follow up of 10 months six patients had seroconverted to antiHBe
and had lost HBV-DNA. HBsAg seroconversion did not occur. Major side ef-
fects were not reported.

Although this study includes only a small number of patients and follow
up is still short the results are encouraging and suggest that retreatment in
children with chronic hepatitis B might be more effective than in adults with
a response rate comparable to the initial course of therapy.

I149 j Clinical Heterogeneity of Hereditary Non-polyposis
Colorectal Cancer (HNPCC)-influence on Screening

L. Gheorghe, G. Aposteanu, Al. Oproiu. Center of Gastroenterology, Fundeni
Hospital, Bucharest, Romania

The prevalence, age of onset and clinical heterogeneity were investigated
in 21 families fulfilling "the Amsterdam criteria" for HNPCC, extracted from
a cohort of 612 pts. with colorectal cancer (CRC) between 1990-1995. The
genealogical studies and the pedigrees construction were made as accurate
as possible. For the ascertainment of probands, informations were collected
about all type of cancers, age of diagnosis, location and histology of the HN-
PCC tumours. The family members at risk were identificated and call-up into
the study; the colonoscopic surveillance at 2 yr. interval for the probands and
call-up cases was advised. We identified 21 probands clustering 21 families
of HNPCC, 44 call-up cases and 102 at risk members. HNPCC represented
3.43% from the overall CRC burden. The mean age at diagnosis was signif-
icantly younger in HNPCC vs standard CRC (p 0.001); proximal location was
documented in 48%; synchronous and metachronous tumours were found
in 13% of the cases in HNPCC vs 2% in the standard group (p 0.05). A rate of
72% from HNPCC exhibited extracolonic locations (most frequent being the
endometrium, gastric, ovary and breast cancers) consonant with the preva-
lence and plentiful tumour spectrum in HNPCC. A single "late onset HNPCC
family" was identified. The overall rate of positive colonoscopic screening
(comprising the adenoma or carcinoma detection) was 16.5%, with high cur-
rative resection rate. We energic promulgate the need for HNPCC Registry,
especially for developmental countries, with more gaps in general practice.
The systematic screening of HNPCC family members at risk, adjusted with
the age of onset and tumour spectrum, leaded toward a more efficient de-
tection and treatment in this limited but high risk group of CRC, strongly im-
proving the prognosis of these patients.

1511 The Genetic Mechanism of Rat Intestinal Anglotensin
Converting Enzyme & Dipeptidyl Aminopeptidase IV
Induction by High Proline Diet

D.H. Lee, S.H. Yim, J.J. Kim, B.C. Yoon, H.C. Jung, I.S. Song, C.Y. Kim. Dept.
of Medicine and Liver Research Institute, Seoul National University, College
of Medicine, Seoul, Korea

It is known that the diet composed of specific substrate induces the increase
of enzymatic activity of brush border membrance enzyme which is specific for
the substrate, but the genetic mechanism of this adaptive regulation is cur-
rently poorly understood. ACE (Angiotensin converting enzyme) and DAP-IV
(Dipeptidyl mninopeptidase IV) are well known brush border membrane en-
zymes which have major role in the digestion of proline. Although high proline
diet is known to induce the increase of enzymatic activity of ACE and DAP-IV,
the genetic mechanism of this phenomenon has not been recognized. Pur-
pose: To clarify the genetic mechanism of ACE & DAP-IV induction by high
proline diet. Method: Total 20 wistar rats were divided into four groups with
different diet. Control group was fed with normal diet (17% protein), sucrose
group with high sucrose diet (68% sucrose), protein group with high protein
diet (50% casein), and proline group with high proline diet (50% gelatin). Af-
ter 3 weeks the small intestine was removed and divided into three equal
length segments, from which homogenate, brush border membrane and to-
tal RNA were prepared. ACE &DAP-IV enzyme activity were estimated in both
small intestine homogenate and brush border membrane. The mount of ACE
mRNA and DAP-IV mRNA were also estimated by northern analysis of RNA.
Result: 1) ACE activity of homogenate; There was significant increase of ACE
activity in proline group (P < 0.01) throughout all sites (proximal, middle, dis-
tal). 2) ACE activity of brush border membrane; There was significant increase
of ACE activity in distal site (P < 0.01) of proline group. 3) DAP-IV activity of
homogenate; There was significant increase of DAP-IV activity in middle (P <
0.01) &distal (P < 0.05) site of proline group. 4) DAP-IV activity of brush border
membrane; There was significant increase of DAP-IV activity in proline group
(P < 0.01) throughout all sites. 5) ACE mRNA mount; Proline group showed
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increase of ACE mRNA in proximal site (P < 0.05) & total mean value (P <

0.05). 6) DAP-IV mRNA amount; There was no statistically significant change
in proline group. Conclusions: 1) High proline diet induced the increase of
enzymatic activity of ACE and DAP-IV. 2) Increase of ACE activity was asso-

ciated with increase of ACE mRNA in small intestine, but increase of DAP-IV
activity was not associated with DAP-IV mRNA. These results suggested that
the induction of increased ACE activity by high proline diet is regulated on

transcriptional level and the induction of increased DAP-IV activity by high
proline diet may be regulated on posttranscriptional level.

2 Validity of the Analysis of Bile Extracted During
Gastroduodenal Endoscopy for the Purpose of
Diagnosing Microlithiasis and Biliary Sludge

S. Realini, W. Pertoldi, M. Reiner, W. Cereda, L. Imburgia. Gastroenterology
and Radiology Units, Regional Hospital of Mendrisio and Outpatient
Departement of University of Lausanne

Samples of bile have been extracted during gastroduodenal endoscopy af-
ter injecting cholecystokinin to visualize any cholesterol crystals in a group
of 55 patients who suffered recurrent pain in the epigastrium or in the right
hypochondrium (1 patient was affected by acute pancreatitis); in all of these
patients endoscopic investigation had given a negative response. With 45 pa-
tients (82% of the group), namely 44 women and 1 man, average 41-years old,
we detected variable quantities of cholesterol crystals in bile sample under
microscope examination (1-3 scale size at x 40 magnifying). All patients were
submitted to abdominal ultrasound scan and 7 of them who had had gallblad-
der removal, were also submitted to intravenous cholangiography. Such X-ray
investigations have allowed to diagnose one case of biliary sludge, two cases

of biliary sludge plus microlithiasis (<3 mm diam.) and two cases of biliary
lithiasis. Out of 41 patients, whose clinical development had been surveyed,
37 were treated with ursodesoxycholic acid and among them, 24 underwent
this treatment for 2-3 months and 13 had longer and repeated treatment
courses. Clinical follow-up has evidenced improvement in 31 cases (83%).
One female patient has had to undergo gallbladder surgery due to acute pan-
creatitis; another has developed a gallstone during pregnancy. As an other
author also pointed out, investigating the presence of cholesterol crystals in
bile while practicing endoscopic examinations has proven to be a simple and
reliable method to diagnose symptomatic biliary sludge. Ultrasound scan is
not sensitive enough for biliary sludge diagnosis: based on our experience,
it provides accurate response in 13% of cases.

Sustained Response Rate in Chronic Hepatitis C
Treated with Recombinant a-Interferon (r1FN).

G. Bresci, L. Gambardella, S. Banti, G. Parisi, A. Capria. U.G. di
Gastroenterologia, Pisa, Italy
To evaluate the efficacy and usefulness of rIFN, we studied 306 patients
with chronic hepatitis anti-HCV positive, diagnosed by clinical and histologi-
cal data. Patients showed basal liver enzymes at least twice maximum normal
value. Exclusion criteria were: presence of HBV, HDV or HIV virus, histologi-
cal diagnosis of cirrhosis, alcohol abuse, drug-induced liver disease, autoim-
mune or metabolic disorders. The patients were randomly assigned to two
groups of 153 patients each and treated with rIFN at a dosage of 3 MU, 3
times a week: group A for 6 months while group B for 12. Drop-outs were 10
(3.2%), 4 in group A, while 16 patients (5.2%) stopped rIFN for side effects (7
in group A). The cases who showed a normalization of liver enzymes at the
end of the therapy (responders) were 150/280 (53.5%). The responders were

examined every 3 months after rIFN withdrawal and followed up for at least
24 months during which no therapy was accomplished. A statistical analysis
was made to evaluate the homogeneity of the two groups. To see if other
factors than the length of the therapy could have influenced response, sex,
age, duration of the disease AST, ALT and yGT levels have been analyzed
among responders, long-term responders and non-responders too. The two
groups were similar. Drop-outs were 5 (3.3%) during this period. The patients
with persistent normalization of liver enzymes 2 years after rlFN withdrawal
(long-term responders) were 59/275 (21.4%) without a statistically significant
difference between the two groups. Relapses were 86/145 (59.3%). We did
not find any statistically significant difference between long-term responders
and relapses as regards the aforesaid factors potentially able to influence
the efficacy of rIFN hence we have not identified any predictive factor of re-

sponse. In conclusion sustained response rate was 21.4% at the end of our

research.

1158 Effectiveness of the Cytologic Examination of Pure
Pancreatic Juice without Endoscopic Retrogarde
Pancreatography in the Diagnosis of Early Pancreatic
Cancer

A. Nakaizumi, M. Tatsuta, H. Uehara, A. Takenaka, H. lishi, T. Kitamura,
H. Ohigashi, 0. Ishikawa, A. Wada. The CenterforAdult Diseases, Osaka,
Japan

Background. We experienced 12 patients who have an in situ cancer or ade-
nocarcinoma with minimal invasion of the pancreas. In these cases no pan-

creatic mass and no ductal stenosis or obstruction could be detected by

ultrasonography (US), endoscopic ultrasonography (EUS) or CT, and by en-
doscopic retrograde pancreatography (ERP). But cancer cells were detected
by aspiration cytology of pure pancreatic juice. Therefore, the cytologic ex-
amination could only detect such an early and potentially curable pancreatic
cancer.

Method. In order to detect such an early cancer of the pancreas efficiently,
aspiration cytology of pure pancreatic juice without ERP were performed in
73 consecutive outpatients who had symptoms or clinical findings that sug-
gested pancreatic disease.

Results. Positive, suspicious and negative cytologic results were obtained
in 6 (8 percent), 10 and 57 cases, respectively. Patients with positive or suspi-
cious cytologic results and those with negative cytologic results with abnor-
mal findings by US, EUS, or CT were admitted and underwent ERP with pan-
creatic juice cytology. Of those with positive cytologic results, all 6 patients
eventually were found to have pancreatic neoplasms (adenocarcinoma, 2;
cystadenocarcinoma, 1; adenosquamous carcinoma, 1; carcinoma in situ, 1;
borderline lesion, 1). Of those with suspicious cytologic results, one patients
eventually was found to have borderline lesion. Of those with negative cyto-
logic results, 4 patients eventually were found to have pancreatic neoplasms
(islet cell carcinoma, 1; cystadenocarcinoma, 1; borderline lesion, 2). In 9
(82%) of the 11 cases detected in this study, the pancreatic neoplasms were
resectable, and 5 (45%) were in situ carcinoma or borderline lesion. Three pa-
tients were died but 8 patients were alive with no evidence of recurrence for
an average of 2 years following surgery. No further cases of pancreatic can-
cer were found in patients with negative cytologic results and normal finding
by US, EUS, and CT.

Conclusions. The cytologic study of pancreatic juice without ERP is use-
ful in diagnosis of an early and potentially curable cancer of the pancreas,
because it is simple to perform and safe.

15 Human Papillomavirus in the Esophagus of HIV Patients
0. Bouchaud, C. Marche, G. Cadiot, F. Walker, T. Vallot, F. Potet, M. Mignon,
E. Ren6. Depts of Infectious Diseases, Gastroenterology and Pathology, Chu
Bichat, Claude Bernard, F-75877 Paris Cedex 18, France

In HIV patients, the etiology of esophagitis is often not found. The possible
role of Human Papillomavirus (HPV) as an agent of esophagitis has never been
evaluated in HIV patients.

Aim. To evaluate the prevalence of esophageal HPV localization in HIV pa-
tients and the possible role of HPV as an agent of esophagitis.

Methods. Prospective study conducted in all HIV patients having an up-
per digestive endoscopy during which systematic biopsies of the esophageal
mucosa were performed. The patients were divided in 3 groups: Group 1: no
macroscopic esophageal lesion; Group 2: non ulcerated esophagitis; Group
3: ulcerated esophagitis. The presence of HPV in the esophageal mucosa was
shown by in situ hybridization (ISH). The presence of the other pathogens
(Candida, CMV, HSV, EBV) was shown by standard histologic examination,
specific immunohistochemistry and, for EBV, by HIS.

Results. 103 HIV patients were included: 32 patients in group 1, 36 in group
2 and 35 in group 3. 78 patients had AIDS, 21 ARC and 4 were asymptomatic.
Mean CD4 count was 76/mm3 (4-766). HPV was found in the esophageal
mucosa of 31% of all the patients studied, group 1: 34%, group 2: 33%,
group 3: 27%. There was no specific risk factor associated with HPV. In 18
patients (7 of group 1, 5 of group 2 and 6 of group 3), HPV was the only
pathogen found. Mean CD4 count was significantly higher (p < 0.05) in HPVE
patients than in HPVe patients, respectively 113/mm3 (4-766) and 59/mm3
(4-485).

Conclusion. 1) This is the first study reporting HPV localization in the
esophageal mucosa of HIV patients. 2) HPV is probably not an etiologic agent
of HIV-related esophagitis, since its prevalence was similar in normal esopha-
gus, non-ulcerated esophagitis and ulcerated esophagitis. 3) No explanation
was found concerning the better immune status in HPVE3 patients than in
HPVe patients.

162 Cost-effectiveness Analysis of a New Diagnostic
Strategy for Colorectal Cancer

P Wille-Jorgensen, PB. Poulsen, J. Gade, T. Christiansen. Department of
Surgery K, Bispebjerg hospital, University of Copenhagen and Centre for
Health and Social Policy, University of Odense, Denmark

456 consecutive patients admitted to a surgical department during one year
were investigated due to suspicion of colorectal disease with either rec-

toscopy and barium enama of the colon or total colonoscopy. 29 patients
were found to have colorectal cancer and 44 colorectal polyps. The total costs
for the diagnosis were estimated to 4.0 mio Dkr.

The use of fecal calprotectin test has in previous studies shown a very high
sensitivity but a moderate specificity for the diagnosis of colorectal cancer.

A epidemiological model were applied to the 456 patients with two dif-
ferent diagnostic strategies: a) Fecal calprotectin test + rectoscopy and b)
Fecal calprotectin test + fiber sigmoideoscopy. In both alternatives a positive
calprotectin-test caused a full colonoscopy. The economic consequenses of
the two stategies were estimated. In a) the total costs for diagnosis would
be 2.1 mio Dkr and the risk of missing two cancers. In b) the total costs for
diagnosis would be 2.6 mio Dkr and the risk of missing one cancer. The incre-
mental costs forfinding an extra cancer wold be in a) 0.9 mio Dkr and in b) 1.4
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mio Dkr. It is concluded that the use of fecal calprotectin test, and a fiber sig-
moideoscopy in the evaluation of patients suspected for colorectal disease
is cost-effective and cheaper than the conventional diagnostic approach.

The diagnostic strategy should be evaluated in a prospective study.

1 Comparative Efficacy of Omeprazole in Association with
Amoxicillin or Clarithromicin in Helicobacter pylori
Positive Functional Dyspepsia

F. Catalano, R. Catanzaro, A. Liberti, G. Branciforte, A. Brogna,
C. Bentivegna, A. Blasi. Department of Internal Medicine, Gastroenterology
Unit, University of Catania, Italy

The pathogenesis of functional dyspepsia (FD) is unknown and probably not
univocal. A large number of studies have demonstrated that Helicobacter py-
lori (HP) is a common finding in the gastric mucosa of dyspeptic pts and the
reported prevalence rates vary around a mean of approximately 50-60%.

The aim of this study was to verify the efficacy of two treatment on HP
eradication and on improvement of symptomatology and histology in FD pts.

We selected 98 HP+ve pts with FD randomly divided into two groups.
Group A: 48 pts (19 M/29 F; mean age 51.4 ±t 14.3; range 20-81 yrs) treated
with Omeprazole (OME) 20 mg daily for 4 weeks plus Clarithromicin (CLA) 1
g daily for 2 weeks; Group B: 50 pts (22 M/28 F; mean age 52.74 ± 12.3;
range 27 - 76 yrs) treated with OME 20 mg daily for 4 weeks plus Amoxicillin
(AMO) 2 g daily for 2 weeks. HP positivity was tested by CP-Test, histology
and culture at entry and 6 weeks after the end of the treatment. Symptoma-
tology and histology were graded on a score of 0-3 according to severity.
Data were statistical analyzed using Chi-square test.

At the control 8 pts in Group A and 6 pts in Group B dropped-out. HP
was eradicated in 21/40 pts (52.5%) in Group A and in 35/44 pts (79.5%) in
Group B (p = 0.017). All eradicated pts in two groups showed improvement
in symptomatological and histological score without significant difference,
although eradication was statistically higher in B group.

In conclusion the present study shows that combined treatment of OME
plus AMO is more effective than OME plus CLA in order to eradicate HP
infection in FD pts.

16 The Occurrence of B and C Hepatitis Viruses in Blood
Donors, Patients, and Medical Personnel

V. Ivashkin, A. Kalinin, B. Lytsar, A. Khazanov. Main Clinical Hospital,
Moscow, Russia

The occurrence of B and C hepatitis viruses (HBV, HCV) was studied in blood
donors, patients, and medical personnel. Under observation were 8878 per-
sons. Virus markers were determined in the blood serum by the immunofer-
ment assay. Blood donors who came from various regions were noted for a
high total infection rate, which was as high as 3.3% (HW, 1.8%; HCV, 1.5%).
The frequency of occurrence of the hepatitis viruses was showvn to be ir-
regular. The donors who came from the northern and central regions of the
Russian Federation were noted for the lowest infection rate; the highest rate
was characteristic of the donors from the southern regions of Russia, Far
East, Siberia, and Central Asia. The most unfavorable situation was registered
in the hospitals. HBV and HCV markers were revealed in 79.8% of patients
undergoing programmed hemodialysis, 55.5% of those who has undergone
multiple hemotransfusions, and in 32.9% of those who received injections
and intravenous infusions. Medical personnel having frequent contact with
blood and its components is regarded as a risk group. The employees of the
hemodialysis department proved to have been infected in 53.9% of cases,
those of the hematological department, in 47.2% of cases, laboratory, 34.7%,
blood bank, 32.2%. Hepatitis B accounted for 48.3% and hepatitis C, 18% of
the total number of acute hepatitis cases. Most often light form of hepatitis
C was registered with no jaundice being observed. In 70.5% of patients with
chronic hepatitis and 86.4% of those with cirrhosis of the liver the disease
could be caused by the viral infection. To improve the situation with respect to
post-transfusion hepatitis all blood donors, patients, and medical personnel
having frequent contact with the blood, are to be examined for the presence
of HBV and HCV infection.

16 Induction of TIMP-1 and TIMP-2 During the Acute Phase
Reaction in Primary Rat Hepatocytes and Rat Liver In
Vivo

E. Roeb 1, S. Matern 1, PC. Heinrich 2, S. Rose-John . 1 Med. Klinik Ill,
Mainz, Germany, 2 Inst. fur Biochemie RWTH Aachen, Mainz, Germany; 31.
Med. Klinik Univ. Mainz, Abt. Pathophysiologie, Mainz, Germany

The steady state levels of extracellular matrix proteins are regulated by the
rates of their synthesis and degradation. Metalloproteinases and their spe-
cific inhibitors, tissue inhibitors of metalloproteinases (TIMPs) are believed
to be critical determinants of matrix metabolism associated with a variety of
pathologic processes including fibrosis.

By Northern Blot analysis we could show that TIMP-1 is expressed in
rat hepatocytes in primary dulture and regulated by inflammatory cytokines
among which IL-6 was the most potent natural stimulator. Dexamethasone
dose dependently inhibited constitutive and IL-6-induced expression of TIMP-
1. Under the mentioned conditiones no changes of metalloproteinases could

be observed by reverse zymography. We prepared a polyclonal antiserum
against TIMP-1 and observed a twentyfold upregulation of TIMP-1 protein ex-
pression upon stimulation with IL-6 and IL-IN by immunoprecipitation. In rat
hepatocytes TIMP-2 mRNA was upregulated upon incubation with dexam-
ethasone, prostaglandin E2 and a combination of cytokines, whereas IL-6 or
IL-lf had no effect. In rat liver in vivo we found a dramatic increase of TIMP-1
and TIMP-2 mRNA expression after intraperitoneal injection of lipopolysac-
charide.

Thus we observed different but also similar mechanisms regulating TIM P-
1 and TIMP-2 expression indicating both different and also partly similar phys-
iological roles. The closely related regulation of the two TIMPs might be of
importance for the fine tuning of the homeostasis of the extracellular matrix.
We could not detect a change in expression or activity of metalloproteinases.
Overproduction of TIMP-1/-2 could inhibit the activity of metalloproteinases
and thus lead to matrix accumulation. Since TIMP-1 and TIMP-2 are induced
during the acute phase reaction they could possibly be involved in the patho-
genesis of liver fibrosis.

1169 I UDCA Treatment of Acute Icteric Hepatitis B Infection
H. Senturk, E.G. Basaran, A. Mert, N. Ozgunes, A. Sonsuz, Y. Aktuglu. Dept.
of Int. Med., Cerrapasa Medical Faculty, Istanbul, Turkey

Cholestasis, in varying degrees, is generally present in acute icteric hepati-
tis B infection. Ursodeoxycholic acid (UDCA), a choleretic bile acid, prevents
propagation of cholestasis due to accumulation of colagog bile acids and pro-
tects hepatocyte membrane against toxic damage. It is said to have some
immunomodulatory properties as well. We tested the effect of UDCA on the
duration of icteric period and on serological recovery in acute icteric hepatitis
B infection by a randomized controlled trial.

Fifty patients with a serum bilirubin level above 3.5 mp/dI were studied.
The diagnosis of acute hepatitis B was based on the presence of HBsAg, and
anti-HBcigM, and absence of Anti-HAV IgM with a consistent acute clinical
picture. 26 patients (median age 27, range 12-62) were treated with UDCA
(Ursofalk, Dr. Falk Pharma GmbH, Freiburg, Germany) 500 mg/day in two di-
vided doses, and 24 patients (median age 27, range 14-54), treated with
placebo (kindly supplied by Dr. Falk Pharma GmbH), served as controls. Treat-
ment was continued until the serum bilirubin level dropped to or below 1.5
mp/dI. The initial serum bilirubin levels (mean 10.3, range 4-24 vs. 9.9, 4-21
mg/dl) and ALT levels (2146, 460-280 vs. 2007, 322-6330 U/L) of drug and
placebo groups were similar. The mean icteric period (serum bilirubin over
1.5 mg/dl) was 23.9 days (range 5-75) in UDCA group and 23.6 days (5-49)
in placebo group. There was only one patient with an icteric period over 49
days who was in UDCA group. All 50 patients, eventually, lost HBsAg and
developed Anti-HBs antibodies.

It was concluded that UDCA has no effect on the duration of icteric period
and on serological recovery in acute icteric hepatitis B infection.

1171 Comparison of the Laboratory and Histopathological
Results in Patients who Underwent Percutaneous Liver
Biopsy

L. Demirturk, S. Hulagu, M. Ozel, A.K. Gurbuz, M. Altin, E. Ugmakli,
M. Danaci. GATA HaydarpaEa Training Hospital, istanbul, Turkey

Percutaneous needle biopsy of the liver is a valuable diagnostic tool in the
diagnosis of the diseases of the liver. Studies to find other methods that could
replace it have failed to reach to a result yet. We discussed the results of liver
biopsies performed in our department between 1992 and 1995, in this study.
During this period 149 biopsies were done in 126 patients. Of these patients
29 were women and 97 were men and mean age of the study group was
38.5 (20-66). The overall evaluation of the results revealed that in 6 patients
the biopsy materials were not enough, in 61 cases (48.4%) histopathological
findings confirmed the clinical diagnosis and in 59 patients (46.8%) the clinical
diagnoses have been modified.
Table: Relationship of Clinical Diagnosis and Histopathological Findings

Clinical diagnosis No. of Material is Confirmed Modified
Biopsies not enough

Congenital hyperbilirubinemia 29 1 17 11
Asymptomatic transaminase elevations 32 1 10 21
HBsAg (+), transaminase elevations 24 2 12 10
AntiHCV(+), transaminase elevations 18 - 10 8
Delayed HBsAg positivity 13 2 5 6
HBsAg (+), AntiHCV(+) 4 - 2 2
Alcoholic hepatitis 3 2 1
Idiopathic splenomegaly 3 - 3

Total 126 6 61 59

117 I Transforming Growth Factor .1 (TGF-fi) Accelerates
Gastric Ulcer Healing in Rats

M. Kawamura, T. Yano, S. Yamazaki. Pharmaceuticals Laboratory/,
Yokohama Research Center, Mitsubishi Chemical Co., Yokohama, Japan
TGF-,B stimulates synthesis of extra cellular matrix proteins and inhibits their
degradation in various organs, but there had been little information about
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stomach. Some studies showed that the content of endogenous TGF-fi in-
creased in the stomach at healing stage of ulcer. In the present study, the ef-
fects of TGF-P on the healing of ulcer and the collagen levels were examined
in acetic acid induced chronic gastric ulcer in rats. Methods: Male Donryu
rats were used. Acetic acid (20%, 0.05 ml) was injected into the subserosal
layer in the antrum. Recombinant human TGF-,B was dissolved in 2% hydrox-
ypropylcellulose (HPC) solution. Experiment 1: TGF-P was given p.o. twice
daily for 7 days starting from the third day after the operation. Rats were sac-
rificed day after the final administration of drugs, and the ulcer indices were
measured. The stomach was fixed by 10% formalin, and stained by Azan.
Collagen levels of the ulcer area were measured with image processing tech-
nique. Experiment2: TGF-fi was given p.o. 1, 2, 4 and 7 times lweek starting
from the third day after the operation. Rats were sacrificed 7 days after the
first administration of drugs, and the ulcer indices were measured. Results:
Experiment 1: The subserosal injection of acetic acid produced visible round
ulcer in the stomach by the third day after injection. Twice daily administra-
tion of TGF-fi (0.1 t 10 jig/kg, p.o.), which showed neither acid inhibiting
effects nor cytoprotective effects, significantly accelerated the healing of the
ulcer and increased the collagen levels of the ulcer area. Experiment2: Once
a week administration of TGF-P (1.5 .tg/kg, p.o.) significantly accelerated the
healing of the ulcer, as well as 2, 4 and 7 times a week.

Conclusion: 1) Oral administration of TGF-f seems to be useful in the treat-
ment of gastric ulcers. 2) It was suggested that one of the mechanisms of
ulcer healing action of TGF-P might be related to collagen regeneration.

Venous Features and Histologic Grading at the Site of
Venous Invasion Predict Liver Metastasis of Colorectal
Carcinoma

C.R. Teixeira 1, S. Tanaka 2, K. Haruma 2 M. Yoshihara 2, K. Sumii 2,
G. Kajiyama 2, F Shimamoto3. 1 CNPq-Postgrad. Course on Gastroenterol.
Univ. Fed. RGS, Porto Alegre, Brazil, 2 First Dept. Int. Med., Hiroshima,
Japan,' 3 Pathol., Hiroshima Univ. Sch.of Med., Hiroshima, Japan

The ability to invade veins, enter into the blood stream while remaining vi-
able until a distant viscera is reached, are some of the properties required
for malignant cells to metastasize. The Aim of this study is to analyze the
histopathologic features of venous invasion by colorectal adenocarcinoma
cells and its relationship with the development of liver metastasis. Methods:
64 advanced colorectal carcinomas were stained with Victoria Blue which is
specific for vascular endothelium to evaluate the presence of venous inva-
sion. Veins were divided in large (L) when exceeding 130 gtm in diameter or

as (S) when smaller. Histologic grading was performed at the site of venous
invasion as follows: W-cloneswere composed entirely of regular glandular
formations: Mw-clones were formed of irregular glands or "glands within
glands" formations; Mp-clones were composed of scattered islands of cells
combined with highly irregular glands. Results: When (S) veins were invaded
in 15/31 (48%) of the cases liver metastasis were seen, however in case of (L)
veins invasion in 14/18 (78%) of the cases liver metastasis have occurred (p
< 0.05). Regarding location of the veins: 5/15 (33%) of submucosal veins, 1/5
(20%) of muscularis propria veins, 14/20 (70%) of subserosal veins when in-
vaded were associated with liver metastasis. Moreover, liver metastasis have
occurred in 9/9 (100%) of the cases showing invasion of both submucosal and
subserosal veins (p < 0.05). According to the histologic grade we identified
16 W-clones, 11 Mw-clones and 37 Mp-clones. Among 7 W-clones and 6 Mw-
clones that invaded veins 3 (43%) and 3 (50%) respectively, developed liver
metastasis. However, of the 36 Mp-clones invading veins 23 (64%) produced
liver metastasis (p < 0.05).

Conclusions: 1) Invasion of subserosal veins or of veins exceeding 130
,um in diameter significantly increased the likelihood of liver metastasis of
colorectal carcinoma. 2) In comparison with W- and Mw-clones, Mp-clones
had a higher potential to develop liver metastasis following venous invasion.

1 Rectal Cancer: A Previsional Model of Local Recurrence
by Multivariate Analysis

G. Romano, G. Rotondano, P Esposito, A. Novi, L. Pellecchia. Department
of General Surgery and Organ Transplantation, University of Naples
"Federico Il': School of Medicine, Naples, Italy

Local recurrence of rectal cancer (LR) after "curative" surgery is a major clin-
ical problem, with an incidence of 10-30%, a low resectability rate and a

dismal prognosis. Prediction of LR might permit more targeted and appropri-
ately scheduled post-operative surveillance of patients with earlier diagnosis
of recurrent disease and might help selecting the patients to be assigned to
the most suitable adjuvant treatment protocol.

To evaluate if a simple multivariate model could predict the LR probability
in the single case, we retrospectively evaluated 118 consecutive patients (63
M, 55 F; mean age 62 12 years) operated on for rectal cancer and followed-
up for a mean of 39.8 + 32.5 months (2-78).

Local recurrence occurred in 32 patients (28%), with 7 cases (6%) hav-
ing local + distant failure. Age and sex of patients, type of surgery, size and
morphology of the tumour were all unrelated to the event under investigation
(i.e. LR). The site (low rectum) and the grading of rumour only showed a trend
toward significativity (p < 0.07). At Cox regression the Dukes' stage and the
postoperative radiotherapy were the only independent prognostic factors for
LR (p < 0.001). No variables predictive of the time to LR were found.

Actual group Predicted group % Correct
No recurrence Local recurrence

No recurrence 69 3 95.8%
Local Recurrence 12 25 67.5%
Overall 88.2%

This multivariate model was able to correctly reclassify the patients and
predict local recurrence in 86.2% of the cases. Prevention of LR by adequate
surgery and adjuvant therapy as well as its early detection offer the best
prospect of improving the results of surgery for rectal cancer.

E1811 Quantification of Artificial Fat Malabsorption by the
13C-hiolein Breath Test in Healthy Volunteers

H. Ashraf, P Hildebrand, R. Meier 1, C. Beglinger, A. Christ, K. Gyr. Division
of Gastroenterology and Department of Internal Medicine, University
Hospital, CH-4031 Basel, Switzerland; 1 Division of Gastroenterology,
CH-4410 Liestal, Switzerland

Tetrahydrolipstatin (THL) is a potent irreversible inhibitor of gastrointestinal
lipases which induces fat malabsorption in humans and was developed with
the intention to support weight loss in obesity. THL is therefore an excel-
lent tool to investigate artificially induced fat malabsorption by a non-invasive
breath test. The aim of the present study was to use the 13C-hiolein breath
test to assess THL-induced fat malabsorption in healthy volunteers. 13C-
hiolein is a long chain triglyceride with most of the C-atoms of the molecule
13C-labeled. We assume that this test yields faster and higher 13C02 recov-
ery than carboxyl-labeled 13C-triglycerides.

Methods: 8 healthy volunteers of normal weight underwent 2 study peri-
ods of 4 days of diet (100 q fat/day) with or without THL 120 mg t.i.d. On the
last day of each phase, a 13C-hiolein breath test (2 mg/kg with the test meal)
was performed. 13C02 recovery in breath samples was measured over 24
hours by isotope ratio mass spectrometry.

Results: The peak 13C02 excretion occurred only after 5 hours in both
treatments with little difference during the first 4 hours. THL potently reduced
fat digestion and absorption with the most pronounced effect observed after
8 hours: 1.1 + 0.2 vs. 2.3 + 0.3% dose/h in control experiments (p < 0.05).
The 24 hours cumulative 13C02 excretion was also significantly reduced by
THL: 14.9 ± 2.2 vs. 28.4 ± 4.1 dose in control experiments (p < 0.05).

Conclusion: 13C02 recovery after 13C-hiolein administration was slow and
in the same range as in other triglyceride breath tests. THL 120 mg t.i.d. in-
duced a fat malabsorption that could be detected by the 13C-hiolein breath
test most efficiently between 5 and 12 hours after the administration of the
tracer. We conclude that 13C-hiolein is not superior to other labeled triglyc-
erides to detect fat malabsorption in humans but more expensive.

11861 Clinical Superiority of Pantoprazole Over Ranitidine in
the Treatment of Patients with Florid Duodenal Ulcers.
Mexican Multicentre Study

M. Dibildox 1, J. TomAs-Pons 1, K. Rose2, R. Fisher 2. A. Barrera3,
H. Barrera4, X. Diaz Gonzalez5, F. Esquivel3, S. Gallo3, F. Le6n6,
G. Ochoa5, R. Ornelas3, M. Ramos4, E. Segura6. 1 Byk Gulden Mexico;
2 Byk Gulden Germany; 3 Instituto Nacional de la Nutricion, 6H 20 de
noviembre, Mexico City;' 4 CMNO Guadalajara; 5H San Jos6 Monterrey
Purpose: To compare efficacy and tolerability of oral Pantoprazole (PAN) with
Ranitidine (RAN) in the treatment of Mexican outpatients with one or two
endoscopically confirmed florid duodenal ulcers (diameters of the main ulcer
<5 to >20 mm).

Methods: Multicentre, balanced, randomized, double-blind (double-
dummy technique), parallel-group comparison clinical trial.

Testmedication: Each patient received 40 mg of PAN plus RAN placebo or
300 mg of RAN plus PAN placebo once daily for two weeks or, if not healed
by then, it was continued for two more weeks.

Results: 163 were protocol correct PAN = 82 (54 M/28 F) and RAN 81 (46
M/28 F). Demographic data and ulcer size were comparable in both groups.

Healing rates Pantoprazole Ranitidine p value

2 weeks 59(72%) 41 (51%) <0.01
4 Weeks 78(95%) 70 (86%) =0.056

Ulcer healing proceded significantly faster with PAN than with RAN (p <
0.01).

Among the patients with pain prior to treatment, 77% of the PAN and 69%
of the RAN group were pain free after two weeks. The percentage of patients
suffering from pain declined faster in the PAN group (1st. day without pain p
= 0.14, First three consecutive's days without pain p = 0.1). Both treatments
were well tolerated. Only 6 adverse events were reported (PAN group: in-
somnia and constipation, RAN group: insomnia and headache) which were
classified as probably related to test medication. No changes in the laboratory
parameters were observed.

Conclusions: Pantoprazole 40 mg once daily proved to be highly effective
and well tolerated. The therapeutic superiority, of PAN overRAN is considered
to be of high clinical relevance, because PAN shortens the healing time and
gives a better quality of life.

A16

 on M
ay 22, 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

1 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


4th UEGWBerlin 1995

1 Long-Term Maintenance Therapy with Sucralfate In
Patients With Mild Erosive Reflux Esophagitis

G.D.C. Vosmaer1, G.N.J. Tytgat2, H.R. Koeiz3. 1Scheper Hospital, Emmen,
the Netherlands; 2 Academical Medical Center, Amsterdam, the
Netherlands; 3 Triemli Hospital Zurich, Switserland

Previous studies have shown that relapse of reflux esophagitis can be pre-
vented with long term maintenance therapy with acid suppressive (H2RA and
PPI) and prokinetic drugs (cisapride). It is unknown whether mucosal protec-
tive drugs such as sucralfate can also be used as a prophylactic agent. To
study the efficacy of sucralfate in the prevention of recurrent reflux esophagi-
tis, a placebo controlled, double-blind, multinational study was planned.

Ambulant male and female outpatients over 18 years of age with endo-
scopically proven healed reflux esophagitis of initial Savary-Miller grade 1-
11 severity were randomly allocated to sucralfate 2 g bid or placebo for 6
months. Prior healing was allowed with H2RA, PPI or cisapride therapy. The
patients were treated for 6 months, with monthly visits. Endoscopy was per-
formed at the end of the trial or earlier if there was any clinical suggestion of
symptomatic relapse. No other drugs were allowed during the maintenance
phase of the study except rescue medication with a low-potency antacid.

Of the 184 patients recruited from 16 centers 181 could be analyzed (88
sucralfate, 93 placebo). Both treatment arms were comparable with respect
to age, sex, number of previous episodes of GERD, and degree of severity of
esophagitis during the lastflare-up prior to study and treatment. Symptomatic
recurrences (endoscopic erosive esophagitis) were significantly lower in the
sucralfate-treated patients (table). There were no relevant side effects during
the trial.

Relapse Sucralfate (n = 88) Placebo n = 90) p (Fisher's)
Symptomatic 9 (10%) 32 (34%) 0.001
Asymptomatic 19 (21%) 19 (21%) NS
Total 27 (31%) 51 (55%) 0.001

Conclusion: This study shows that recurrence of reflux esophagitis in pa-
tients with prior solitary or confluent erosions can be prevented with the mu-
cosal protective agent sucralfate. Further studies are necessary to unravel the
mechanisms preventing recurrent mucosal damage in reflux disease.

19 Gene Therapy of Hepatoma with Retrovirus Carrying
Thymidine Kinase Gene

Y. Kaneko, A. Tsukamoto. First Department of Medicine, University of Tokyo,
Japan
Gene therapy may be used for the treatment of multi-focal human hep-
atomas. To develop effective gene therapy for the hepatoma we constracted
retrovirus expression vector carrying herpes simplex virus thymidine kinase
gene. The conditions under which hepatoma cells were killed effectively were
also examined.

Herpes simplex virus thymidine kinase gene was introduced into a
moloney murine leukemia virus-derived vector pZlPneo. The vector (pZIP-
tkn) was introduced into *&2 packaging cell line using cationic liposome. The
retrovirus carrying thymidine kinase and neomycin resistant genes was trans-
duced into XC rat hepatoma cells (XCtkn cells). Effects of ganciclovir and other
drugs on the XCtkn cells were examined in vivo and in vitro.0

XCtkn cells resistant to G418 were sensitive to ganciclovir in vitro and
in vivo. When the XCtkn cells were co-cultured with wild type XC cells or
PRLC/PRF/5 human hepatoma cells, the growth of the latter cell lines was
also suppressed (bystander effect). The cell killing by ganciclovir appeared
not to be due to the enhancement of apoptosis. Ganciclovir acted additively
with anticancer drugs which induced apoptotic cell death.

Our retrovirus vector carrying thymidine kinase gene was effective for the
therapy of heptoma. Ganciclovir acted additively with anticaner drugs in sup-
pressing the growth of XCtkn cells. Therefore, the combination of thimidine
kinase/ganciclovir system and anticancer drugs may be an effective therapy
for the hepatoma.

1 Nuclear Accumulation of p53 Protein and Apoptosis in
Hepatoma Cells

A. Tsukamoto, Y. Kaneko. First Department of Medicine, University of Tokyo,
Japan
p53 gene is mutated frequently in human hepatoma, which is considered to
be responsible for the hepatoma progression. Since p53 protein is involved
in DNA repair and apoptosis, the actions of anticancer drugs and tumor pro-
moters may be mediated by p53 protein. To clarify this, effects of anticancer
drugs and tumor promoters on the nuclear accumulation of p53 in human
hepatoma cells were examined by flow cytometry and imm unoblotting.

PLC/PRF/5 human hepatoma cells were cultured with or without mito-
mycine C, etoposide, teleocidin and/or thapsigargin. Nuclei were isolated, in-
cubated with anti-p53 protein antibody and then FITC-conjugated anti-mouse
IgG. The fluorescence was analyzed by flow cytometry. The nuclear p53 pro-
tein was also analyzed by irnimunoblotting.

Anticancer drugs etoposide and mitomycin C increased nuclear p53 pro-
tein of PLC/PRF/5 human hepatoma cells. These changes were followed by
DNA fragmentation and apoptosis. Both of the tumor promoters suppressed

the increase of nuclear p53 protein. Teleocidin antagonized apoptosis in-
duced by these anticancer drugs, while thapsigargin did not. In addition, thap-
sigargin itself did induce apoptosis of this hepatoma cell line.

Our current results suggest that p53 plays important role in anticancer
drug-induced apoptosis of hepatoma cells and that reduced nuclear accumu-
lation of p53 protein caused by tumor promoting agents may be responsible
for an inadequate DNA repair-and subsequent tumor progression.

1194 I T Cell Activation in IPSID
M.E. Dolar. Dept. of Gastroenterology, Uludag University, Bursa, Turkey

Immune proliferative small intestinal disease (IPSID) is a proliferative disor-
der of IgA producing B lymphocytes which geographically confined primarily
in Mediterranean and Middle Eastern countries. The pathogenesis of IPSID
involves an interaction between genetic, immunologic and environmental fac-
tors.
We investigated plasma slL-2R levels in 10 patients with IPSID which is a

good marker for T cell activation. Ten healthy age-matched volunteers were
also studied as controls. Age range was between 18-46 years, with a median
of 23 years. Male to female ratio was 2/1 in patients. IPSID was diagnosed by
following criteria; presence of alpha heavy chain protein with the presence of
a diffuse mucosal cellular infiltrate irrespective of the nature of this infiltrate
and whether it is benign or malignant. All patients were considered as stage 0.
sIL-2R level was measured using ELISA. Significantly high level of slL-2R were
detected in patients with IPSID (1943 : 648 U/mi) compared with controls
(459 : 168 U/mi) p < 0.0001.

The expression of IL-2R and IL-2 dependent proliferation are central mech-
anism in T cell activation. Activated T cell not only express IL-2R on the all
surface but also release a soluble form of the receptors. Serum slL-2R mea-
surement is a sensitive and quantitative marker of T cell activation. In patients
with IPSID had higher sIL-2R level as an indicator of circulating T cell activa-
tion.

Cytological vs. Microhistological Diagnosis of
Hepatocellular Carcinoma (HCC): Comparative
Accuracies in the same Fine-needle Biopsy Sample

E. Caturelli, M. Bisceglia, S. Fusilli, D.A. Siena, A. Giuliani, M.R. Villani,
G. Lezzi, P Tonti. Depts. Gastroenterology & Pathology, Casa Sollievo
Sofferenza IRCCS, San Giovanni Rotondo, FG, Italy

The roles of smear cytology (SC) and microhistology (MH) in diagnosing HCC
arising in liver cirrhosis are still debated. Previous comparisons of diagnostic
accuracies of the two methods were affected by sampling errors due to mul-
tiple punctures. We compared the diagnostic accuracies of SC and MH using
tissue and cells from the same point in liver nodules subsequently proved to
be HCC.

A single US-guided liver-nodule biopsy was obtained with a 20-21-g cut-
ting needle (Histocut, Sterylab, Milan, Italy) from 118 patients. The solid por-
tion of samples was used for MH, the remainder was subjected to SC. The
results of each type of examination were expressed as true positive, nonspe-
cific malignancy, false negative or inadequate for diagnosis.

SC provided a significantly higher typing accuracy than MH (85.6% vs.
66.1%, p = 0.0001), particularly in small (<3 cm) nodules (91.3% vs. 63%, p
= 0.008), that was only slightly inferior to that based on the results of both
studies (89.8% for all HCC, 93.5% for small ones).

The single-biopsy technique generally provides adequate tissue for MH
and cytological specimens with high cellularity. It reduces both the cost and
risks of fine-needle biopsy diagnosis of HCC.

200 Screening for Fecal Occult Blood: Validity of a New
Immunologic Method for Human Hemoglobin and
Albumin

A. Sieg, M. Schroter, H. Schmidt-Gayk. Praxis fur Gastroenterologie,
Ostringen, Laborarztliche Gemeinschaftspraxis, Heidelberg, und Universitat
Heidelberg, Germany

Annual screening for fecal occult blood reduced mortalityfrom colorectal can-
cer by more than 30 percent. The widely used guaiac tests exhibit low sensi-
tivity and specificity, especially with respect to adenomatous polyps, which
are believed to be precursors of colorectal carcinoma. Therefore, the validity
of a new immunologic test was to be investigated in a prospective study.

Methods: 1 ml specimens from two different sites of one stool were exam-
ined in 242 patients scheduled for colonoscopy. Human hemoglobin (H) and
albumin (A) were determined by radial immunodiffusion according to Mancini.
Normal values were < 9 ptg/g feces for H and < 100 gg/g feces for A.

Results: In 14/16 carcinomas (91/9 distal carcinomas and 5/7 proximal car-
cinomas), 1/1 lymhoma, 21/26 adenomatous polyps above 1 cm in diameter,
23/52 adenomatous polyps up to 1 cm in diameter, 6/10 ulcerative colitis, 3/3
Crohn's disease, 3/4 diverticulitis, and 5/16 diverticulosis the H/A test for fecal
occult blood was positive. Thus, 88 percent of the carcinomas (in detail, 100
percent of the distal and 71 percent of the proximal carcinomas) 81 percent
of the big adenomatous polyps, and 44 percent of the small adenomatous
polyps were detected by the H/A-test. 23 patients with normal colon mu-
cosa had positive tests. Of these, 4 had enlarged hemorrhoidal complexes, 1
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gastric cancer, 1 gastric ulcer, 2 erosive gastritis, 1 cirrhosis of the liver with
esophageal varices, 1 had gastric biopsies one day prior to collection of the
samples, and 1 abuse of non-steroidal antirheumatic drugs. Only 12 of 242
patients had no reason for fecal occult blood (false positive rate 5 percent of
all patients investigated).

Conclusions: Because of the high sensitivity and specificity, the immuno-
logic H/A-test on fecal occult blood should become the new standard in
screening for colorectal cancer.

Progress in Screening for Colorectal Cancer: The
Model of Ostringen

A. Sieg, M. Schroter, H. Schmidt-Gayk. Praxis fur Gastroenterologie,
Ostringen, Laborarztliche Gemeinschaftspraxis, Heidelberg, und Universitat
Heidelberg, Germany
The high mortality rate of colorectal cancer in Germany can only be reduced
by more efficient methods of prevention. The national cancer prevention pro-
gram exhibits low acceptance. Only 10 percent of the men and 30 percent of
the women are taking part regularly. Therefore, we investigated a new way
of screening in a prospective study in the area of Ostringen.

Methods: Every patient above 44 years visiting the office of the 9 partic-
ipating physicians was asked to return 1 ml specimens from two different
sites of one stool. Human hemoglobin (H) and albumin (A) were determined
by radial immunodiffusion according to Mancini. Normal values were <9 /Lg/g
feces for H and < 100 ,tg/g feces for A.

Results: 891 patients participated. The compliance was above 80 percent
as determined at one physician with skilled medical staff. 72 of the samples
were positive for occult blood (8.1 percent). 45 of these patients were exam-
ined by colonoscopy. 4 had colorectal cancer, 14 adenomatous polyps above
1 cm in diameter, 13 adenomatous polyps up to 1 cm in diameter, 3 ulcera-
tive colitis. 1 Crohn's disease, 2 diverticulitis and 1 diverticulosis. 7 patients
had normal colon mucosa. Of these, 3 had enlarged hemorrhoidal complexes
and 1 abuse of non-steroidal antirheumatic drugs. Thus, only 3 patients had
no reason for fecal occult blood (false positive rate: 6.7 percent).

Conclusions: The higher sensitivity and specificity, and the good compli-
ance render the H/A test for fecal occult blood superior to the widely used
guaiac test and induce lower diagnostic costs. Therefore, the H/A test should
become the new standard in screening for colorectal cancer. Furthermore, the
study proves that mass screening is possible and depends on the efforts of
the medical staff.

2 Acute Pancreatitis in the Elderly
A.K. Zaharof, C. Petrogianopoulos, M. loanidou, J. Panagopoulos,
N. Papageorgiou, C. Flevaris, J. Poulikakos. Hellenic Red Cross Hospital,
Athens, Greece

To evaluate the acute pancreatitis (AP) in the elderly (> 56 yrs) as compared
to a younger group (<50 yrs) we reviewed the records of 380 consecutive
patients admitted to our hospital with AP in the period 1985-1994. Sixty six
patients between 51-64 years were excluded to avoid an overlap effect.

6 out of 99 elderly patients died during their hospitalization as compared
to 2 out of 215 younger patients (p < 0.05).

When the data were analyzed by etiology of AP the increased mortality
was significant only in the billiary-stone subgroup (table). The occurrence of
local complications was similar in both age group. Regardless of the etiology
however systemic complications such as the adult respiratory distress syn-
drome (ARDS), acute renal failure (ARF), and cardiac dysfunction occurred
more commonly in the eldery only when billiary-stone was the cause (table):

AP number Patients Deaths ARDS ARF Cardiac

Alcoholic 8 (19) 1 (1) 1 1 2
Billiary-stone 61 (151) 4 3 7(1) 14(1)
Miscellaneous 30 (45) 1 (1) 3(1) 4(1) 9(2)
Total 99 (215) 6 (2) 7 (1) 12 (2) 25 (3)

'Numbers in parenthesie are for the younger patients (< 50 yrs).

Conclusion: In the elderly higher mortality and more systemic complica-
tions occurred only in billiary-stone AP This phenomenon may be explained
by the comorbid conditions in the elderly and the lack of specific therapy in
these diseases.

2 The Influence of Cisapride on the Gastric Emptying of
Solids and Liquids Monitored by 13C-Acetate and
13C-Octanoate Breath Tests

L.-P Duan, B. Braden, W.F Caspary, B. Lembcke. Medical DepartmentIl,
University Hospital, Frankfurt/Main, Germany
Aim: The 13C-acetate breath test for the liquid phase and the 13C-octanoate
breath test for the solid phase have been validated as non-invasive methods
for measuring the gastric emptying. These non-radioactive breath tests were
used to investigate the effect of the prokinetic drug cisapride on the gastric
emptying of solids and liquids in patients with functional dyspepsia and in
healthy controls.

Methods: 6 patients with functional dyspepsia and 6 healthy controls un-
derwent both the 13C-acetate and 13C-octanoate breath test with (3 x 10 mg
p.o.) and without cisapride. The testmeal consisted of a baked egg with 5 g
margarine, 2 slices of toast and 150 ml water. It was labeled either with 150
mg 3C-acetate in the liquid phase or with 100 mg 13C-octanoate in the solid
phase. Breath samples were collected for 4 hrs after ingestion of the meal.
The mass spectrometrical data were expressed as cumulative dose recovery
and were fitted to a power exponential function thus leading to the calculation
of the half emptying times.

Results: The gastric emptying of solids in patients with dyspepsia was
significantly delayed (t112 = 142 ± 11 min) compared to the controls (t1/2
= 121 ± 15 min; p < 0.03). The gastric emptying of liquids did not differ in
patients (t1/2 = 82 ± 12 min)and controls (t1/2 = 76 ± 6 min). Undercisapride
therapy, the gastric emptying of solids both in patients (t1/2 = 121 ± 10 min)
and controls was accelerated (t1/2 = 102 ± 12 min; p < 0.03). Cisapride had
no effect on the emptying of liquids.

Conclusion: (1) 13C-breath tests accurately reflect the characteristics of
gastric emptying of liquids and solids. (2) The accelerating effect of cisapride
on the gastric emptying is stronger for solids than for liquids.

E2111 The Prevalence of Gallstones in Patients with Various
Clinical Forms of Chronic Liver Disease (CLD) in
Lithuania

A. Irnius, D. Speiciene, R. Brazdeikyte. Clinic of Gastroenterology and
Dietetics of Vilnius University Lithuania

The aim of the study was to evaluate the prevalence of gallstones (GS) in
patients (pts) with various clinical forms of CLD by sonography (Toshiba SAL
38 AS) depending on etiology, sex, age, body weight and serum cholesterol
level.
We examined 253 pts with CLD (165 males and 88 females, mean age 56,

range 20-80 years). GS was found in 51 (20.2%) pts: 27 (16.2%) male and 24
(25.0%) female (no significant differencies depending on sex).

The highest prevalence of GS was in primary biliary cirrhosis (PBC) (all
female) - 11 (34.4%), chronic active hepatitis (CAH) with cholestasis - 4
(28.6%) and in liver cirrhosis (LC)- 19 (21.0%) (76.9% male and 23.1% fe-
male respectively). These results were significantly higher in PBC compared
with ones in chronic persistent hepatitis - 11 (13.8%) and in CAH without
cholestasis -6 (16.7%) (p < 0.05).

Frequency of GS increased with age was highest in pts older than 60 years
- 38.3% vs 16.6% in 20-40 years old ones (p < 0.005).

Slight increase of the prevalence of GS was found in postviral CLD as
compared with alcoholic etiology, but it was no positive association with in-
creased body weight.

The results confirm high prevalence of GS in advanced and active clini-
cal forms of CLD particularly in those with cholestasis (PBC and CAH with
cholestasis) distinct association with age but no significant difference de-
pending on sex.

Value of Serology Test as Compared to Bacteriologic
and Histologic Tests in Diagnosis of Helicobacter pylori

A. Sternberg, D. Koskas, M. Kaufstein, S. Abumuch, L. Auslander,
Z. Fireman. Gastroenterology Department, Hillel Yaffe Medical Center,
Hadera, Israel

Helicobacter pylori (H.P) is considered a major cause of peptic disease and,
possibly, malignancy of the stomach. Most of the data is based on serology
test using lgG antibody titer, an inexpensive, non-invasive method of detect-
ing H.P

Aim: Serology test evaluation - can it replace tests using invasive proce-
dures and gastric tissue sampling for H.P infection detection?

Design: 225 patients (1 12 Male, 1 13 female, average age 50.6 years, range
6 to 99 years) who underwent upper panendoscopy in the last quarter of
1993. Biopsies were taken, Urease test, H&E and Giemsa stain performed
and results compared to IgG-anti H.R-titer.

Endoscopic results: Normal - 52%; Gastritis - 29%; Peptic Ulcers -
19.5%; Malignancy- 0.5%.

H.P Positivity: Serology - 76%; Histology- 56%; Urease - 47%.
The correlation between urease and other stains was high (84%) while

the correlation between serology and other tests was low (50.7%) due to
low specificity. The specificity of the serology test was high in the younger
age group (<30 yrs.)- 83.3% and low in the older (>30 yrs.) group -41.8%.

Conclusion: lgG anti H.P titer is an insufficiently specific test (particularly
for the older group) compared to the urease test and stain techniques and
should not be used for routine diagnosis or follow-up of H.P infection.

E213 IComparative Biliary Lipid Composition In
Cholesterolosis and Cholesterol Gallstone Disease

M. Grigorescu, A. Suciu, S. Duca, 1. Paraian. Third Medical Clinic,
Cluj-Napoca, Romania

The possible coexistence of cholesterolosis and cholesterol gallstone dis-
ease (CGD) suggest their possible pathogenetic relationship. With respect to
this supposition the concentration of bile lipid components was determined
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in the gallbladder bile obtained during surgery in 30 patients with choles-
terolosis, 30 with CGD and 10 controls. Total bile acids were determined by
enzymatic method (Sterognost 3-alpha), cholesterol by an enzymatic method
and phospholipids as inorganic phosphorus. Lipid composition of bile was
expressed as molar percent of cholesterol, bile acids and phospholipids.
Cholesterol saturation was expressed in terms of lithogenic index using the
solubility limit of cholesterol.

The following results were obtained (table)

Bile lipids (mol%)
Bile acids Cholesterol Phopholipids

Controls 77.3 ± 2.4 6.2 ± 1.2 16.5 ± 2.3
Cholesterolosis 70.3 ± 8.0* 9.4 ± 2.4* 20.5 ± 5.1
CGD 66.5 ± 6.6 12.5 ± 3.0 20.4 ± 5.7

'Statistically significant.

In controls the gallbladder bile was not saturated with cholesterol, in CGD
the lithogenic index was 1.4 i 0.1 and in gallbladder cholesterolosis was
supraunitary in 12/30 subjects.

Our investigations showed the presence of certain common traits in CGD
and cholesterolosis consisting of a decreased bile acids concentration and a
rise of cholesterol concentration suggesting the role of biliary lipid composi-
tion in the pathogenesis of cholesterolosis.

2 Diagnostic Value of Fibronectin in Serum and Duodenal
Aspirates in Pancreatic Carcinoma

M. Grigorescu, D. Radu, D. Dumitrascu, P Porr. Third Medical Clinic,
Cluj-Napoca, Romania

The aim of the study was to evaluate the diagnostic value of fibronectin in
pancreatic carcinoma as a nonspecific tumoral marker. Serum concentration
of fibronectin (Mancini method) was assessed in 28 patients with chronic pan-
creatitis, 14 pancreatic carcinoma and 10 controls. In 24 patients with chronic
pancreatitis, 10 with pancreatic carcinoma and 10 controls, fibronectin con-
centration in duodenal aspirates was assessed before and after stimulation
with secretin 0.5 U/kg.b.w./h and ceruletid 75 ng/kg.b.w./h, administered by
continuous intravenous infusion during 2 hours.

Serum concentration did not show any significant differences between
chronic pancreatitis and pancreatic carcinoma. The diagnostic value was
poor: sensitivity 42.8%, specificity 68.4%, predictive value of a positive test
33% and of a negative test 76.5%. On the contrary, duodenal aspirates fi-
bronectin showed a good diagnostic value in pancreatic carcinoma (table)
and differentiated carcinoma from chronic pancreatitis.

Predictive value of a positive test
Predictive value of a negative test
Efficiency

Fibronectin

Before After stimulation

87.5% 93.5%
71.4% 90.0%
77.8% 88.8%

We suggest the possible value of fibronectin assessment in duodenal as-

pirates as a sensible nonspecific marker in the diagnosis of pancreatic carci-
noma.

2 Cardiac Achalasia & Psychology: Are There
Interrelations?

A.S. Troukhmanov, A.V. Okhlobystin. Sechenov Moscow MedicalAcademy
Russia

Subject. Psychological trauma is found in 12 - 94% of esophageal achalasia
(EA) patients, but up to now there is no sufficient explanation for the role of
psychological changes in the history of EA.

Materials and methods. We examined 43 patients with EA, with history
from 1 to 37 years. Vigorous EA was found in 21 patients, while classic form
of the disease - in 22 patients. We used Minnesota Multyphasic Personal-
ity Inventory (MMPI) and Spielberger questionnaire for state or trait anxiety.
Twenty-two patients with relapse of peptic ulcer disease served as control.

Results. According to MMPI testing, general psychological profile of all
patients with EA was normal, with no prominent positive or negative peaks.
Neurotization of patients with EA was significantly lower, than that of patients
with peptic ulcers. In 46.5% of patients we found hypochondiasis, in 7% -
depressive and anxiety disorders. Affective rigidity was found in 9.3% and au-
tization - in 16.3% of patients. History of EA and pain intensity had no influ-
ence on psychological profile. Patients with vigorous EA demonstrated higher
levels of anxiety and hysteric changes, though differences were insignificant.
State and trait anxiety were significantly higher in patients with vigorous EA,
than in classic achalasia. This may reflect interrelations of esophageal body
motor function and anxiety levels.

Conclusion. Psychological profiles of patients with EA in general are nor-
mal, though in 46% of patients we found one or several disadaptation syn-
dromes. This is because we recommend psychological examination for all
patients with EA.

E220 IHepatic, Biliary and Pancreatic Lesions in Patients with
Systemic Scleroderma

L.S. Grebeneva, N.N. Napalkova. SechenovMoscowmedicalacademy.
Center "Gastroenterology (therapy)"
Materials and methods. We investigated the state of liver, biliary system and
pancreas in 93 patients with systemic scleroderma. History of disease, labo-
ratory tests for immunologic activity, ultra-sound and roentgenological exam-
inations were assessed.

Results. Complaints, due to hepatic lesions were mild and often dis-
guised by coexisting pathology. However, levels of excretory enzymes (y-
glutamyltranspeptidase and leucinamynopeptidase) and glutamatdehydroge-
nase were elevated. Almost in half of all patients, according to clinical exam-
ination and ultrasound, liver was enlarged and hardened.

In 56% of patients, while serial cholecystography, gallbladder pathology
was found, mostly - hyperkinetic form of dysmotility. In 6 patients with no
complaints' gallstones were found out. According to multifractional duode-
nal aspiration almost in all of 48 patients hyperkinetic gallbladder dysmotility
was revealed. Bile biochemistry (studied in collaboration with TY. Vanstein)
was impaired in all cases: the contents of cholesterol and cholic acid was
elevated, while bilirubin level was diminished.
We found changes of pancreatic ultrasound images in 69.3% of cases, all

of those patients had elevated activity of serum amylase and trypsin inhibitor,
some of them - high levels of urine amylase. In 38% we diagnosed latent
or mild diabetes mellitus.

Conclusion. Hepatic, biliary or pancreatic pathology was found in 75%
of patients with systemic scleroderma, in all patients with the 3rd severity
degree. Severity of this pathology is strongly related to severity and stage of
systemic scleroderma. These changes impair food digestion and absorption,
and make patients condition worse.

E222 Assessment of Intravenous Famotidine by the Means of
Intragastric pH-metry

A.V. Okhlobystin, A.B. Cherpakov, VL. Khromov. Sechenov Moscow
medical academy Russia

Subject. Today intravenous famotidine is widely used in the treatment of
gastroesophageal hemorrhage. However, up to now the properties of intra-
venous H2-blockers are studied insufficiently, while most of investigations
were carried out on cimetidine or ranitidine.

Aim of the study: to study antiacid properties of famotidine after bolus
intravenous injection, to understand the mode of famotidine activity in the
treatment of acute gastrointestinal bleeding.

Materialsand methods. We examined intragastric and intraesophageal pH
in 40 patients (M 30, F 10) with peptic ulcers (33 patients), reflux-esophagitis
(11 patients), chronic gastroduodenitis (2 patients). Intraluminal pH was
recorded by the system "Gatroscan" ("Istok", Russia) using 3- and 5-channels
pH-probes. Study protocol included: examination of basal pH, pH after sub-
maximal stimulation with histamine and pH after bolus famotidine injection.

Results. Mean pH in basal conditions was 2.34 ± 0.45, after submaximal
stimulation pH lowered to 1.67 ± 0.33.

Mean time of pH response (pH elevation higher, than 4) onset was 4.6 ±
4.5 min. Time of pH response onset varied greatly in different patients: from
14 to 81 min. Maximal level of pH in the body of stomach was 6.97 ± 0.45
(i.e., neutral pH).

Conclusion. Even if intravenous famotidine is used in stimulated condi-
tions, it can provide adequate suppression of intragastric acidity up to neutral
pH. However, when using famotidine in acute gastrointestinal bleeding one
should keep in mind, that effect may start more than an hour after intravenous
injection.

225 Prevention of Helicobacter pylori (HP)-Positive
Duodenal Ulcer (DU) Relapse

E.P Yakovenko, PY. Grigoriev, A.V Yakovenko, N.A. Agafonova,
M.A. AI-Haimy, E.A. Bernhardt, A.A. Malisheva. Russian State Medical
University
Current therapy is not universally effective against HP and HP is considered
to be one of most important causes of DU relapse.

The aim: to evaluate the intermittent prophylactic treatment regimen with
Zantac (ranitidine) plus antibiotic in reducing HP-positive DU relapses.

Patients and methods: 66 HP-positive patients (pts) after endoscopically
confirmed DU healing were randomly assigned to two groups: A - 34 pts
whose treatment after DU healing was stopped and was resumed after 3
and if pts remained HP positive after 6 months with: Zantac (Z) 150 mg bid
plus amoxicillin 500 mg qid or alteratively oxytetracycline 500 mg tid all for
2 weeks. B-32 pts received Z 150 mg nocte for 12 months. Control endo-
scopies with antral and corpus biopsies for histology and urease test were
performed: in A group immediately and one month after the end of treatment
and after 6, 12 months, in B -et 3, 6, 12 months and in case of the signs of
acute conditions. Clearance is defined as absence of HP immediately and
eradication - one month after cessation of antimicrobial treatment.

The results: In group A clearance of HP had 28/34 (82.4%) pts, eradication
- 10/34 (29.4%) pts and DU relapses -6/34 (17.6%) pts. DU have recurred
et 6 (n = 1) and 12 (n = 5) months. In group B eradication of HP had 2/32
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(6.3%), DU relapses - 6/32 (18.8%) pts, et 3 (n = 4) and 6 (n = 2) months.
Conclusion: Intermittent prophylactic treatment with Z plus antibiotic is as

effective as continuous therapy of ranitidine preventing relapse of DU. Possi-
bly not only HP-eradication but also HP-clearance prevents DU recurrence.

[ IProphylaxis of Helicobacter pylori (HP)-Positive Peptic
Ulcer (PU) Disease Relapses with Triple Therapy

PY. Grigoriev, E.P Yakovenko, A.V Yakovenko, M.A. AL-Haimy,
I.G. Suzdalova. Russian State Medical University, Moscow
About 20% of PU patients (pts) remain HP-positive after completion of dif-
ferent antibacterial regimens and have frequent PU relapses during average
first 3 months.

The aim of this study was to evaluate the efficiency of the new prophylactic
treatment regimen in reducing the number of PU relapses and for eradication
of HP

Patients and methods. 95 HP-positive pts (diagnosed by antral histology
and urease test) after endoscopically confirmed PU healing were randomly
distributed into 3 groups: A - 32 pts whose treatment after PU healing was
ceased but after 3 months and in case pts remained HP-positive also after 6
months triple therapy was prescribed: De-nol 120 mg qid for 4 weeks plus
amoxycillin 500 mg qid and oxytetracycline 500 mg tid or alternatively metron-
idazole 250 mg qid for 12 days. B -32 pts received ranitidine 150 mgld for 12
months. C - 31 pts whose treatment was terminated. Control endoscopies
with antral and corpus biopsies for histology and urease test were performed:
in A - immediately and one month after the completion of treatment and at
6, 12 months, in B and C - at 3, 6, 12 months and in all groups - in case of
the signs of acute conditions. Clearance is defined as absence of HP immedi-
ately and eradication - one month after the end of antimicrobial treatment.

The results: In group A clearance of HP had 90.6%, eradication - 40.6%
pts and 12.5% PU have recurred. In the group B eradication of HP had 6.3%,
relapses of PU - 18.8% pts and in group C eradication of HP had 9.6%, PU
recurrence - 48.4% pts. All patients with PU relapse were HP-positive.

Conclusion. Intermittent prophylactic treatment with triple therapy is as

effective as continuous H2-receptor antagonist therapy preventing relapses
of PU, but more effective for the eradication of HP Even HP-clearance seems
to be sufficient for prevention of PU-recurrence.

Effect of Alcohol and Exocrine Hyperstimulation on
Pancreatic Microcirculation and Oxygenation

Th. Foitzik 1, H.G. Hotz 1, B. Forgacs 2, W. Schratt2, E. Klar2, H.J. Buhr 1.
Dept. of Surgery, Free Univ. of Berlin, Germany, 2 Dept. of Surgery, Univ of
Heidelberg, Germany

We have previously demonstrated that the combination of alcohol (ALC) and
exocrine hyperstimulation (ES) causes acinar cell injury which is not found
when the pancreas is exposed to ALC or ES alone. The mechanism of this
synergistic adverse effect is not known. Since ALC reduces oxygen delivery
to the pancreas we speculated that impairment of pancreatic microcirculation
may be involved although ES is known to increase pancreatic blood flow. To
evaluate this possibility we measured capillary pancreatic blood flow (PBF)
by means of intravital microscopy and pancreatic tissue oxygen saturation
(S02) by means of pulse oximetry in rats before and after exposure to ALC
and ES.

After exposure of the pancreas for either intravital microscopy or pulse
oximetry anesthetized rats were randomly allocated for iv. infusion of a) [ALC]
2 g/kg/h ethanol (n = 14); b) [ES] 5 gglkg/h cerulein (n = 14); c) [ALC + ES]
(n = 14); or d) [CONTR] NaCI 0.9% (n = 10). PBF and pancreatic S02 were

determined at the same location before (BL) and 1 hr after the start of the
test solutions.

There were no significant changes with respect to blood pressure, heart
rate and arterial blood gases during the experiment and no differences in
those cardiorespiratory parameters between test groups at any time point.
PBF and SO2 did not change in control animals given NaCI 0.9%, whereas
ALC significantly decreased PBF (BL: 2.0 ± 0.05 nl/min/cap; after 1 hr: 1.6
± 0.1 nI/min/cap; p < 0.05) and pancreatic S02 (92 ± 1% vs 88 ± 1%; p <

0.05); ES alone increased PBF (1.8 i 0.1 vs 2.2 0.1 nI/min/cap; p < 0.05),
S02 did not change. In contrast, PBF (1.9 ± 0.1 vs 1.4 ± 0.2 nl/min/cap; p
< 0.05) and S02 (93 ± 1 vs 90 ± 1%; p < 0.05) were decreased in animals
subjected to ALC + ES.

The present data in conjunction with our previous observation that ALC
and ES (but not ALC or ES alone) cause acinar cell necrosis suggest that
the synergistic adverse effect of alcohol and exocrine hyperstimulation on

the pancreas is linked by regional ischemia and hypoxemia. Alcohol-induced
reduction of pancreatic microperfusion may be especially harmful in this situ-
ation because pancreatic oxygen demand is likely to be increased in the state
of exocrine hyperstimulation.

244 NSAIDS Lesions and Bleeding from Stomach and
Duodenum: Endoscopic Findings in 967 Patients with
Upper Gastrointestinal Bleeding

M. Bulaji6, N. Popovi6, M. Glisic, P Popovi6, T. Milosavljevi6, M. Ug1jesic,
R. Krstic, D. Popovi6, P Dugalic, D. Tomi6, S. Euranovi6, 0. Matei6. Clinic for
Gastroenterology and Hepatology, University Clinical Center, Belgrade,
Yugoslavia

From January to December 1994, we analyzed 967 patients (652 male, 315
female) with upper GI bleeding. We studied the features and frequency of the
mucosal changes in the patients with gastric and duodenal bleeding, divided
in 2 groups: group 1, with a history of NSAIDs intake, and group 11, without
contact with NSAIDS. All the patients underwent urgent endoscopy within
1-12 hours. Patients with gastrectomy, liver cirrhosis, renal failure, gastric
cancer or hematological diseases were excluded from the study.

Group presented, besides gastric and duodenal ulcers, multiple erosions
of various forms, serpiginous and ulcer-like. Endoscopic injection hemosta-
sis (epineph. + polydocanol, or 96% ethanol) was carried out in 121 patient
(12.51 %) suffering active bleeding from gastric and duodenal ulcer, of which
63 (13.6%) belonged to group 1, and 58 (11.50%) belonged to group 11.

Group (pts with melena/hematem., Group II (pts with bleeding from
NSAIDs 24-48 h, prior to bleeding) gastroduodenum, without NSAIDs)

Age: 58.5(20-91) Age: 56.9(21-89)
male female total male female total

Gastric ulcer 50 31 81 52 34 86
(17.49%) (17.06%)

Pyloric ulcer 15 7 22 10 4 14
(4.75%) (2.77%)

Duodenal ulcer 105 53 158 124 62 186
(34.12%) (36.09%)

Erosive gastritis 46 67 113 50 55 105
(24.40%) (20.83%)

Erosive duodenit. 40 52 92 52 61 113
(19.87%) (22.42%)

Total 282 181 463 370 134 504

Conclusion: Regarding the results of this study, 47.8% of the patients had
NSAIDs intake 1-2 days priorto bleeding. In group) (with NSAIDs) there was a
higher incidence of pyloric ulcer, gastric erosions of various forms were more
frequent in females, and there was a higher percentage of actively bleeding
ulcers requiring endoscopic treatment. In group 11 (without NSAIDs) duodenal
and gastric ulcer were more frequent, as well as duodenal erosions.

249 I Low Avidity 1gG Antibodies in Diagnosis of Recent
Human Schistosomiasis

A. Mourad, M. El-Khashab, M. Hassan, S. El-Ghonimy, A. Mabmoud,
A. Abd-Allah, A. Schirbiny. Tropical Medicine, Parasitology and Physiology
Departments, Faculty of Medicine, Zagazig University, Zagazig, Egypt

Ninety school-children from Ekhawa village, an endemic area for schistoso-
miasis in Sharkiya Governorate, were selected on the basis of parasitolog-
ical findings to detect the low avidity lgG antibodies as a measure for re-
cent schistosomiasis infection. The cases were assessed using ELISA assay
against soluble egg antigens (SEA). ELISA could detect positive anti-SEA IgM
and lgG levels in all cases infected with schistosomiasis (100%). Low avid-
ity antibodies could be detected in 83.33% of recently infected cases and
100% of chronically infected ones. The specificity of ELISA appeared to be
> 99%. There was a statistically highly significant increase in the mean O.D.
of IgM among recent than chronic infected cases. The lgM/lgG ratio was >
1 in recent cases. The percentage of fall of O.D. readings of lgG after serum
treatment with urea (low avidity IgG) was significantly higher in recently than
chronically infected cases. So, it can be concluded that ELISA assay for mea-
suring low avidity lgG is a sensitive and specific test and is valuable in diag-
nosis of recent schistosomiasis in man.

E2511 Interferon Treatment in Children with Chronic HBV
Infection. Response Predicting Factors

M. Woynarowski, J. Socha, J. Pawlowska, K. Madaliiski, B. Woiniewicz.
Child Health Center, Warsaw, Poland

The aim of the study was to evaluate HBe/antiHBe seroconversion in children
treated with interferon vs spontaneous seroconversion and to define factors
predicting the positive response.

184 children (M-133, F-51) aged 0.5-16 (mean 5.3) yrs with chronic HBV
infection were divided into two groups. Group (N-107) was treated with in-
terferon or prednisone + interferon and group 11 (N-77) was not treated. The
groups didn't differ according to sex, age, duration of HBV infection and ALT
activity. The mean observation period in each group was 1.3 yrs.

At the end of observation period 64% pts from group and 24% pts from
group 11 lost HBeAg (p = 0.001) (The mean annual HBelantiHBe seroconver-
sion rate in group 11 was 17.7%). Mean ALT activity decreased from 179 to 44
U/1 in group and from 130 to 78 U/1 in group 11. In both groups the initial ALT
activity was higher in children who seroconverted to antiHBe (p = 0.01).

In group (the seroconversion rate didn't depend on treatment protocol. Ini-
tial H BV-DNA concentration was lower in responders (1 .84 x 1 07 gen/m 1) than
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in nonresponders (3.69 x 107 gen/mi) (p = 0.02). One year after treatment
HBV-DNA was not detectable in 65% pts. The improvement of histopathol-
ogy was observed in 68% pts. The HBe/antiHBe seroconversion in most
cases was associated with ALT normalization, HBV-DNA negativisation and
improvement of liver histopatology.

In both groups the seroconversion didn't depend on sex, age, initial
histopatological activity or duration of infection.

Conclusions: 1. Interferon treatment increases spontaneous HBe/antiHBe
seroconversion rate. 2. Children with high ALT activity and low HBV-DNA con-
centration respond better to interferon treatment. 3. Sex, age, duration of
HBV infection and histopatological activity didn't influence HBe/antiHBe se-
roconversion rate.

253 Delayed Gastric Emptying in Gastro-esophageal Reflux
Disease (GERD): Effect of Cisapride in
Treatment-resistent Cases

L.A. Simon 1, Erzs6bet Pasztarak2, Susanna Bordy2, T6th Gy1,
Agnes Salamon 1 1 Dept. of Gastroenterology, 2 Dept. of Nuclear Medicine,
Tolna County Teaching Hospital, Szekszard, Hungary

Background: The aim of present study was (1) to determine the gastric emp-
tying rate in proven GERD (Savary-Miller 1-3-stages) cases and (2) to com-
pare the efficacy of proton-pump-inhibitor (PPI) short-term therapy in cases
of normal and delayed gastric emptying. Data for the role of gastric empty-
ing as major factor in GERD pathophysiology are controversial. Methods: 37
patients suffering from GERD (1-3.stage, proven by endoscopy and 24-h-pH-
metry) were treated by standard dose of omeprazole. In the 3rd week of the
PPI treatment, an interim evaluation of the clinical improvement (endoscopy
and symptom scoring) was done, and the determination of radioisotope gas-
tric emptying rate (rGEr) was performed in all patients. rGEr was measured
using solid meal labeled with 40 mBq 99mTc-sulphur colloid, parameters of re-
tention range and emptying-half-time were estimated. Results: Delayed gas-
tric emptying rate occurred in 19 of 37 GERD patients (52.7%). The interim
PPI treatment efficacy was lower p < 0.5 in the group of patients with de-
layed rGEr. Considering the results of rGEr investigations we created different
further treatment subpopulations by randomization: PPI treatment was com-
bined in a randomized group of GERD patients with cisapride (CoordinaxR,
Janssen), 10 mg 3 times daily, and the therapeutical efficacy was re-evaluated
in the 6th and 12th weeks of the study period. Combination with the proki-
netic drug did not increase the therapeutic efficacy of omeprazole in GERD pa-
tients with normal rGEr, but significantly improved the treatment results in pa-
tients with delayed gastric emptying rate. Conclusions. (1) Our results seem
to prove that cisapride acts in GERD on two ways: increasing the LES pres-
sure and accelerating GErl3/. (2) Based on these experiences, cisapride main-
tenance treatment of GERD patients with delayed GEr might be expected as
very promising: further clinical trials should be focused on this area.

2 Are Screen Detected Colorectal Cancers the Least
Aggressive?

0. Kronborg, C. Fenger. Odense University Hospital, Denmark

Five biennial screenings with non-rehydrated Hemoccult-ll were performed
in a randomized study, allocating 30,970 persons to screening and 30,968 as
controls in a population of 140,000 between 45 and 74 years old in 1985. The
test was completed in 20,672 initially, in 18,779 at 2 years, 17,284 at 4 years,
15,849 at 6 years and 14,220 at 8 years.

So far, 459 patients with colorectal cancer (CRC) have been found in the
test group and 438 among the controls. An evaluation of the aggressiveness
of the CRC's has been done according to degree of differentiation.

Screen-detected Interval Non-responders Total Controls
(118) (141) (200) (459) (438)

Degree of diff.
High 14 1 1 4 8 6
Moderate 64 48 54 55 55
Poor 20 23 20 21 24

Mutinous, signet
cell, carcinoid 0 6 7 5 4
No class. 2 12 15 11 11

Total 100 100 100 100 100

Poorly differentiated CRC's were not less frequent when detected by
screening, but numbers of cancers which could not be evaluated according
to classical criteria of differentiation and those which could not be classified,
because they were not removed, both were more frequent among CRC's not
being detected by screening. The two last groups have a rather poor progno-
sis, and it must therefore be presumed, that screen detected CRC's are less
aggressive, stressing the necessity of the randomized design to demonstrate
a positive reduction in mortality from CRC by screening.

Aminoterminal Propeptide of Type Ill Procollagen and
Hyaluronan in Primary Biliary Cirrhosis

T. Remmel, H. Remmel, V. Salupere. University of Tartu, Estonia

The aims of the present study were the investigation the relationship of pro-

collagen Ill propeptide (PIIINP) and hyaluronan (HYA) concentrations in clini-
cal, biochemical and histological features of PBC and to the prognostication
of disease.

Fifty five PBC patients were studied at the moment of diagnosis and were
followed-up for a mean of 58 months (range 5-130). 48 out of 55 were symp-
tomatic at the time of diagnosis. During the follow-up period 21 patients died.
The control group were formed of 30 healthy persons. PIIINP and HYA were
measured by radioimmunoassay method using kits from Orion, Finland and
Pharmacia, Sweden, respectively.

The upper limit of normal value for serum PIIINP was 4.8 ng/ml and in 45
(81 %) of patients the concentration exceeds this value. Upper limit of normal
value for serum hyaluronan was 74 ,tg/l and in 46 (84%) of patients the con-
centration was over this. Concentrations of PIIINP and HYA were significantly
higher than control group patients (p < 1.8 x 10-5 and p < 1.6 x 10-9, re-
spectively). There was statistically significant positive correlation between the
level of PIIINP and histological stage (p < 0.0037), HYA and histological stage
(p < 0.0002). Correlation between PIIINP and HYA was 0.46 (p < 0.0035).
In symptomatic PBC patients the value of PIIINP was higher than in asymp-
tomatic (9.4 ng/ml ± 7.2, vs. 4.9 ng/ml ± 1.6, p < 0.02). HYA was also higher
in symptomatic patients (304 9ig/l ± 246, vs. 1 11gg1A ± 1 19, p < 0.006). The
PIIINP values correlated with bilirubin only (p < 0.006). The concentration of
HYA correlated positively with the age of the patients (p < 0.015), pruritus (p
< 0.02), jaundice (p < 0.02), fatigue (p < 0.003), oesophageal varices (p <
0.002), weight loss (p < 0.05), bilirubin (p < 0.0001), extent of fat excretion
(p < 0.009) and negatively with albumin (p < 0.04) and hepatomegaly (p <
0.0008). Also the HYA values correlated positively with the length of symp-
tomatic period of disease before the diagnosis (p < 0.002). Using Cox logistic
regression analysis the survival was influenced from bilirubin concentration,
but not from hyaluronan, PIllNP age, albumin and histological stage.

Therefore, HYA is more sensitive for detection advanced PBC.

2 High Dose Rate Brachytherapy (HDR BT) in the
Treatment of Oesophageal Cancer (OC) a Study of 29
Cases

S. Bonvoisin, L. Descos, P Pommier, J.M. Ardiet, E. Leprince, F Rocher,
J.P G6rard. Gastroenterology and radiation therapy department, Centre
Hospitalier Lyon Sud, Lyon, France

HDR BT seems to be useful in the combined non-surgical treatment of OC.
We report the results of 29 patients with non-metastatic OC treated by ex-
ternal beam radiotherapy (EBRT) chemotherapy (chemo), and HDR BT, from
1990 up to 1993, with a median follow-up of 17 months (1-51 months).

Patients: 29 (28 men); median age: 60 (40-78). Epidermoid carcinoma: 27
cases; site: cervical and upper third: 5 cases, middle third: 10 eases, lower
third: 10 cases, two sited: 4 eases. Lesions classified (UICC 1987): NO: 15
cases (T1: 7; T2: 5; T3: 3 cases). NX: 2 cases (T1: 1; T3: 1). N1: 12 cases (T1:
1 T2: 4 T3: 7 cases). Contra-indications to surgery for: associated com-
plications: 19 cases, previous radiation for head and neck tumors: 8 cases,
cervical OC: 2 cases.

Method: EBRT: 60-64 Gy, followed by 1 or 2 fractions of HDR BT (at 7
Gy/surface), fifteen days after EBRT of Savary applicator (13 mm diameter) in
22 cases. EBRT: 45-50 Gy (cervical OC or anterior EBRT), followed by 2 or 3
fractions of HDR BT in 7 cases. 2 cures of concomitant chemotherapy with
5FU and CDDP were associated to the EBRT in 23 cases (contra-indications
to chemotherapy in 6 cases).

Results: 1) Perfect tolerance of the treatment in all cases. 2) Local control:
i) complete local control with normal histology at the end of treatment in 22
cases (75.8%). ii) actuarial local control: 85% at 1 year and 76.6% at 2 years
(Kaplan Meier Method). 3) Survival: i) median survival time: 26 months; ii)
actuarial survival: 90% at 1 year and 57% at 2 years; iii) actuarial survival
in patients with complete local control (22 eases): 95% at 1 year and 70%
at 2 years. 4) Complications: 1 vertebral collapse due to ostcoporosis in the
irradiation field; 1 fatal oesophageal fistula in a progressive lesion.

Conclusion: this study demonstrates the feasibility of HDR BT treatment,
showing an encouraging rate of local control of OC after non-surgical com-
bined treatment including HDR BT. Randomized prospective studies are nec-
essary in order to better define the indications for HDR BT in the non-surgical
treatment of OC.

262 Progress in Smoking-related Gastric Pathophysiology
M. Guslandi, L. Foppa, M. Sorghi, D. Polli, A. Tittobello. Gastroenterology
Unit, S. Raffaele Hospital, University of Milan, Italy

Smoking is known to exert adverse effects on the gastric mucosa, but the
exact pathophysiology is only partially understood. In order to obtain more
information on the subject, we studied 24 dyspeptic patients of either sex,
aged 20-49 years, whose endoscopic features resulted to be normal.

During endoscopy mucosal blood flow was measured in the gastric
antrum by laser Doppler flowmetry (PF3, Perimed, Sweden). Basal bicar-
bonate secretion in the gastric juice was separately assessed by Feldman's
method. Three groups of 8 subjects were considered: A) lifetime nonsmok-
ers or former smokers; B) current, light smokers (<10 cigarettes per day); C)
current, heavy smokers (>10 cigarettes per day).

Both bicarbonate secretion and blood flow were found to be comparable
and within the normal range in groups A and B. By contrast a highly significant
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(p < 0.001) reduction in gastric alkali secretion and mucosal perfusion was
observed in group C.

Our results suggest that smoking impairs gastric microcirculation and bi-
carbonate production. The two phenomena are possibly inter-related and rep-
resent additional mechanisms through which smoking may promote gastric
disorders.

263 Effect of Prostaglandins on Ethanol Damages in
Primary Cultures of Rat Hepatocytes

J.M. Yang, S.W. Choi, H.S. Sun, G.T. Oh 1, W.M. Kim 1. Dept. of Internal
Medicine, Catholic Medical College, Seoul, 1 KAIST; Seoul, Korea

Recently, the effects of ethanol on the in vivo and vitro liver regeneration have
been studied in a number of laboratories. Several reports have demonstrated
that acute and chronic ethanol administration impairs the hepatocytic DNA
synthesis in rat model.

In present study, we tried to examine whether prostaglandins (PG) might
ameliorate the toxicity of ethanol in hepatic regenerations. In order to investi-
gate the role of PG family (PGA1, PGD2, PGE1, PGF2a, PGI2, & Thromboxane
B2) on hepatic protection against ethanol, we have examined two kinds of
parameters, i.e. DNA synthesis and lipid peroxidation in primary culture of rat
hepatocytes.

The results were as follows: 1) In this experiments, PG stimulated the DNA
synthesis, though these seven members of PG family increased the hepatic
DNA synthesis. 2) As was expected, DNA synthesis has been decreased by
ethanol treatment. And a clear dose-dependent response was observed ac-
cording to its concentrations in cultured medium. 3) The decrease of DNA
synthesis induced by ethanol (100 to 200 mM) was fully or partially protected
by the combined addition of PGD2 or PGE1 (10-5 to 10-6 M). Moreover, the
concentration of 10-6 M of PGD2 was the optimal concentration for the pro-
tection against the ethanol damage in DNA synthesis. 4) By 2 day exposure of
ethanol (50-200 mM), the lipid peroxidation was significantly increased. How-
ever, PGD2, PGE1 and PGA1 (10-6 M) did not affected in lipid peroxidation.
5) The induction of lipid peroxidation by ethanol was significantly ameliorated
by PGD2, PGE1 and PGA1.

These results suggest that the PG, especially PGD2 and PGE1 have a
regenerative and protective effect on rat hepatocytes. DNA synthesis and
lipid peroxidation which are adversely affected by administered ethanol, and
marked recovered by cotreated PG. Surely, the potencies of action of PG are
absolutely dependent on the amount or concentration of ethanol, a hepa-
totoxicant. However, in the scope of present study, two kinds of functional
parameters which have important role in normal physiology, are sensitively
responded to the added PG.

2 Randomized Comparison of Injection Therapy,
Multipolar Electrocoagulation, Laser, Injection +
Octreotide and Injection + Omeprazole in the Treatment
of Bleeding Peptic Ulcers

C. Sofia, F. Portela, C. Greg6rio, A. Rosa, P Cabral, E. Camacho, M. Ferreira,
L. Tome, P Andrade, J. Rom3ozinho, H. Gouveia, M. Leitao, A. Donato,
D. Freitas. Dept. of Gastroenterology, Coimbra University Hospital, Portugal
The benefit of endoscopic hemostasis has been established in bleeding pep-
tic ulcer but the success of pharmacotherapy is no clear. Important is to de-
termine which method is preferable in terms of efficacy/safetylcost.

Patients (n = 208; mean age = 61.6 yr) with high-risk bleeding peptic
ulcers (active bleeding, non-bleeding visible vessel or adherent fresh clot)
were included in a prospective controlled trial. They were randomized in 5
treatment groups: I. Absolute ethanol injection (n = 47-0.1-0.2 ml/inj; Mx.1-
2 ml); II. BICAP (n = 42); III. NdYag Laser (n = 30); IV. Injection + Octreotide
(n = 44-bolus iv 50 jig + infusion 25 gg/h/48 h + 100 Agl8/8 h sc/72 h); V.
Injection + Omeprazole (n = 45-bolus 80 mg iv + 40 mg iv 818 h). The five
groups were clinical and endoscopic comparable.

Initial hemostasis was > 90% in every group. Rebleeding occurred in
14.8% (I); 19.0% (Il); 16.6% (III); 18.1% (IV); 20.0% (V)NS; mean 17.7%. Ulti-
mate hemostasis: 89.3% (I); 85.7% (Il); 86.6% (III); 84.0% (IV); 86.6% (V)-NS;
mean = 86.5%. Less than 10% of total patients required emergency surgery
- NS intergroups. Hospital stay- NS intergroups. Mortality: 4.2% (I); 4.7%
(Il); 8.3% (III); 18.6% (IV); 4.4% (V)- NS; mean = 6.2%. No significant com-
plication was reported.
We concluded: a) Endoscopic injection therapy (absolute ethanol, Mx. 2

ml/patient) should be considered the initial treatment of choice by its efficacy,
safety, simplicity and low cost; b) No additional advantage resulted from the
association of pharmacologic agents with a sclerosis injection.

2 Photodynamic Therapy for Gastrointestinal Tumours
Using Three Photosensitisers - ALA Induced PPIX,
Photofrin and mTHPC

P MIkvy1, H. Messmann 2, M. Pauer1, J. Regula 3, M. Conio 4,
A.J. MacRobert, S.G. Bown. National Medical Laser Centre, 1 Univ. Coil.
London, Oncol. Centre Bratislava; 2 Univ. Regensburg; 3 Postgrad GI Inst.
Warsaw; 4 Univ. of Genoa

Photodynamic therapy (PDT) is a non-thermal technique for inducing necrosis

in neoplastic tissues with light after prior administration of a photosensitizing
drug. Patients and methods: We used PDT to treat benign and malignant tu-
mours in the oesophagus, duodenum and rectum in 22 patients (M19, F13;
mean age 74) who refused or were not suitable for surgery. Patients were
sensitized with 0.15 mglkg meta-tetrahydroxyphenylchlorin i/v (mTHPC, 2 pa-
tients), 2.0 mglkg Photofrin ilv (4 patients), or 5-aminolaevulinic acid orally
(ALA, which is convened in vivo to the active derivative PPIX (protoporphyrin
IX, 60 mglkg in fractionated doses, 16 patients). Laser treatment was per-
formed 2 days after Photofrin, 2 and 4 days after mTHPC and 4 hours after
ALA using a metal vapour laser (628 nm, 50-150 J/cm2 for ALA and Photofrin,
650 nm, 10-15 J/cm2 for mTHPC). Results: Using ALA, necrosis was only su-
perficial (up to 1.8 mm deep). Four patients treated with Photofrin showed
deeper necrosis, including an 8 mm colon cancer (complete response) and
three 1-1.5 cm adenomatous polyps involving the ampulla (50% reduction
in size endoscopically). Two patients with rectal villous adenomas treated
with mTHPC showed 60-80% reduction in size endoscopically; with better
effects for treatment carried out 4 rather than 2 days after sensitisation). All
healed safely with no complications. Conclusion: PDT is a promising treat-
ment for small, localised tumours in patients unsuitable for surgery. Photofrin
and mTHPC work better but cause cutaneous photosensitivity lasting up to
12 and 5 weeks respectively. ALA clears within 2 days, but its use is limited
by the superficial effect. Better results with ALA may be possible using higher
drug doses or modified light dosimetry.

2681 Seasonality in Onset of Ulcerative Colitis
Moum 1, E. Aadland2, M.H. Vatn3, A. Ekbom 4, J. Sauar5, T. Schulz5,

I. Lygren5, N. Stray5, E. Auberg5, P Tolas5, B. Flaaten5. 1 Med dept.
Fredrikstad, South-eastern Norway; 2Aker Hospital, South-eastern Norway,
3 Med dept. A Rikshospitalet, South-eastern Norway; 4 Akademiska
Sjukhuset, South-eastern Norway; 5 Uppsala(S) and IBSEN Study Group of
Gastroenterologists, South-eastern Norway

Background: Seasonal variation of disease onset or relapse in chronic dis-
eases, such as in inflammatory bowel disease (IBD), could give valuable in-
formation regarding aethiology. Seasonality have been reported in relapse of
ulcerative colitis (UC), and one retrospective study have found seasonality, in
onset of UC.

Aim: To study possible seasonal variations in onset of UC and Crohn's
disease (CD).

Methods: In a prospective incidence study of IBD in four counties in South-
eastern Norway, onset of disease specific symptoms were registered in a
standardized manner. To obtain the most accurate time of disease onset, only
patients with symptom duration of one year or less were included. The onset
of first attack of IBD was registered for each month during four consecutive
years of registration. Altogether 843 patients were registered in the incidence
study (crude annual incidence 21.8/105), and 420 patients with UC and 142
patients with CD were evaluated for seasonality.

Results: Variations in onset of disease were found for UC, both on monthly
(p = 0.028) and seasonal (p = 0.009) basis. No seasonal variations were found
in patients with CD. In UC and CD together, onset of disease was more fre-
quent than expected during winter (p = 0.028).

Conclusions: Environmental agents with known seasonality can be in-
volved in the seasonal variations in the onset of UC. Factors related to cli-
mate may be partly responsible for the high incidence rates of IBD as well as
the seasonality found in this study. Factors related to seasonal fluctuations,
might be important for the occurrence of IBD.

12691 Short-term Triple Therapy of Pantoprazole,
Clarithromycin and Metronidazole for Cure of H. pylori
Infection and Cure of Peptic Ulcer Disease

R.J. Adamek, Ch. Szymanski, B. Pfaffenbach, W. Opferkuch 1, M. Wegener,
D. Ricken. Department of Medicine, St.Josef-Hospital, Ruhr-University,
Bochum; 1 Department of Medical Microbiology, Ruhr-University, Bochum,
Germany
Our prior study showed that the duration of treatment should be at least
seven days if H. pylori therapy is to be successful. Simultaneously it has been
reported that a modified triple therapy led to sufficiently high H. pylori cure
rates. Pantoprazole is a new protonpumpinhibitor characterized by precise
acid suppression potential. The primary objective of the present study was
to evaluate H. pylori cure rates of a pantoprazole containing one-week erad-
ication therapy. In addition, the influence of a one-week eradication therapy
on ulcer cure rates were investigated endoscopically.

27 consecutive inpatients (13 women; age range: 45-83 years) with H. py-
lori positive peptic ulcer disease (n = 10), erosive gastritis and/or duodenitis
(n = 10) and H. pylori positive dyspepsia (n = 7) were treated with a one-week
course of 40 mg pantoprazole bid combined with 500 mg clarithromycin bid
and 500 mg metronidazole bid orally. During an upper G0-tract endoscopy 4
antral and 4 corpus biopsies were obtained for assessment of H. pylori infec-
tion of the gastric mucosa (biopsy urease test, specific culture and histologic
examination). At least 4 weeks after cessation of study medication H. pylori
cure rates were evaluated with the help of the 13C-urea breath test. Ulcer
cure rates were investigated endoscopically at least two weeks after onset
of therapy (median: 19 days; n = 9 patients).
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Cure of H. pylori infection was achieved "per protocol" in 25 of 25 patients
(100%) and "intention to treat" in 25 of 27 included patients (92.6%). Two
patients were lost to follow-up. Ulcer healing was endoscopically confirmed
in all patients. Significant side effects were not observed.
We conclude that a pantoprazole containing short-term triple therapy ex-

hibits a well tolerated therapy regimen with high H. pylori cure rates. A one-
week therapy is also able to cure peptic ulcers. An additional acid suppression
for further three weeks as usually performed seems to not be neccessary.

271E Intragastric pH Under Various Dosage Regimens of
Lansoprazole (LAN) as Compared to a Reference
Treatment with Omeprazole (OME)

H. Ripke 1, H. Fuder, P Kleist 1, W. Timmer, G. Wieckhorst, A. Ehrlich,
PW. LOcker. Inst. for Clin. Pharmacol., Grnnstadt; 1 Takeda, Frankfurt,
Germany
Clinical studies have shown that proton pump inhibitors administered twice
daily in combination with antibiotics are highly effective in eradicating H. py-
lori. To investigate whether an increase of the dosage results in higher intra-
gastric pH, we performed a five period crossover study (three-factorial design,
replicated Latin square) with four dosage regimens (30 mg o.a.d., 30, 45 or 60
mg b.i.d.) of LAN compared to OME (20 mg b.i.d.) in 19 healthy male volun-
teers. All treatments lasted 5 days (in case of b.i.d., 12 h dosage interval) and
periods were separated by a washout of at least 12 days. On the 5. treatment
day, a nasogastric probe was inserted and gastric pH was recorded over 24
h.

Geometric mean gastric pH over 24 h under LAN 30 mg o.a.d. was 3.93,
and under 30 mg b.i.d. 4.43. LAN 45 mg and 60 mg b.i.d. resulted in a pH of
4.53 and 4.64, respectively. Under OME 20 mg b.i.d. a geometric mean 24 h
pH of 4.18 was calculated. Furthermore the percentage of time in 24 h spent
at or above a given pH was determined:

Treatment LAN 30 LAN 30 LAN 45 LAN 60 OME 20
mg o.a.d. mg b.i.d. mg b.i.d. mg b.i.d. mg b.i.d.

pH >3(%) 60 73 75 79 64
LAN vs. OME n.s.
pH >5(%) 25 33 38 41 32
OME vs. LAN n.s. n.s. n.s.

'P < 0.05; n.s., not significant.

It is concluded that LAN 30 mg o.a.d. elevates intragastric pH consider-
ably compared to placebo (not shown). Doubling of the dose (30 mg b.i.d.)
resulted in a further pH elevation and percentage of time spent at pH > 3
is larger than with the reference OME treatment (20 mg b.i.d.). A further in-
crease in daily LAN dose further enhances pH though only to a marginal ex-
tent. This suggests a LAN dose of 30 mg b.i.d. in further clinical studies in
patients.

The Modulation of Porphyrin Metabolism and Acute
Hepatic Porphyrias by Sex Hormones

U. GroR 1. B. Dusterberg 2, M. Honcamp 1, M. Frank 1, M.O. Doss 1.
1 Division of Clinical Biochemistry, Faculty of Medicine, Philipp University
Marburg, Germany, 2 Clinical Research, Schering AG, Berlin, Germany

Purpose ofthe study: Endogenous hormones, especially estrogens, modulate
porphyrin biosynthesis in healthy people and gene carriers of acute hepatic
porphyrias. The influence of low dose hormonal oral contraceptives (OC) on
porphyrin metabolism of 40 healthy females and 3 females with acute hepatic
porphyrias has been studied.

Patients and methods: Two different hormonal oral contraceptives (com-
binations of gestoden or desogestrel and ethinylestradiol) were applied in a
double blind study for about half a year to the 40 healthy females. Further-
more 3 females with acute hepatic porphyrias (acute intermittent porphyria,
AlP and hereditary coproporphyria, HCP) were treated with OC or gestagens.
Porphyrins were analyzed spectrophotometrically as their methylesters after
separation by high performance thin layer chromatography. The activity of
porphobilinogen deaminase (PBGD) was measured with exogenous porpho-
bilinogen as substrate in heated erythrocyte lysates.

Results: In the healthy females the mean of urinary uroporphyrin (uro), (x
= 9.7 i 5.5 nmol-24 h-1; x ± SD, n = 40) and coproporphyrin (copro), (x =
96 ± 35 nmol-24 h-1 x ± SD, n = 40) was normal (normal: uro = 429 nmol-24
h-1, copro 57-159 nmol.24 h-1) under the influence of OC. In one case Co-
pro isomer was slightly enhanced and isomer Ill slightly lowered (copro 1: ll
= 43: 57%; normal: 17-31%: 69-83%). This woman developed a mild sec-
ondary porphyrinuria. In 3 females with repeated premenstrual manifestation
of acute hepatic porphyrias [AIP (PBGD-activity 56 ± 5%; R ± SD, n = 2;
normal: 57 + 11 pkat.g-1 total soluble protein; x ± SD. n = 274) and HCP]
symptoms and excreted metabolites were reduced 70-90% after remission
and during treatment with an OC in the two AIP females or with a gestagen
in the HCP female.

Conclusions: Low dose OC do not influence porphyrin metabolism in
healthy females. The latent phase of premenstrual type of acute hepatic por-
phyrias could successfully be stabilized with OC or other exogenous hor-
mones. These preparations should be preferred to luteinizing hormone re-
leasing hormone analogues because of poor side effects.

2 Effect of Heme Arginate on Porphyrin Metabolism in
Acute Hepatic Porphyrias.

M. Frank, I. Sieg, M.O. Doss. Division of Clinical Biochemistry and
Department of Internal Medicine, Faculty of Medicine, Philipp University,
Marburg, Germany
Heme compounds as hemin and heme arginate (HA) repress hepatic 5-
aminolevulinic acid synthase (ALA-S) and porphyrin biosynthesis in vitro and
in vivo. The metabolite excess of porphyrin precursors and porphyrins in
acute hepatic porphyrias (AHP) reflects hepatic dysregulation of heme control
on porphyrin biosynthesis.

Purpose of the study: The meprobamate-induced ALA-S and porphyrin
biosynthesis in cultured chicken hepatocytes were studied under exogenous
heme. The metabolic and clinical response to HA was investigated in 15 fe-
males (aged 22-53 years) and 2 males (aged 22 and 29 years) with acute
intermittent and one male (29 years) with homozygous ALA dehydratase de-
fect porphyria.

Methods: ALA-S, porphyrin precursors and porphyrins were analyzed
by IEC, HPTLC and HPLC in combination with spectrophoto- and spec-
trophotofluorometry. HA was applied (3 mg/kg i.v.) over 4 days.

Results: Hemin suppressed the drug-induced excessive ALA-S and por-
phyrin biosynthesis in hepatocytes by 75% (p < 0.001). HA treatment reduced
renal ALA, porphobilinogen and porphyrin excretion by 70-90% (p < 0.001)
in all patients. Clinical remission of varying degree was observed in only t
30% of AHP patients depending on the progression of the porphyria disease
process. The decreased activity of red cell porphobilinogen deaminase, the
inherited enzyme deficiency in acute intermittent porphyria, was not influ-
enced by exogenous heme compounds.

Conclusion: The decline of liver-originated metabolite excess under HA
reflects ALA-S repression as shown in vitro. A restitution of the regulatory
heme pool by HA may be responsible for the recontrol of porphyrin biosyn-
thesis in AHP The gap between metabolic and clinical recovery is variable and
depends on the severity and duration of extrahepatic manifestation before HA
application. Regulatory treatment of AHP by HA is most effective in the early
stage of clinical manifestation of inborn error of porphyrin metabolism.

E~J Radiation or Operative Therapy for Esophageal Cancer
- A Retrospective Analysis of 504 Cases

A. lmdahl, J. Sontheimer, J. Slanina 1, K.D. Ruckauer, E.H. Farthmann.
Chirurgische Universitatsklinik, Abt. Allgemeine Chirurgie und Poliklinik,
Hugstetterstrasse 55, D-79106 Freiburg, Germany; 1 Abt. R6ntgen- und
Strahlentherapie

The data of all patients with esophageal cancer treated at our institution
(1971-1991) were reviewed to check survival and palliation after radiation
therapy or resection.

323 (64.1%) of the 504 patients received radiation therapy only, 159
(31.5%) patients were resected, 48 (9.5%) of those were irradiated postoper-
atively. Within the observation period there was a marked increase of adeno-
carcinomas and a decrease of patients age (0.25 years/year of observation).

Hospital lethality after resection or irradiation was 17.6% and 6.8% resp..
Hospital mortality dropped to 10.6% in patients treated by transmediastinal
esophagectomy. which was introduced in 1980. Late morbidity of operated
patients was 28.3%, predominantly benign (n = 23) and malignant (n = 22)
stenosis of the anastomosis. Radiation therapy led to a complete or partial
remission in 60.2%, but the ability to swallow was not improved in 50.5%. 2
year survival independent of tumor stage was 23.3% for resected patients,
20% for resected and irradiated and 10.6% for patients with radiation therapy
only (p = 0.001). These differences were also obtained within the different
tumor stages.

Patients with tumor stage IV (UICC 1987) who were resected (n = 21)
survived for a longer period than those who received radiation therapy (n =

65; p = 0.0005). Based on these results it appears that surgical treatment
leads to better palliation in tumor stage IV than radiation therapy provided
the patient is in good physical condition.

Post Treatment Histologic Outcome in Patients with
Chronic Hepatitis C Treated with Recombinant Alpha
Interferon

J. Areias, I. Pedroto, T. Freitas, S. Barrias, A.M. Saraiva. Dept. of
Gastroenterology, Hospital Geral de Santo Ant6nio, Oporto, Portugal
Objective: In patients with chronic hepatitis C, histologic outcome after alpha
interferon therapy is not known. The aim of this study was to assess the
histologic outcome 6 months after interferon therapy.

Methods: Sixty patients with parenterally acquired chronic hepatitis C in-
cluded in a controlled trial were studied. They received recombinant inter-
feron alpha 2b at a dosage of 3 MU to 5 MU thrice weekly for 6 months. Sus-
tained response was defined as persistent if ALT remained normal during the
6 month post-treatment follow-up. Pre-treatment liver histology performed
within the 6 months before, was compared to post-treatment liver histology
performed 6 months after withdrawal of interferon. Histology was assessed
on coded specimens according to the Knodell scoring system. Histologic out-
come was defined as improvement when histologic score decreased (at least
2 points) between the 2 biopsies, and no improvement when histologic score
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increased or did not change.
Results: Comparision of pre-treatment an post-treatment histologic scores

showed and overall improvement in the 60 patients studied (9.1 ± 3.1 vs 7.9 ±
3.6; p = 0.03). Histologic improvementwas more frequent among the 15 sus-
tained responders than among the 45 patients without sustained response
(80% vs 50%; p = 0.03).

Conclusion: In patients with chronic hepatitis C treated with recombinant
alpha interferon, histologic improvement was observed 6 months after with-
drawal of therapy. Histological improvement was observed in most of pa-
tients with sustained ALT response and was also observed in some patients
with relapse.

2 Wilson Disease: Correlation of Serum Ceruloplasmin
with Hepatic Inflammation and Liver Copper

J. Areias 1, M. Elisa Soares 3, I. Pedroto 1, M. Rui 2, B. Lima 2, T. Freitas 1,
S. Barrias 1, M.L. Bastos 3, A.M. Saraiva 1. Dept. Gastroenterology,
Hospital Geral Santo Antonio and Instituto Ciencias Biom6dicas Abel Salazar,
Portugal; 2 Dept. Neurology, Hospital Geral Santo Ant6nio and Instituto
Ciencias Biomedicas Abel Salazar, Portugal; Laboratory of Toxicology High
School Pharmacy, Oporto, Portugal
Serum ceruloplasmin (sC) is an acute fase protein and might reflect the in-
tensity of hepatic inflammation. So, in some patients diagnosis of Wilson's
disease may become difficult.

The AIM of this study was to correlate histological activity of hepatic in-
flammation, liver copper content and sC.

Methods: Liver biopsis of 10 patients studied for Wilson's disease (4 men,
mean age 19 ± 3 yr) were evaluated. Hepatic lesions were quantitated using
Knodell's criteria. Serum ceruloplasmin levels were determined by immune
diffusion and hepatic copper content in dried liver biopsy specimens by elec-
trothermal atomization atomic absorption spectrometry.

Results: Medium sC levels at diagnosis were 10.8 mgldl (range 2.11-9.2).
Liver histology revealed cirrhosis (n = 2), chronic active hepatitis (n = 3) and
chronic persistent hepatitis (n = 5). Hepatic copper content 514.7 t 251.6
,ug/g dry weight (range 285-1004) was increased in all cases. The median
histological activity index was 5 (range 2-9). Serum ceruloplasmin levels cor-
related significantly with histologic activity (p < 0.005).

Conclusion: The diagnostic value of sC in active Wilson's disease is lim-
ited, since is influenced by hepatic inflammatory activity. Thus, in patients
with liver disease of unknown origin and normal sC levels, determination of
liver copper content is mandatory to exclude Wilson's disease.

2 Aspirin Prolongs Intestinal Bleeding Time
H. Nakajima, H. Takami, Y. Sasaki, Y. Uno, K. Kariya, Y Tamai, A. Munakata,
Y. Yoshida. First Dept. of Internal Medicine, Hirosaki University School of
Medicine, Japan

The skin bleeding time is often measured to evaluate a bleeding tendency
especially as a presurgical screening test. However, it is not clear whether it
really reflects the hemostasis of intestinal mucosa which is clinically impor-
tant regarding gastrointestinal bleeding. To our knowledge, O'Laughlin only
described a technique to measure the mucosal bleeding time following gas-
tric biopsy in 1981. For this reason we developed a new endoscopic device
to make a standard incision (6 mm length) in the intestinal mucosa and per-
formed the colon bleeding time. The bleeding time was measured safely un-
der direct colnoscopic visualization. The study protocol was approved by the
ethical committee of Hirosaki University School of Medicine. We measured
the colon bleeding time of normal colonic mucosa in 47 cases. The bleeding
time of normal colonic mucosa was 156 ± 71 (M ± SD) sec. To evaluate the
effect of antiplatelet agent on the hemostasis of intestinal mucosa, aspirin
ingestion test was performed in 10 healthy volunteers. The colon bleeding
time and skin bleeding time (Simplate method) were measured before and
1 hour after the aspirin ingestion (990 mg). The significant prolongation was
noted in both skin bleeding time (357 ± 192 vs. 477 ± 183sec, p < 0.05) ahd
colon bleeding time (155 ± 47 vs. 244 + 169sec, p < 0.05) after aspirin in-
gestion. In any cases the colon bleeding time was shorter than skin bleeding
time. We conclude as follows: 1. The colon bleeding time can be reproducibly
assessed by our endoscopic method. 2. Aspirin prolongs the colon bleeding
time and thus endoscopists should be aware of a risk of abnormal bleeding
after endoscopic biopsy and polypectomy in patients with aspirin use.

287 Circulating TNF-a, Hemodynamic, Vasoactive and Renal
Function Changes in Cirrhosis

C.M. Fernandez-Rodriguez, B. Sopefia, C. Valverde, J. Quiroga 1,
D. Rodriguez, 1. Prada, S. Pereira, A. Pallares, J. Prieto 1. S. of
Gastroenterology and Clinical Biochemistry, Hospital Xeral de Vigo; 1 Dept.
of Medicine, Clinica Universitaria de Navarra, Spain
Introduction: Endothelial nitric oxide (NO) overproduction may underly the
peripheral vasodilation of cirrhosis. Neuropeptides and the endotoxemia-
cytokines axis may cause the increased biosynthesis of NO. TNF-a is a cy-
tokine with NO-mediated vasodilating properties, although a vasodilating ac-
tion unrelated to the NO pathway has also been proposed. So far, a relation

between circulating TNF-a and the hemodynamic changes of human cirrho-
sis is unknown.

Aim/Methods: To know whether circulating TNF-a mediates the hemody-
namic and renal function changes of cirrhosis, plasma TNF-a was assayed in
eight cirrhotic patients and fourteen healthy subjects (Control). Cardiac out-
put (CO), systemic vascular resistance (SVR), femoral blood flow (FBF) (echo-
Doppler), blood volume (BV), plasma renin activity (PRA), plasma aldosterone
and norepinephrine concentrations (PAC, NE), urinary cyclic-GMP excretion
(UcGMPV) as an index of nitric oxide production, and renal function parame-
ters were determined in patients. TNF-s was measured by using a bioassay
based on the TNF-a cytotoxic effect on a cultured cellular line (L-929).

Results: Plasma levels of TNF-a were higher in cirrhosis as compared with
healthy subjects (9.66 ± 2.28 vs. 3.1 ± 0.8; M ± SEM. p < 0.01). There was
no correlation between plasma TNF-a and CO, SVR, BV, PRA, PAC, NE, FBF,
UcGMPV, creatinine clearance and urinary sodium excretion.

Conclusions: These preliminary results, show that circulating TNF-a is in-
creased in cirrhosis as compared with healthy subjects. However, these data
do not support TNF-s as a mediator the circulatory, neurohormonal and renal
function changes of cirrhosis.

E2911Pharmacokinetics of Pantoprazole in Man
R. Huber, M. Hartmann, R. Luhmann, VW. Steinijans, K. Zech. Byk Gulden
Pharmaceuticals Konstanz, FRG
The proton pump inhibitor pantoprazole is a substituted benzimidazole
sulphoxide and constitutes a new chemical entity used for the treatment of
acid-related gastrointestinal disorders. The drug accumulates in the acidic
compartment of the parietal cell, where it is protonated and chemically re-

arranged to the active inhibitor which covalently binds to the H+/K+-ATPase
and results in a prolonged inhibition of gastric acid secretion.

Pantoprazole shows linear pharmacokinetics in the dose-range of 10 to
80 mg after both i.v. and oral administration. For i.v. administration, dose-
linearity can even be assumed up to 240 mg. Elimination half-life, clearance
and volume of distribution of pantoprazole are dose-invariant. Following re-

peated i.v. or oral administration, the AUC of pantoprazole was similar to a

single dose. The bioavailability of pantoprazole was high (77%) and constant
already following the first dose and, as assessed by AUC and Cmax, not af-
fected by food. AUC and Cmax in the elderly were only slightly to moderately
increased as compared to young healthy subjects. In patients suffering from
severe cirrhosis of the liver, elimination half-lives and AUCs were enhanced as

compared to healthy subjects. However, cumulation was negligible in these
patients since the half-lives were still less than half of the dosing interval of 24
h. Pharmacokinetics of pantoprazole in patients with severe renal impairment
were com parable to young, healthy controls. Therefore, dose adjustment was
not considered to be necessary.

Lack of pantoprazole drug interaction was shown with diazepam,
theophylline, digoxin, phenytoin, nifedipine, warfarin, phenprocoumon, di-
clofenac, antipyrine and a hormonal contraceptive as well as for a concomi-
tantly administered antacid. The absence of inductive effects was proven by
means of antipyrine as a marker for mixed functional oxidative cytochrom
P450 enzymes as well as by caffeine as a marker for CYP1A2 induction.

In conclusion, pantoprazole may be characterised as a well behaved drug
from a pharmacokinetic point of view, exhibiting dose linearity and the ab-
sence of interactions with the drugs investigated.

12921 Efficacy and Tolerability of a One-week Low-dose Triple
Therapy Consisting of Pantoprazole, Clarithromycin and
Metronidazole for Cure of Helicobacter pylori Infection

J. Labenz, U. Peitz, B. Tillenburg, T. Becker, M. Stolte. Department of
Intemal Medicine and Gastroenterology, Elisabeth Hospital Essen, Germany
Methods: In a prospective study, thirty consecutive patients presenting with
either H.pylori positive (Urease test, culture, histology) ulcer disease (n =

17; acute ulcer: n = 11) or functional dyspepsia requiring treatment (n =

13) were treated over one week with pantoprazole 40 mg bd, clarithromycin
250 mg bd and metronidazole 400 mg bd. After stopping treatment, patients
were checked for symptoms, adverse events and compliance by counting the
returned tablets. Eradication of H.pylori was assessed by urease test, culture
and histology 4 weeks after cessation of the study medication.

Result: One patient had to be withdrawn from the study after one day
because of a concomitant infectious disease requiring long-term treatment.
Another patient refused the final follow-up endoscopy. 28 patients completed
the study without contravening the protocol. H.pylori was successfully eradi-
cated in 24 out of 28 patients (rate: 86%; 95% - Cl: 67-96%). Cure of bacte-
rial infection was more frequently obtained in ulcer patients as compared to
patients suffering from functional dyspepsia (94% vs 75%; p = 0.28). Ulcer
healing was endoscopically confirmed after 5 weeks in 9 out of 10 patients
(90%; 95% - Cl: 56-100%). Seven patients reported minor side effects that
did not lead to discontinuation of study medication (rate: 23%; 95% - Cl: 10-
42%). After cure of the infection, histology demonstrated a statistically highly
significant improvement (p < 0.001) of both grade and activity of antrum and
body gastritis.

Conclusion: One-week low-dose triple therapy consisting of pantopra-
zole, clarithromycin and metronidazole constitutes a new sufficiently effec-
tive, simple and well tolerated approach to the cure of H.pylori infection.
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Evaluation of a New Prognostic Index of HBV Hepatic
Damage

A. Efstratopoulos, P Tsiodra, C. Lydakis, A. Goulas. Third Medical
Department, General Hospital ofAthens, Athens

It is well known that HBV infection may cause progressive hepatic disease
resulting in hepatic failure, cirrhosis and finally hepatocellular carcinoma.

The aim of this study was the evaluation of the use of a new prognostic
index (Pl) (which has recently been proposed by the Investigators of the Eu-
ropean Concerted Action on Vital Hepatitis (EUROHEP)) in the assessment
and prognosis of HBV hepatic disease.

Forty patients HbsAg positive (28 men, 12 women, with mean age 59
years old) were studied. The variables taken into account for the estimation
of the PI were age, serum albumin, platelets, bilirubin, presence of HbeAg
and splenomegaly. Patients with hepatic encephalopathy, variceal bleeding,
ascites and bilirubin above 51 ltmol/Lt were excluded from the study.

The patients were allocated in three groups according to liver biopsy find-
ings. In group A 24 patients with proven cirrhosis had PI ranging from -0.8
to 1.7 (mean 0.31). Eighteen (75%) of these patients had PI ranging from 0 to
1.7 and 6 (25%) had PI ranging from -0.8 to -0.2. Seven patients with HbeAg
positive had PI ranging from 0 to 1.7, and 13 patients with oesophageal
varices had PI more than 0. In group B 4 patients with biopsy findings of
chronic active hepatitis (CAH) had PI ranging from -0.9to -1.9 (mean -1.53),
and 2 (50%) of them were HbeAg positive. In group C 12 patients classified
as chronic carriers with negative biopsy findings had PI ranging from -1.6 to
-4.3 (mean -2.63).

The statistical analysis showed that there was a statistically significant
difference (p < 0.001) between the mean PI value of the group of the pa-
tients with cirrhosis and the mean PI values of both the groups with CAH and
chronic carrier state.
We conclude that the use of the PI can help in the evaluation of severity

of HBV hepatic damage and in the prognosis of patients with cirrhosis due
to HBV infection.

Fecal Leak Test. Simple Test for Assessing Degree of
Fecal Incontinence

A. Shafik. Department of Surgery and Experimental Research, Faculty of
Medicine, Cairo University, Cairo, Egypt
A simple office test to assess the results of repair and the degree of fecal
incontinence was studied in 24 patients with complete incontinence (mean
age 41.6 years; 14 men and 10 women). All patients were treated by direct
suture operation. The rectal pressure and the infusion volume were recorded
during rectal filling with saline at a rate of 50 cc/min. Two rectal leak pressures
[RLP] were determined: resting [RRLP] and coughing [CRLPJ.

Before incontinence repair, the CRLP was significantly higher than RRLP (P
< 0.01), whereas the infused saline volume at the 2 pressure levels showed
insignificant difference (P < 0.05). 16 patients became totally continent after
operative repair and had no leakage. 6 patients who improved to partial in-
continence, exhibited significant increase of RRLP (P < 0.001) and CRLP (P
< 0.001) against the pre-operative values. The infused saline volume at the 2
leak pressures also increased significantly (P < 0.001 for both). The 2 patients
who remained incontinent after repair showed insignificant difference in the
RRLP and CRLP or infused saline volume against the pre-repair levels (P <

0.05). The degree of continence increased with the increase of the RRLP and
CRLP The RRLP determines the outlet resistance under normal conditions,
while CRLP under stress conditions.

In conclusion, the rectal leak pressure test is a simple reproducible and
cost-effective test that assays incontinence and the results of its treatment.

The Association Between Clostridium Difficile,
Short-Chain Fatty Acids and Antibiotic-Associated
Diarrhea

H. Hove, M. Tvede, PB. Mortensen. Depts. of Medicine A and
Microbiology, Rigshospitalet, University of Copenhagen, Denmark

Clostridium difficile and a decreased production of short-chain fatty acids
(SCFAs) have been hypothesized to be of importance for the development
of antibiotic-associated diarrhea. In a longitudinal study 15 liver transplanted
patients receiving uniform oral colonic sterilization therapy (6.3 g cefuroxim
(aminoglycoside), 0.6 g tobramycin (cephalosporin), and 0.5 g nystatin t.i.d.)
were studied for 12 days before and after discontinuation of therapy. Daily
fecal sampling was conducted along with daily records of stool frequency
and viscosity. Colonic fermentation was negligible in all patients (mean fecal
SCFAs < 10 mmol/L). Thirteen of 15 patients developed diarrhea when ster-
ilization therapy was started (day-12, Figure) measured as increased stool
frequency (mean i SE, 4.1 ± 0.6) and viscosity (2.5 ± 0.2). However, despite
therapy with antibiotics was continued and SCFAs concentrations remained
very low, diarrhea improved significantly before treatment with antibiotics
was stopped (day 0, stool frequency, 2.2 ± 0.5, p = 0.02; stool viscosity,
1.6 ± 0.2, p = 0.006; Figure).
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Only a few samples from two patients were culture positive for C. diffi-
cile during antibiotic therapy. However, 9 of 15 patients became continuously
culture positive (6 of whom were cytotoxin positive) after sterilization therapy
was stopped, which was at the time when none of the patients had diarrhea.

In conclusion, 87% of the patients developed antibiotic-associated diar-
rhea in association with very low levels of SCFAs at a time where C. diffi-
cile were not cultured from stool. Colonic compensation was possible even
though SCFAs were kept very low by continued colonic sterilization. Concen-
trations of SCFAs increased to normal levels a few days after antibiotics had
been discontinued and all patients had returned to normal stool habits. At this
time 60% of patient became C. difficile positive, indicating that this bacteria
was not involved in the pathogenesis of the antibiotic-associated diarrhea.

[308~ Pocket Helicobacter pylori Test in Blopsies of Antral
Mucosa

J. Teodorovic, M. Mraovic. Institute for Immunology and Virology 'Torlak"
Beograd, Yugoslavia
An investigation on presence of Helicobacter pylori (HP) from antral mucosa
specimens was made by Bramio-Helicobacter pylori test medium (BHTM) in
random consecutive patients, placing the biopsies into 0.25 ml of BHTM me-
dia nest designed on the slide, and have read the reaction of urease phe-
nomenon. after 30, 50, 90, 1208 180 minutes, incubated at human body tem-
perature (in chest pocket of the endoscopist). In 113 (76.8%) patients, pale
red colour appeared after 50 min, and showing the clear red colour of ure-
ase phenomenon at 120 min; in further 25 (17.0%) patients, pale red colour
appeared at 90 min, while at 180 min it was clear red. In remaining 9 (6.1 %)
patients, the BHTM test was negative. In all 147 observed patients, histol-
ogy testing was done consequently. However, in 138 patients with positive
BHTM test histology examination has proved the presence of HP bacteria as
well. In six out of nine patients with negative BHTM test, histology picture
showed minimum number of HP bacteria, which is the cause of the test. The
BHTM test consists of two components A and B. Component A is present
in all classical media for identification of HP and component B contains cer-
tain elements which make urease phenomenon more rapid and prevent the
growth of other bacteria except that of HP We consider that BHTM medium,
in its gel condition is easy for transport, sensitive (93.8% at 180 min), highly
selective, controlled on reference strain of HP NTCT 11637 (CPHL London).
This method is simple and economically justified, particularly in the circum-
stances when accompanying histologycal and microbiologycal services are
lacking.

1E09 The Infectious Rate of Helicobacter pylori in Patients
with Gastric Ulcer is Affected by the Climate

S. Kubota, H. Kinjo, Y. Kushi, T. Tamazawa, Y. Nakachi, J. Miyagi, T. Ichi,
E. Henzan, S. Yamada 1, K. Wakimoto 1, M. Aihara 1, K. Hirata 1, S. Nochi 1
T. Okada 1, T. lnoue 1. Nanbu Tokushu-kai Hospital, Okinawa, Japan;
1 Seijin-kai Shizunai Hospital, Hokkaido, Japan
Helicobacter pylori infection is widely recognized all over the world. Many
studies have shown that the Helicobacter infection is affected by economic
status. We have a question whether the Helicobacter infectious rate of pa-
tients with gastroduodenal disease is affected by a different climate under
the same economic status (i.e. in Japan).

To resolve this question, gastroduodenal endoscopy was done in above
2 institutes, both in OKINAWA (a subtropical area) and in HOKKAIDO (a sub-
arctic area), from 20 October 1994 to 10 February 1995. Those patients who
were given non-steroidal antiinflammatory drugs were excluded. Informed
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consents were obtained and serum IgG antibody titres to Helicobacter pylori
(Biomerica Inc.) were measured in each patients who had gastroduodenal
disease.

The results of gastric ulcer (15 cases in OKINAWA versus 24 in
HOKKAIDO), duodenal ulcer (8 versus 2), gastric and duodenal ulcer (5 versus
1) and gastric cancer (2 versus 5) are reviewed; (1) in patients with gastric
ulcer only, positive rate of IgG antibody in OKINAWA is higher than that in
HOKKAIDO (93.3% versus 62.5%, p < 0.05), (2) in patients with ulcer regard-
less of the location, positive rate is similar in both OKINAWA and HOKKAIDO
(82.1% versus 66.7%, p = 0.1945), (3) in patients with gastric cancer, no sig-
nificant difference is found (p = 0.8457). An age construction in all of them
has no significant difference.

This study suggests that the background of patients with Helicobacter
pylori related gastric ulcer may be affected by the climate. Confirmation of
this results needs further extended investigations.

E Usefulness of Scintigraphy Using "9mTc-HMPAO
Labelled Granulocytes (PMN) as Early Indicator of
Postoperative Asymptomatic Recurrence in Crohn's
Disease (CD)

L. Biancone, L. Di Macio, A. Marcheggiano, M.C. Di Paolo, P Paoluzi,
F. Scopinaro, F. Pallone. Clinica Medica 2 & Radiologia, Universita di Roma,
Italy, Dipt. Med Sperimentale, Universita R. Calabria, Catanzaro, Italy

Background: Postoperative asymptomatic recurrence occurs after bowel re-

section in most patients with CD. Since drug regimens effective in preventing
clinical relapse in asymptomatic patients are available and recurrence itself
may be delayed, non invasive methods for detecting asymptomatic lesions
may well be of use. Scintigraphy using 99mTc-HMPAO labelled PMN proved
to reliably assess CD site, extent and activity Aim: To prospectitively evalu-
ate the usefulness of scintigraphy using 99mTc-HMPAO labelled PMN in de-
tecting postoperative asymptomatic recurrence in CD. Methods: Eleven ileal
CD undergoing elective ileo-cececal resection were enrolled. 7 patients had
never been resected before, while 4 had previous resections (3 pts 1 resec-

tion; 1 pt 2 resections). Patients were prospectively followed up and 99mTc
scan performed 6 (5 pts) and 12 mths (all pts) after surgery. Colonoscopy
with biopsies was blindly performed within 2 wks. Changes detected by en-

doscopy and histology were graded. PMN were isolated by dextrane sedi-
mentation and Ficoll gradient, labelled with 99mTc-HMPAO (10 uCi) and in-
jected i.v. in plasma. Planar and tomographic r-camera images were acquired
at 1 and 3 hrs and 99mTc uptake graded (score 0-4). Results: All patients were
asymptomatic during the study (CDAI < 150). Anastomotic recurrence was

detected by colonoscopy in 9/11 patients at 12 mths. Scintigraphy detected
a PMN infiltration at the perianastomotic area in 11/11 patients at 12 mths.
Both patients free from endoscopic recurrence had more than one resection.
At 6 mths, 99mTc scintigraphy was positive in all 5 CD, while recurrence was

detected by endoscopy in 3/5. These 2 patients developed an endoscopic re-

currence in the next 6 months. Both at 6 and 12 mths scintigraphic score was

poorly related to both histologic (r = 0.72; p = 0.04) and colonscopic score

(r = 0.21; p = 0.6). Conclusions: Scintigraphy using 99mTc-HMPAO labelled
PMN is a sensitive technique for detecting postoperative asymptomatic re-

currence in CD, and may well be considered as an alternative to endoscopy
in the regular supervision of patients at their first resection.

1231-interieukin-2 (1231-IL-2) Scintigraphy for In Vivo
Detection of Gut Lymphocyte Infiltration In Crohn's
Disease (CD)

L. Biancone, A. Signore, E. Ferretti, G. Ronga, P Pozzilli, F. Pallone. Clinica
Medica 2, Universit, di Roma, Italy; Dipt. Med. Sperim., Universita di R.
Calabria, Italy

Background: Activated lymphocytes expressing IL-2 receptors and capable
of binding IL-2 heavily infiltrate the involved CD gut. 1231-IL-2 is a new radio-
pharmaceutical that specifically binds to activated lymphocytes allowing their
localization by r-camera imaging.Aims: To examine whether 1231-IL-2 binds to
the gut inflamed tissue thus allowing the in vivo detection of lymphocytes in-
filtrating CD tissue. To evaluate the usefulness of 1231-IL-2 scintigraphy in clin-
ical management of CD. Methods: Nine patients with ileal CD were studied, 6
active (CDAI >200) and 3 inactive (CDAI <150). Four active CD were longitu-
dinally studied before and after 12 wks prednisone (PDN) therapy (1 mglkg).
Controls were 10 healthy volunteers. 1231-IL-2 (2 mCi) were injected i.v. and
SPET r-camera images acquired at 1 hr. To quantitate bowel radioactivity a

transaxial section below kidney poles was considered and the bowel/bone
radioactivity ratio calculated. Data were expressed as maximal bowel/bone
ratio. Results: Intestinal 1231-IL-2 uptake was higher in CD than in controls
(2.1 0.33 vs 1.62 + 0.24; p = 0.01). 1231-IL-2 imaging closely reflected site
and extent of bowel involvement, as assessed by X-ray. In the 3 longitudinally
followed up patients achieving remission with PDN, 1231-_L-2 uptake was sig-
nificantly lower after treatment (CDAI <150) than before (CDAI > 200) (1.46
± 0.3 vs 1 .91 ± 0.3; p = 0.04). 1231-IL-2 uptake was significantly higher in the
3 CD enrolled while in remission (>3 mths with no therapy) than in the 3 CD
with PDN-induced remission (2.45 ± 0.37 vs 1.46 ± 0.3; p < 0.05). Summary
Conclusion: Intestinal 1231-IL-2 uptake was higher in CD, paralleling disease

site and extent. Steroid-induced remission was related to significantly lower
1231AL-2 uptake, suggesting that 1231-IL-2 scintigraphy may sensitively reflect

the lesional activity of CD. 1231-IL-2 may be useful in both investigational an
clinical settings for CD assessment and monitoring.

3161Bacterial Toxins from Common Enteric Pathogens and
Helicobacter pylorn (Hp) in Crohn's Disease Stools (CD)

L. Biancone 1, I. Luzzi 2, F. Pallone 3. 1 Universita diRoma e, Roma, Italy,
2 Ist Sup SanitO, Roma, Italy, 3 Dpt Sper Med, Universita Catanzaro, Italy

Common enteric pathogens have been postulated to be involved in the patho-
genesis of CD. Toxin production is a pathogenetic mechanism whereby en-
teric pathogens cause GI diseases. Detection of free toxins in stools reflects
their in vivo production. Chronic duodenitis with gastric metaplasia and Hp
infection is common in CD. An introcytoplasmic vacuolating activity resem-
bling the one produced by the vacuolating toxin of Hp was found in stools
from children from unclassified diarrhea. Aim. To evaluate the presence of
free bacterial toxins from Hp and common enteric pathogens in stools from
CD with and without involvement of the upper GI tract.

Methods. We studied 31 CD (19 M, age 39 ± 12 yrs, duration 13 ± 7
yrs) involving the ileum (20), ileum-colon (6), ileum-jejunum (2) and antrum-
ileum-sigmoid-rectum (1). Two CD had no recurrence after surgery. Patients
(9 active) were on mesalazine (15), prednisone (7), salazopyrin (1), cyclosporin
(1), Rifaximine (4) or untreated (3). Two active CD were studied before and af-
ter 1 2wks prednisone (1 mg/kg). Stools were examined for free cytotoxins by
cytotoxicity assay. HEp-2 and Vero cells were examined for the presence of
Clostridium difficile cytotoxin, C. perfringens enterotoxin, E. coli verocytotox-
ins and intracellular vacuolating activity similar to that produced by the Hp
toxin. Cytotoxicity neutralization assays were performed using specific antis-
era. Results. In no samples was detected an intracellular vacuolating activity
resembling the one induced by the Hp toxin. Neither C. perfringens entero-
toxin norE. coliverotoxins were found in any sample. C. difficile cytotoxin was
detected and neutralized by the specific antiserum in stools from the only CD
patient with involvement of the antrum-distal ileum-sigmoid-rectum. Conclu-
sions. An intracytoplasmic vacuolating activity resembling the one produced
by Hp was not detected in stools from a mixed population of CD, providing an
evidence against an involvement of Hp in the disease. Detection of toxins in
stools is a quick, non invasive test useful to clarify the incidence of infection
with enteric pathogens producing toxins in CD.

I318 IEffect of Gastrin-releasing Peptide on Pancreatic and
Intestinal Blood Flow in Conscious Rabbits: A
CCK-divergent Action

J. Wu, F. Marotta 1, H. Tajiri 2, D.H. Chui, G. Barbi. Int. Med. Dept,
Changchun Univ. China; 1 GlService, S. Anna Hosp., Como, Italy; 2 11 Int.
Med. Dept., Natl. Det Med. Coll. Tokorozawa, Japan

Gastrin-releasing peptide (GRP) is a potent stimulant of pancreatic enzyme
secretion. The aim of the present study was to test the effect of this peptide
on pancreatic blood flow. Under anaesthesia, ultrasonic probes were placed
on the pancreatic branch of the inferior pancreaticoduodenal artery, on the
ileal branch of superior mesenteric artery and at the root of femoral artery to
monitor pancreatic, intestinal and femoral blood flow, respectively. Systemic
blood pressure was measured as well. Rabbits were allowed to recover and
i.v. fluids were administered. Graded i.v. bolus injections of GRP (0.1, 0.5,
1.0 and 2.0 ,sg/kg) and of CCK (0.1 and 0.5 jig/kg) were given. GRP dosage
brought about a dose-dependente and time-course increment of pancreatic
blood flow with a peak within 15 min observation (115% to 186% increase,
p < 0.001). However, intestinal and femoral blood flow showed a sudden
fall (58% to 81 % decrease, p < 0.001) with a near-to-normal recovery at 60
min observation. CCK yielded a comparable effect on pancreatic and femoral
blood flow but, on the contrary, significantly enhanced intestinal blood flow
(156% to 205% increase, p < 0.001). No significant systemic blood pressure
change was observed.

These data suggest that, like CCK, GRP has a enzyme-vascular flow cou-
pling effect on the pancreas but a CCK-independent effect on spanchnic cir-
culation.

X3201 Energy Metabolism Failure of the Graft After Pancreatic
Transplantation is Preserved by Nafamostat Mesilate

F. Marotta, P Safran 1, j. Wu 2, D.H. Chui 2, G. Barbi. GI Unit, S. Anna Hosp.,
Como, Italy; 1 Econum Villeneuve d'Ascq, France; 2 Int. Med. Dept., N.
Bethune Univ., Changchun, China

Following pancreatic transplantation (PTx), metabolic preservation of the graft
is a prominent issue. In this study we tested a novel protease-inhibitor, i.e.
nafamostat mesilate, on energy metabolism in the graft. Donor pancreatec-
tomy and PTx on syngeneic rats was carried out. Rats were given 3 perfu-
sion media via the superior mesenteric artery: A) Saline; B) Eurocollins; C)
Nafamostat mesilate 1.0 mg/mI and 2.0 mg/mI. Sham-operated rats served
as control. Rats were sacrificed 1, 3, 6 and 12 hr afterwards and malate dehy-
drogenase (MDH), amylase and trypsin were examined in portal blood. Pan-
creatic mythocondria-rich pellets and soluble suspensions were tested for
MDH-activity, ATP ADP AMP and related Energy Charge. A significant (p <
0.01) time-course increase of portal MDH occurred in group A and B but not
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in C at either dosage. The increase of portal amylase and trysin was of lesser
degree in group C as compared to A and B (p < 0.05). Mithocondrial fragility
and the level of all adenine nucleotides tested showed a time-course increase
in group A and B and, to a significantly (p < 0.05) lesser extent in both C
subgroups. However, the overall Energy Charge in group C was comparable
to control.

The present data suggest that Nafamostat mesilate added to perfusion
medium (either at 1.0 or 2.0 mg/ml concentration) offers a significant protec-
tion of energy metabolism of pancreatic graft.

E Low Vitamin a Diet Enhances Experimentally-induced
Hepatocarcinoma (HCC)

F. Marotta, C.C. Wu 1, P Safran 2, L. Boncinelli, A. Colombo, G. Barbi. GI
Service, S. Anna Hosp., Como, Italy; 1 Surg. Dept., Taichung Vet. Hosp.,
Taichung, Taiwan; 2 Econum, Villeneuve d'Ascq, France

The aim of this study was to assess the relevance of vitamin A-deficiency on
HCC development. Wistar rats were allocated into 4 groups: A) 200 mgA N-
Nitrosomorpholine (N-NM) in the drinking water for 10 weeks; B) as A, plus
low vitamin A diet (1000 lU/kg); C) only low vitamin A diet; D) controls on

standard food (vit. A: 10.000 IU/kg). The study lasted 15 weeks. Rats were

sacrificed at 5-, 8-, 12- and 15-week period. The liver was quickly removed for
histological analysis and to measure vitamin A concentration, gamma-GT and
Ornitine Decarboxylase (ODC) activity. Labelling Index (L.I.) of preneoplastic
and neoplastic lesions was assessed as well. Liver weight significantly de-
creased in both N-NM treated groups (p < 0.05) from 8-week observation.
The mean volume of GGT-positive lesions was significantly higher in B than
in A group (p < 0.05). Although a time-course trend increase was noted, only
at 15-week observation the ratio HCC/liver volume was significantly higher in
B than in A group (p < 0.05). As compared to control and to C group, low
vitamin A concentration occurred early in B group and from 12-week also in
A group. Higher ODC activity was recorded only in group B (p < 0.05 vs other
groups). The increase of L.I. in preneoplastic lesions was more pronounced
in B group (p < 0.05). These data show that vitamin A-deficient diet enhances
enzymatic and proliferative kinetic of preneoplastic lesions during the onset
of hepatocarcinogenesis.

Randomized Controlled Trial of Nissen Versus Lind
Fundoplication: Results at Ten Year Follow Up

S.T. Baxter, S.J. Walker, R. Sutton. Department of Surgery, University of
Liverpool, L69 3BX, UK

Studies have demonstrated that Nissen (NF) and Lind (LF) fundoplication are

equally effective when assessed in the early postoperative period. Long term
results were assessed in this study. Twenty one patients (NF: n = 11, LF: n
= 10), of an original total of 53, were available for follow-up at a median of 10
years (range 8.5-12.5) and were assessed by symptom score, pH monitoring
and oesophageal manometry. (Statistics: Wilcoxon signed rank test).

At early assessment (median 13 months, range 5-39) both operations pro-
duced significant improvements in symptoms (LF and NF: p < 0.01) and pH
results (LF and NF: p < 0.01). At late follow-up, symptoms (LF and NF: p <

0.01), and pH results (LF: p < 0.01,) were still better than before surgery but
the improvement in pH results in the NF group was no longer significant.
Between early and late assessments symptoms deteriorated slightly in both
groups (p < 0.05). pH results also deteriorated but this was only significant
in the NF group p = 0.025).

Total % time pH < 4.0: median & (range) Visick heartburn score: median, (mean) & (range)
pre early late pre early late

LF (median age 61 y, range 40-80)
15.8 0.9 4.9 4. 13.61 1, [1.1 1, 11.41
(5-50) (0-46) (0-17) 3-4) 1-2) (1-3)
NF (median age 53 y, range 36-74)
12.6 0.25 3.7 4.1381 1, 1.11 1,11.41
(6-31) (0-14) (0-65) 3-4) (1-2) (1-3)

This suggests that both operations produce continued relief of symptoms
at ten years, but there is a trend towards deterioration with both. Although
there is a significant deterioration in pH results in the NF group, there is no

firm evidence for the superiority of either procedure.

IPsychological Factors Affect Both Measured Quality of
Life and Reported Symptoms Following Antireflux
Surgery

S.T. Baxter, P Salmon, E.M.I. Williams, S.J. Walker, R. Sutton. Department
of Surgery, University of Liverpool, L69 3BX, UK

A psychological tendency to over-report symptoms has long been suspected
as a confounding influence in the assessment of treatment outcomes in pa-
tients with gastro-oesophageal reflux disease (GORD). This has never been
quantified. Somatization is defined as the tendency of an individual to suffer
"distress arising from perceptions of bodily dysfunction".

This was measured Using the Hopkins Symptom Checklist in patients
from a prospective study of antireflux surgery (n = 30, median age 55 years

range 36-79) who were followed up at a median of 10 years (range 8-12).
Outcomes were assessed using a structured history, pH monitoring, linear
analogue symptom grading (LASG) and quality of life assessment (Short Form
36 [SF361; Medical Outcomes Trust, Boston MA, USA).

Somatization scores were abnormally high in 16 of 30 patients (53%).
Comparison of this subgroup with the remainder demonstrated no signifi-
cant differences in pH profiles. In this subgroup there was a trend towards
higher LASG (Visick grade 2.0 Vs 1.6, Mann Whitney U test p = 0.053). Quality
of life scores obtained from SF36 were worse, to a highly significant degree
(Mann Whitney U test p = 0.0002).

Conclusions: Somatization appears to adversely affect patient perception
of treatment outcome and is strongly associated with a poorer perceived
quality of life. Somatization scoring may be a valuable addition to the assess-
ment of treatment outcome in GORD

326 Does Vagotomy Improve the Long Term Results of
Antireflux Surgery? A Ten Year Follow-up Study

S.T. Baxter, S.J. Walker, R. Sutton. Department of Surgery, University of
Liverpool, L69 3BX, U.K

Vagotomy has been advocated as an adjunct to antireflux surgery. The long
term outcome of this combination, which is unknown, is investigated in this
study.

Patients undergoing Lind fundoplication for reflux disease (LF, n = 10)
were compared with patients undergoing Lind fundoplication plus vagotomy
(LF + V, n = 8 [truncal n = 2, highly selective n = 61) for reflux disease with
concurrent duodenal ulceration. Patients were assessed before surgery, and
at a median of 14 months (range 3-39) and 10 years (range 9-12), by symp-
tom score, pH monitoring and oesophageal manometry. (Statistics: Wilcoxon
signed rank test).

Total % time pH < 4.0: median & (range) Visick heartburn score: median, [mean) S (range)
pre early late pre early late

LF (median age 61 y range 40-80)
15.8 0.9 4.9 4,13.6) 1,[1.11 1,11.4
(5-50) (10-46) (0-17) (3-4) (1-2) (1-3)
LF + V (median age 51 y range 41-56)
19 0.7 5.9 4,3.8) 1, [1.131 1, 11.38)
(6-48) (0-12) (1-26) 3-4) (1-2) (1-2)

Both operations produced significant improvements in symptoms (LF: p
- 0.05, LF + V: p < 0.02) and pH results (LF and LF + V: p < 0.02) at early
assessment. At late assessment, symptoms (LF: p < 0.05, LF + V: p < 0.02),
and pH results (LF: p < 0.01, LF + V: 0.05) were better than before surgery.
Between early and late assessments symptoms (LF: p not significant, LF + V:
p < 0.02) and pH results (LF: p not significant, LF + V: p < 0.05) deteriorated
in both groups. This suggests that results of antireflux surgery deteriorate
with time and that this is not prevented by vagotomy.

32 Predictive Value of Unexplained Gastrointestinal
Symptoms for Autonomic Nervous Function in
HIV-positlve Patients

K. Becker, P Auer, I. Gorlach, H. Jablonowski, T. Frieling, D. Haussinger.
Department of Gastroenterology and Infectious Diseases, University of
Dusseldorf, Germany

Purpose: Although HIV shows clear neurotropism, data about autonomic ner-
vous function [ANF] and the clinical significance of its disturbance are rare in
HIV-positive [HIV(+)] patients. We investigated the prevalence of otherwise
unexplained gastrointestinal [GIl symptoms in HIV(+) patients at CDC stags
A1-3, B1/2 Lpre-AIDS] and B3, C1-3 [AIDS], and correlated these complaints
to the ANF of the subjects.

Methods: 33 consecutive HIV(+) patients (14 pre-AIDS, 19 AIDS, 30 d,
3 9, 18-61 yrs) and 27 healthy controls (24 6, 3 9, 24-64 yrs), each with-
out identification of relevant GI disorders, were interviewed by standardized
questionnaire for presence of nausea, vomiting, early satiety, gastric fullness,
bloating, diarrhea, constipation, fecal incontinence, and a feeling of incom-
plete evacuation. From these, we were then able to match 9 healthy controls,
9 HIV(+) patients with, and 9 HIV(+) patients without GI complaints for age,
sex, and CDC stage (6 pre-AIDS, 3 AIDS each), respectively. We examined
them for ANF by accepted cardiac test criteria (standard tests, spectral anal-
ysis, and vector analysis of heart rate variation at rest and while under provo-
cation). Statistical evaluation was performed by the 2-tailed T-test for paired
samples or by Chi-Square testing, respectively.

Results: 21 of 33 HIV(+) patients (= 64%) (AIDS 79%, pre-AIDS 43%, p <
0.05) and none of the healthy controls complained of >1 GI symptom. Abso-
lute prevalence of individual complaints was 9-30%, and their relative distri-
bution was comparable among pre-AIDS and AIDS patients. Among matched
subjects, HIV(+) patients with and without GI complaints each significantly
differed from healthy controls in 2 of 15 cardiac ANF test criteria, while not
significantly differing from each other in these parameters. Separating HIV(+)
patients with and without GI complaints by >2 GI symptoms did not substan-
tially change these findings.

Conclusions: Overall prevalence of unexplained GI complaints is high in
HIV(+) patients, and it increases with disease progression, without, however,
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their pattern of distribution changing. Such Gl complaints do not correlate to
autonomic nervous function in HIV(+) patients when measured by cardiac
testing, and they are suggested to be of no predictive value in anticipating
ANF in these subjects.

3 Esophagitis Due to Herpes Virus Infection in
HIV-negative Patients- Report of 12 Episodes from
One Institution

K. Becker, H.J. Lubke, D. Haussinger. Department of Gastroenterology,
Hepatology, and Infectious Diseases, University of Dusseldorf, Germany
Purpose and Methods: Among causes of esophagitis, herpes virus infection
is comparably rare. We retrospectively reviewed 12 episodes having occurred
at our institution from 1983 to 1994 in HIV-negative patients.

Results. Three female and nine male patients (14-76 years, median 53.5
years) were affected. They presented with upper G0 bleeding (6), odynopha-
gia (4), or without any symptoms on the occasion of a routine examination
(2). Herpes infection was restricted to the esophagus in all cases. Potential
risk factors included therapeutic immunosuppression (6), ICU care with na-
sogastric intubation (4), malignancies (2), gastro-esophageal reflux (2), and
diabetes (1). Erosions or ulcers mainly affected the aboral two thirds of the
gullet. Early hemorrhagic vesides ware seen in two cases. Additional abnor-
mal endoscopic findings were detected in eight patients, with concurrent or
subsequent esophageal candidiasis in three cases. Viral etiology was sus-
pected at endoscopy in five patients giving macroscopic assessment a sen-
sitivity of about 42%. Final diagnosis was made by histological or cytological
examination in three patients each, by both methods in five patients, and by
autopsy in one case. At presentation, serum antibody titres were increased in
five of six cases where they were determined. The course of herpes esophagi-
tis was usually favorable. 11 patients recovered completely, and esophagitis
resolved in five cases without antiviral therapy. In one case, acute upper gas-
trointestinal bleeding lead to the death of the patient.

Conclusions. Herpes esophagitis is accidentally diagnosed in a high pro-
portion of affected patients suggesting an underestimated incidence of this
disorder. Consequently, punch biopsies and/or brush cytology have to be
considered for specific viral diagnostics in cases of erosive or ulcerative
esophagitis. Herpes esophagitis has a good prognosis and may be self-
limiting in selected patients.

334 Does lloprost Affect Acute Pancreatitis with Ethanolic
Coetiology in Rats?

J.W. Dlugosz, E. Wr6blewski, C. Poplawski, A. Gabryelewicz.
Gastroenterology Department Medical School, Bialystok, Poland

The promoting effect of acute ethanol (E) abuse and protective effect of
prostaglandins in acute pancreatitis (AP) remain obscure. Aim. Assessment
of prostacyclin analogue lloprost (I) (Sobering AG) effect on trypsinogen
(Tn) activation and labilization of lysosomal membranes (LM) in AP with an-
tecedent acute intake of E. Methods. In 52 male Wistar rats, 40% E (5 g/kg
b.w, ig.) or saline (S) was applied; after 6 h AP was induced by an intraductal
injection of 0.2 ml/min 5% sodium taurocholate. Six rats were healthy con-
trol (C); 12 with ig. E or S were sham operated (SO). Half of 24 rats with AP
terminated after 24 h were treated with repeated ip. doses of (0.2 or 0.1
,g/kg b.w.); 16 rats with AP induced 6 h after ig. E or S and terminated after
18 h were treated with 1 (1 gg/kg b.w., ip.) every 6 hours. Free active trypsin
(FAT), total potential trypsin (TPT-enterokinase activated) with TAME, free (F)
and total (T) activities of cathepsin B were assayed in 150 x g supernatant of
pancreatic homogenate. FATiTPT (%) was an index of Tn activation, % FIT of
cathepsin B was an index of LM labilization. Results. FAT/TPT increased up to
4.5 ± 0.4% after 24 h of AP vs 0.8 ± 0.3% in C (p < 0.001). The treatment
with decreased this index to 1.8 ± 0.4% (p < 0.01) or 2.9 ± 0.4% (p < 0.05)
with higher and lower dose respectively. The antecedent E intake increased
FAT to 0.695 ± 0.11 ug/mg protein vs 0.33 ± 0.07 in S + AP (p < 0.02). 1 (1
jig/kg b.w.), depressed this increase to 0.19 ± 0.04 in E + AP (p < 0.001), and
to 0.125 ± 0.03 in S + AP (p < 0.02). % F/T of cathepsin B increased to 76 ±
6% in AP 24 h vs 50 ± 6% in C (p < 0.01) suggesting labilization of LM. 1(0.2
gg/kg b.w.) decreased this index to 56 ± 3% (p < 0.001). Conclusions. The
promoting effect of E abuse prior to AP could be dependent on augmented
activation of Tn. The protective effect of lloprost in AP (also with ethanolic
coetiology) seems to be dependent on the partial prevention of Tn activation
and pancreatic lysosomal membranes labilization.

[337IExpression and In-situ Localization of Genes Coding for
Extracellular Matrix Proteins and Extracellular Matrix
Degrading Proteases in Pancreatic Cancer Tissue

T.M. Gress 1, F. Muller-Pillasch 1, M.M. Lerch 1, H. Friess2, M. Buchler2,
G. Adler 1. Medizinische Kinik, Abteilung Inhere Medizin 1, Universitat
Ulm, Germany; 2 Klinik fur Viszerale und Transplantationschirurgie,
Universitat Bern, Inselspital, Switzerland

Pancreatic cancer shows a strong desmoplastic reaction which is character-
ized by a remarkable increase of interstitial connective tissue. In this studywe
analyzed the balance of expression of mRNAs encoding extracellular matrix
components (collagens 1, Ill and IV, laminin, fibronectin), extracellular matrix

degrading metalloproteinases (MMP-1, 2, -3 and -9) and tissue inhibitors of
metalloproteinases (TIMP-1 and -2) in pancreatic cancer and control pancre-
atic tissue by northern blot analysis and mRNA in-situ hybridization. Tran-
scripts for MMP-1 (interstitial collagenase) and MMP-3 (stromelysin-1) were
not detectable in pancreatic cancer and control tissues. Steady-state levels
of transcripts encoding extracellular matrix proteins, MMP-2 (72 kDa colla-
genase IV), MMP-9 (92 kDA collagenase type IV), TIMP-1 and TIMP-2 were
elevated in the majority of pancreatic cancer tissue samples as compared to
control pancreatic tissue. A good correlation was seen between overexpres-
sion of the named MMPs and TIMPs and the steady state levels of transcripts
coding for extracellular matrix proteins, the amount of collagen protein and
the severity of the desmoplastic reaction. In-situ hybridization studies local-
ized transcripts coding for collagens type and Ill to spindle shaped stromal
cells, whereas transcripts for MMP-2, MMP-9, TIMP-1 and TIMP-2 were found
in both, stromal and tumor cells. However, MMP-2 transcripts appeared to be
more abundant in stromal cells, TIMP2-transcriptwere evenly distributed over
tumor and stromal cells and relatively more TIMP1 and MMP9 transcripts
were found in tumou cells. We conclude, that in human pancreatic cancer
MMP-2, MMP-9, TIMP-1 and TIMP-2 may be involved in processes leading to
the strong desmoplastic reaction observed in these tumours. Stromal and tu-
mour cells appear to be the source of MMPs and TIM Ps in human pancreatic
cancer.

I338 Database of Differentially Expressed Sequence Tags in
Human Pancreatic Cancer

T.M. Gress1, F. Muller-Pillasch 1, M. Geng 1, G. Zehetner2, H. Lehrach2,
G. Adler 1. Medizinische Klinik, Abteilung Innere Medizin. 1, Universitat
Ulm, 2 Max-Planck Institut fur Molekulare Genetik, Berlin, Germany

We have developed an approach allowing one to describe complex al-
terations of gene expression in cancer by use of automated molecular
techniques. This approach includes the use of regular arrays of cDNA li-
braries from tumour tissues or cell lines, differential hybridizations, auto-
mated means of data analysis and handling, and EST-sequencing (Expressed
Sequence Tags = 200-400 bplcDNA clone). Using pancreatic cancer as a
model system we show that approximately 4% of 40 000 cDNA clones from
two libraries prepared from pancreatic cancer cell lines (PATU 8988s and t)
contain sequences with cancer-specific overexpression. EST-sequencing of
100 selected, differentially expressed sequences identified new sequences
(44%), sequences coding for cytoskeletal proteins (16%), metabolic enzymes
(10%), cell adhesion molecules (2%), unknown ESTs (6%) and for other indi-
vidual genes (20%), thus allowing for the first time to establish a profile of
complex primary and secondary alterations of gene expression in pancreatic
cancer. The number of ESTs is steadily increasing in ongoing experiments by
use of an automated sequencer. Additional experiments are being done to
characterize unknown ESTs, e.g. bychromosomal mapping using somatic cell
hybrid panels or by hybridizations with chromosome-specific genomic DNA
probes. Data generated thereby is stored in a relational computer database,
which is publicly accessible over the Internet using the World Wide Web
(WWW) system. A centralized European Pancreatic Cancer Reference Library
System (EPCRLS) has been setup, making cDNA library resources available to
the public. In summary, the application of an automated molecular approach
allows to detect complex genetic alteration occurring during the multistep
process of cancerogenesis in the pancreas. Data generated thereby is part
of a centralized database, which may represent the basis to coordinate pan-
creatic cancer research on a European level.

I339 Cephalic Phase of Pancreatic Polypeptide Release: A
Valid Test of Autonomic Neuropathy in Diabetics?

B. Glasbrenner, J. Bruckel, R. Gritzmann, G. Adler. Department of Internal
Medicine 1, University of Ulm, Germany
The cephalic phase of pancreatic polypeptide (PP) release is mediated by
vagal cholinergic mechanisms. We investigated PP release by sham feeding
as a test of autonomic function in diabetic patients.

Methods: PP release was stimulated in 33 patients with diabetes mellitus
(DM; age range 18-69 years) and 24 healthy controls (age range 24-68 years)
by chew and spit sham feeding. Nine plasma samples were taken at 5 min.-
time intervals, and PP plasma levels were determined by radioimmunoas-
say. Autonomic neuropathy(AN)was diagnosed and staged according to four
standardized tests of cardiovascular autonomic function (Neurocard-Analyzer
11).

Results: Basal PP plasma levels (mean of 3 pre-stimulation samples) in DM
patients were increased (169 ± 19 vs. 118 + 16 pg/ml; p < 0.05), whereas
the integrated PP response during sham feeding was decreased (1067 + 397
vs. 2670 ± 394 pg/ml/30 min; p < 0.05). Maximum increase of PP plasma
level was significantly different between the DM subgroups with AN (36 ± 19
pg/ml; n = 13) and without AN (132 i36 pg/ml; n = 20) and healthy controls
(219 ± 29 pg/ml; range 20-460 pg/ml). In DM patients, max. PP increase was
inversely correlated with the degree of AN (r = -0.47; p < 0.05). However,
a cutoff of max. PP increase <20 pg/ml (specificity 100%) resulted in only
46% sensitivity, while a cut-off <160 pg/ml (sensitivity 100%) yielded 38%
specificity for diagnosis of AN.

Conclusions: Although mean differences can distinguish between diag-
nostic subgroups, PP response in healthy controls varies widely. The diagnos-
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tic value of the PP test for identifying individual patients against this variable
reference range is limited. Max. PP increase during sham feeding <20 pg/mI
indicates AN, while max. PP increase >160 pg/mI excludes AN in diabetic
patients.

340 Ml -muscarinic Receptors Mediate Gallbladder and
Hormonal Responses to Intraduodenal Nutrients

B. Glasbrenner, D.K. Nelson 1, R.L. Riepl 2, G. Dahmen, G. Adler. Dep. of
Internal Medicine, University of Ulm, Germany; 1 Genesee Hospital,
University of Rochester, New York, USA, 2 Med. Klinik Innenstadt, University
of Munich, Germany
We have shown that selective Mi-muscarinic receptor blockade with telen-
zepine (T) inhibits caerulein-induced gallbladder contraction (GBC) and pan-
creatic polypeptide (PP) release in man (Gut 34: 32, 1993). We have now ex-
tended these studies to examine the influence of M1-receptors on GBC and
release of associated hormones during endogenous stimulation by a mixed-
nutrient meal.

Methods: Seven healthy volunteers received T (1.5 mg/h i.v.) or placebo (P)
on separate days as 2 h background infusion (randomized, double-blind). GBC
was assessed by ultrasonography before and during intraduodenal perfusion
of two consecutive doses of a liquid test meal (44 kJ% carbohydrates, 24
kJ% protein, 32 kJ% fat; 11 kJ/min over 45 min, 22 kJ/min over 45 min). CCK
and PP plasma levels were measured at 15 min intervals by specific RIAs.

Results. Basal GB volume was not altered by 30 min T infusion (pre-
stimulation). Meal perfusion induced GBC to 46 ± 19% of initial volume at
75 min (end of dose 1) and to 35 ± 19% at 120 min (end of dose 2). Inte-
grated GBC was inhibited by T (% change from basal volume * 90 min: 1528
± 1219 vs 4160 ± 1407 during P p < 0.01). CCK plasma levels during P day
were 1.9 ± 1.0 pmol/l at 30 min, 4.9 ± 2.2 at 75 min and 14.7 ± 8.0 at 120
min. During T infusion CCK plasma levels were lower but stimulation of CCK
release was still significant. PP release (96 ± 30 pg/mI at 30 min, 339 ± 73
at 75 min and 290 ± 55 at 120 min during P) was markedly suppressed by T
(82% inhibition of integrated response, p < 0.01).

Conclusions. Selective M1-receptor blockade inhibits the physiologic re-
sponse of the gallbladder and associated hormones to intraduodenal nutri-
ents in man. M1-muscarinic mechanisms contribute substantially to vagally-
mediated PP release.

342 Evaluation of the Effectiveness of a Low-dose
Short-term Triple Therapy for the Eradication of
Helicobacter pylori Infection

G. Stornelli, P Rossi 1, S. Resta 1, D. Neve, L. Rosci, C. Puoti. Modulo
Gastroenterologia, Ospedale di Marino, Roma, Italia; 1 Endoscopia
Digestiva, Ospedale di Genzano, Roma, Italia

Helicobacter pylori (HP) infection is the most common cause of antral chronic
gastritis and is responsible of the rise and relapse of the majority of duode-
nal and gastric ulcers not associated to consumption of non steroidal anti-
inflammatory drugs.

The aim of the present study was to evaluate the HP eradication potency,
patient compliance and drug tolerability of a low-dose short-term triple ther-
aphy (clarithromycin, tinidazole, omeprazole).

Methods. Ninety-three patients with histologically confirmed HP gastritis
(61 non ulcer dyspepsia and 32 duodenal ulcer) were treated with one week
triple therapy (omeprazole 20 mg sid, clarithromycin 250 mg bid, tinidazole
500 mg bid). Duodenal ulcer patients received omeprazole 20 mg sid for addi-
tional 3 weeks. Prior to recruitment, four weeks and 3 months after the end of
treatment, patients were investigated with endoscopy (four antral biopsies),
for histological research of HP

Results: all the patients completed the treatment: two cases only com-
plained of mild nausea (not severe enough to stop the treatment). At 4 weeks
after the end of treatment, 88 out of 93 patients (94.6%) had eradicated HP in-
fection, proved by negative antral biopsies specimens. At 3 months follow-up
none patients showed reinfection and/or ulcer relapse.

Conclusions. the simple and short triple therapy is highly effective for the
eradication of HP infection. Furthermore, this treatment regimen emphasized
excellent compliance and substantial absence of side effects.

3 Tgf-P Interferes with the Hepatocyte/Hepatic Stellate
Cell Interaction in a Profibrogenic Manner

A.M. Gressner, B. Lahme, L. Scheckel, B. Polzar 1, H.G. Mannherz 1 Dept.
of Clinical Chemistry and Central Laboratory, Germany, 1 Dept. ofAnatomy
Philipps University Hospital, 35033 Marburg, Germany
Liver fibrogenesis is a multicellular process in which the activation of perisinu-
soidal hepatic stellate cells (HSC, Ito cells) is the central pathogenetic event
leading to myofibroblasts (MFB) expressing a wide spectrum of extracellular
matrix (ECM) molecules. HSC are closely connected with hepatocytes (PC)
in situ which offers multiple ways of cellular interactions. Here, we studied
the effect of TGF-fi, the most important fibrogenic cytokine, in the interre-
lation of both cell types during fibrogenesis. Methods: PC were isolated by
collagenase-reperfusion and maintained as monolayers in serum- and insulin-
free DMEM. HSC prepared by pronase/collagenase digestion were cultured

in the same medium for up to 5 days supplemented initially with 10%, later on
with 0.2% fetal calf serum (FCS). PC were treated with TGF-B1 (0.25-3 ng/ml).
Conditioned media (PCcM) were harvested from these cultures and control
PC, then added to non-confluent HSC 2 days after seeding and kept in 0.2%
FCS. The exposure to PCcM was 48 h, during the last 24 h [3H] thymidine
incorporation into DNA was measured. PC cultures were also exposed with
MFB-conditioned media (MFBcM) to measure apoptosis in comparison with
that induced by authentic TGF-f11. Detachment of PC, electrophoretic DNA-
ladder, decrease of mitochondrial dehydrogenase activity (XTT-test), enzyme
release (LDH, AST, ALT) into the medium, DNA-histone fragments (ELISA)
and the TUNEL reaction were used as apoptosis criteria. Results: TGF-f11
above 0.25 ng/ml induced progressive detachment of PC from the plastic
support. LDH, AST, and ALT in the medium increased and a strong reduction
of formazan dye development from a tetrazolium salt (XTT) was measured.
DNA ladder, a positive TUNEL reaction (DNA breaks), and oligonucleosomal
DNA fragments were detected in PC. Short-term exposure with TGF-f1 (1
h, 3 h) was sufficient to induce apoptosis, a clear dose-response could not
be detected at 1 and 3 ng/ml. Very similar results were obtained by addi-
tion of concentrated MFBcM, in which active TGF-fi has been enriched by
transient acidification, as measured in the Mv1-Lu-cell-bioassay. Conditioned
media harvested from TGF-fi1-treated PC induced a strong, dose-dependent
mitogenic response in HSC reaching about 80% of that of 10% FCS. Con-
clusion: MFB might produce in damaged liver tissue sufficient TGF-ff1 to
induce apoptosis of nearby PC. In turn, release of mitogenic activity from
apoptotic PC is favored stimulating untransformed HSC to proliferate. The
data might indicate for TGF-fJ a new profibrogenic role in a fibrogenic vicious
circle.

344 p53 Mutations in Mucinous Colonic Carcinomas
F. Tiecke, M. Hummel, A. Rolfs, M.L. Hanski, A. Schmitt-Graff, E.-O. Riecken,
C. Hanski. Universitatsklinikum Benjamin Franklin, Berlin, Germany

Purpose: We observed that the frequency of p53 protein overexpression is
lower in mucinous than in nonmucinous colorectal carcinomas. In order to
verify this finding on the genetic level we compared the p53 gene mutation
and overexpression in the same tumors.

Methods: The immunohistochemistry was performed with CM-1 antibody
and peroxidase detection on paraffin sections of tumors from 16 patients.
The DNA was extracted from the same specimens, amplified in PCR and se-
quenced with Taq cycle sequencing method.

Results: 25% of the tumors exhibited p53 overexpression and in 310%
a mutation was detected. Concordancy between the two techniques was
found in 69% of tumors. Overexpression without mutation was observed in
12% and mutation without overexpression in 19%. The GC-AT transitions rep-
resented 80% and GC-CG transversion 20% of all mutations, as reported for
non mucinous colorectal carcinomas.

Conclusions: The mutation patterning the p53 gene is similar in mucinous
and nonmucinous colorectal carcinomas. The low frequency of lesions, found
by immuno-histochemistry and by sequencing indicates that p53 involvement
is not necessary for the development of mucinous carcinomas. The results
show that p53 overexpression is not always associated with gene muta-
tion.

3 Is the Jejunal Lactase Activity Permanently Low in
Congenital Lactase Deficiency?

S. Simila, T. Saarela. Department of Pediatrics, University of Oulu, Oulu,
Finland

Congenital lactase deficiency (CLD) is a very rare disorder, which appears to
have an autosomal recessive inheritance mode. The largest groups of CLD
patients are recorded in Finland.

Clinical picture. Watery diarrhea begins during the first hours or days of
life. Unless intervened, severe dehydration, metabolic acidosis and malnutri-
tion will develop. Large amounts of lactose are found in feces. On a lactose-
free diet diarrhea is halted quickly and the infants show good growth there-
after. Diarrhea returns promptly if lactose is introduced again to the diet.

Incidence. From 1982 to 1993 11 infants with CLD have been diagnosed
in the University Hospital of Oulu. During that period of time a total of 74 964
live babies were born in the district; it gives a CLD incidence of 1:6800 in the
area.

Diagnosis. The diagnosis of CLD in infancy was based on the low lactase
activity (mean 3.0 U [range 0-7] per gram of protein; normal values 39-258)
and on low lactase/sucrase ratio (mean 0.10 [range 0.02-0.24]) in a jejunal
biopsy specimen taken at the ligamentum of Treitz.

Purpose of the study. It has been challenged, that low jejunal lactase ac-
tivity in CLD patients in infancy might be transient and rather be a secondary
manifestation to other intestinal episode such as infection. To further inves-
tigate the course of lactase activity in CLD patients a follow-up jejunal biop-
sies were performed in a group of five above mentioned CLD patients after
infancy.

Results. In jejunal biopsies taken at the ages of 2 to 10 years, the mean
lactase activity was 3.4 U (range 0-14) and the mean lactase/sucrase ratio
was 0.07 (range 0.0-0.30).

Conclusion. Our results demonstrate that jejunal lactase activity stays per-
manently low in CLD children by increasing age up to 10 years.
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3 Variations in Choice of Empirical Therapy for Dyspepsia
in Primary Care

K. Bodger, M. Daly, R.V. Heatley. St James's University Hospital Leeds, UK

Background: Dyspeptic patients often receive treatment without prior investi-
gation ("empirical therapy", ET). This study aimed to determine prospectively
the pattern of use of different classes of drugs for ET by a group of local
general practitioners (GPs).

Methods. 12 GPs kept a record of all consultations for dyspepsia over a 3
month period, noting details of symptom type (Ulcer-like, Reflux-like or Non-
specific) and choice of treatment. Review of casenotes established whether
patients had ever been investigated.

Results: A total of 155 consultations for dyspepsia were recorded, of
which 82 were uninvestigated patients. Percentages of patients in each
symptom sub-group receiving each type of treatment are shown in the ta-
ble. [Note: Nil = No prescription; Ant = antacid; H2A = H2-antagonist; PPI
= proton pump inhibitor; Mot = motility agent; HpE = H. pylori eradication
therapy].

Symptom Type N Choice of treatment (%)
Nil Ant H2A PPI Mot HpE

Reflux-like 29 6.9 44.8 20.7 27.6 Nil Nil
Ulcer-like 13 15.4 7.7 69.2 Nil Nil 7.7
Non-specific 40 7.5 35 42.5 7.5 7.5 Nil

Conclusions: (1) A wide range of drugs were used for ET, with marked
differences in potency and cost. (2) Drug choice was clearly influenced by
symptom type, but still varied. (3) Excessive variation in practice between
doctors may account for some of the high costs of prescribing for dyspep-
sia. (4) Management guidelines should be developed to encourage a more
consistent approach to ET for dyspepsia, so that drug choice is rational and
cost-effective.

351 Progressive Disruption of Calcium Signalling During
Experimental Pancreatitis

J.B. Ward. R. Sutton, S.A. Jenkins, O.H. Petersen. Department of Surgery
and the Physiological Laboratory, University of Liverpool, Liverpool, England,
UK

Disruption of stimulus-secretion coupling is thought to be an important event
in the early stages of acute pancreatitis. As calcium ([Ca2+]1) is a key messen-
ger in this process we have examined acinar cell [Ca2+li signalling in experi-
mental pancreatitis.

Mice received hourly intraperitoneal injections of caerulein (50 ,Aglkg) or
saline. Pancreata were harvested after injections 1. 3, 5 and 7. Acini were
isolated by collagenase digestion, loaded with fura-2, and [Ca2+Ji responses
to acetylcholine (ACh) and cholecystokinin (CCK) studied using digital imaging
microfluorimetry. Two sets of experiments were performed at each stage.

The number of cells demonstrating a normal oscillatory response to a
physiological dose of ACh (100 nM) diminished progressively: 20 of 24, 18 of
20, 5 of 14, 2 of 8 after injections 1, 3, 5 and 7 respectively (X2end = 15.09, p
< 0.001). In control cells the number of cells maintaining a normal response
remained high (29 of 30 cells after 7 injections, vs caerulein: 2 = 17.14, p <
0.001).

Experimental cells stimulated with CCK 10 pM (physiological dose)
demonstrated a progressive replacement of the normal oscillatory [Ca2+Ji
response by a single transient increase, and after 7 caerulein injections, no
cells responded at all (X2end = 4345 P << 0.001). A high proportion of control
cells maintained an oscillatory response.

On supramaximal stimulation (ACh 500 nM) a normal sustained [Ca2+]1
response was maintained in a high proportion of cells until the 7th caerulein
injection when only 8 of 14 cells responded in this way. The number of control
cells maintaining a sustained response remained high (vs experiment, after 7
injections: X2 = 10.34, p < 0.01).

These results indicate that there is progressive disruption of the mecha-
nisms involved in [Ca2+]J signalling during early caerulein hyperstimulation.
Further work is required to investigate the mechanisms and significance of
these changes.

3 Analysis of the lntraoperative Pancreatoscopy for the
Pancreatic Disease

Y. Hayashida, G. Mishima. S. Kobayashi, N. Mizobuchi, N. Sakakibara. 1st
Department of Surgery, Juntendo University, School of Medicine, Tokyo,
Japan
The endoscopic examination was done as a pancreatoscopy in the opera-
tion of the pancreatic diseases-pancreatitis and pancreas cancer-. In this
examination, Olympus fiberscope-choledchoscope (CHF-P200:diameter is
5 mm), gastrointestinal scope for baby (GIN-N30:diameter is 4.9 mm) were
used. Using these apparatus, pancreas stones were found and removed eas-
ily from the pancreatic duct in the case of the pancreatitis with the pancre-
atolithiasis. In the pancreatic cancer case, the observation of the ductal inside
was very important to confirm the ductal invasion of the cancer and to decide
the resectable region. Especially, in the mucinous adenocarcinoma that has
a ductal dilatation, the ductal observation was done very easily by a pancre-

atoscopy. The intraoperative pancreatoscopy was valued as a good methods
for the pancreatic diseases.

But, thease fiberscopes (were used in this report) are not appraised per-
fectly as a pancreatoscope for the pancreatic diseases. So, the development
of the new pancreatoscope is desirable. The intraoperative pancreatosopy
and cases are discussed in this report.

3 The Third Cytoplasmatic Domain of the GLP-1 Receptor
is Crucial for Receptor-G-Protein Interaction

R. Goke, S. Sheikh, H. Orkild, B. GCke;. Philipps-University, Marburg,
University of Copenhagen, Copenhagen, Denmark

Glucagon-like peptide-l (GLP-l) is an important incretin hormone. Its recep-
tor is coupled to the adenylate cyclase system via a stimulatory G-protein.
To further elucidate the GLP-1 receptor mediated signal transduction we em-
ployed site directed mutagenesis to create deletion mutants in the putative
third cytoplasmatic loop of the receptor. Furthermore, we performed single
point mutations within the C-terminal and the middle portion of the third cy-
toplasmatic loop. The mutant receptor was constructed by exchanging the
736-bp BstXI-EcoRI fragment of the rat WT-GLP-1 receptor cDNA in pTEJ8
with distinct PCR fragments comprising the desired mutations. Northern blot
analysis revealed similar levels of expression for wild type (WT) receptor and
mutants in stably transfected CHL cells. The dissociation constants for 1251-
GLP-1 binding to the WT-GLP-1 receptor and the mutants were in similar range
but the GLP-1 receptor mutants showed a in part drastically reduced ability to
mediate cAMP generation. Our data shows that the 3 cp loop of the GLP-1
receptor is involved in receptor - G-protein coupling. Furthermore, we iden-
tified certain amino acids within the 3 cp loop (Arg348, Leu349, Ala350) which
are important for the GLP-1 mediated cAMP-generation. (Supported by the
Deutsche Forschungsgemeinschaft)

35 Active Receptors for IGF-1 and IGF-11 on Endocrine
Pancreatic Cells

H.C. Fehmann, B. Goke;. Philipps-University Marburg, Marburg

IGF-I and IGF-Il are characterized by several insulin-like effects in glucose
metabolism. Both peptides are expressed at high levels in endocrine pan-
creas during development and regeneration of the endocrine pancreas. We
studied now the expression of receptors for IGF-I and IGF-Il and the function
of both peptides at clonal insulin (HIT cells)-, glucagon (INR1 G9 cells)- and
somatostatin (RIN 1027 B2) secreting cell lines. HIT cells and RIN 1027 B2
cells express specific type and type 11 IGF receptors as determined by re-
ceptor binding assays. INR1 G9 cells express type 11 IGF receptors and IGF-I
binding sites with the same affinity for IGF-I and IGF-Il. Insulin secretion was
not influenced by both peptides and proinsulin gene transcription was stimu-
lated by IGF-Il (0.1 nM: 142% above controls) and not by IGF-I. IGF-I potently
inhibited proglucagon gene transcription (100 nM: 60% (p < 0.05). 10 nM:
37% (p < 0.05) of controls) and glucagon secretion (1 nM: 164% (p < 0.05),
10 nM: 56% (p < 0.05), 100 nM: 35% (p < 0.05) of controls) while IGF-Il in-
hibited only glucagon release (10 nM: 74% (p < 0.05) of controls). IGF-Il but
not IGF-I increased somatostatin output (1 nM: 164% (p < 0.05) of controls)
while both peptides stimulated somatostatin gene expression (1 nM IGF-I:
155% (p < 0.05), 1 nM IGF-II: 146% (p < 0.05) of controls). IGF-I potently
stimulated DNA synthesis of A- (100 nM: 205% (p < 0.05) and D-cells (100
nM: 168% (p < 0.05) of controls), while IGF-Il increased DNA synthesis of all
three cell types (B-cells: 10 nM: 146% (p < 0.05), A-cells: 100 nM: 168% (p
< 0.05) D-cells: 10 nM: 130% (p < 0.05) of controls). This data demonstrate
the presence to type and type 11 IGF receptors on insulin-, glucagon- and
somatostatin secreting cells. Both peptides may be important regulators of
endocrine pancreatic function in respect of islet hormone release, islet hor-
mone gene expression and cell growth.

X3551Regulated Expression and Function of the
Insulinotropic GLP-1 Receptor In Insulin-secreting
RINm5F Cells

H.C. Fehmann, B. Goke;. University of Marburg, Marburg, Germany

Glucagon-like peptide-1 (GLP-l) is a potent incretin hormone and mediates its
actions via specific receptors at pancreatic P-cells. The GLP-1 receptor be-
longs to the seven-transmembrane receptors coupled to G-proteins. We have
presently analyzed the regulation of GLP-I receptor function and expression
in rat insulinoma-derived P-cells (RINm5F) by the cAMP-dependent pathway
of signal transduction. The GLP-I receptor underwent a rapid homologous de-
sensitization. After preincubation of RINm5F cells for 5 min with 1, 10, and
100 nM GLP-I binding of GLP-I was reduced to 95%, 60% (p < 0.05) and 52%
(p < 0.05), resp. cAMP generation in response to GLP-I (100 nM), but not in
response to for skolin was decreased after preincubation of cells with GLP-I
(5 min, 100 nM GLP-I). A GLP-1 receptor desensitization was not induced by
VIP glucagon and somatostatin, but by the GLP-I receptor agonist exending-
4. This effect was not mediated by PKA since the PKA activator BIMPS did
not change GLP-I binding and GLP-I induced cAMP generation. GLP-I recep-
tor mRNA levels were down-regulated during incubation of cells with agents
that increase cAMP including GLP-l itself (10 tM forskolin: 3 h: 86%, 6 h:
51% (p < 0.05), 24 h: 73% (p < 0.05) of controls; 1 ttM GLP-I: 3 h: 62% (p <
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0.05), 6 h: 38% (p < 0.05), 24 h: 45% (p < 0.05) of controls). The half-life of
the GLP-I receptor mRNA was determined with actinomycin D (ad), Forskolin
and GLP-1 stabilized the GLP-1 receptor mRNA (3 h: ad: 78%, ad + forskolin:
94% (p < 0.05), ad + GLP-I: 1 1 0% (p < 0.05), 6 h: ad: 44%, ad + forskolin:
41%, ad + GLP-I: 51%). These compounds induced a time-dependent down-
regulation of GLP-1 receptor number (10 gM forskolin: 3 h: 95% (p < 0.05),
6 h: 51% (p < 0.05), 24 h: 48% (p < 0.05); 100 nM GLP-I: 3 h: 42% (p <

0.05), 6 h: 61% (p < 0.05), 24 h: 52% (p < 0.05) of controls. This effect was
not influenced by cycloheximide. Therefore, in addition to the transcriptional
level post translational mechanisms exist to regulate GLP-1 receptor number
in insulin secreting cells.

This data show that the GLP-l is subject of a rapid and homologous de-
sensitization. This effect is not mediated by PKA. GLP-I receptor mRNA levels
and GLP-l receptor number are down-regulated by activators of PKA. Since
PKA activators stabilize GLP-I receptor mRNA levels we suggest that GLP-I
gene transcription is negatively regulated by PKA.

The Value of Symptom Status as a Predictor of
Erradication After Treatment of Helicobacter pylori

Dag Maim, Snorri Olafson. Dept. of Med., University Hospital of Tromso/,
Norway
Introduction: Erradication of Helicobacterpylori (Hp) are mostly evaluated by
costly procedures like endoscopy or the noninvasive 14C-urea breath test.
We therefore wanted to establish to what degree the relief of dyspepsia is
associated with erradication of Hp and whether controls could be ommited.

Method. An initial group of 571 Hp-positive (Hp+) patients with dyspeptic
symptoms (Sy+) and with gastroduodenal ulcers or erosions were treated
with various 10 to 14 days regimen. Hp-status was evaluated after 6-12
weeks, and all patients asked the question: "Are you now free of dyspep-
tic symptoms?". Gastroesophageal reflux-symptoms were excluded. All still
Hp-positive patients were retreated and reevaluated in the same manner. Sta-
tistical analysis of this ongoing study is performed with the Chi-Square-test.

Results:
Results: Fig 1. Chart of patient flow withHp and symptom status:

Hp+ =571 Hp-172 (Sy+ = 34)
(Sy- =138)

Hp+ =82 (Sy+ 44) Hp- =26 (Sy+ = 7)
Fig 2. Hp and symptom status: (Sy- =38) (Sy- =19)

lHp+ 16 (Sy+ 7)

8vne 7 157 204

Conclusions: Although the correlation between syptom relief and Hp-
status is significant (p < 0.001), the poor sensitivity, e.g. if having symptoms
and the chance of having bacterias is 55%, and the poor specificity, e.g. if
having no symptoms and the chance of being rid of the bacterias is 77%.
Therefore, symptom relief alone is a poor predictor of Hp-status.

Absorption of 5ASA from a Mesalazine and an
Olsalazine Preparation in Ulcerative Colitis in
Remission

K. Becker1, K. Ewe2, B. Ueberschaer2. 1111. Medical Dep., University
Mainz, Germany; 2 1 Medical Dep., University Mainz, Germany

Aminosalicylates are used for prevention of recurrence in ulcerative colitis
(UC). Since there are occasional side effects of 5-aminosalicylic acid (5ASA)
and long term treatment is necessary for maintenance therapy, preparations
with the least rate of absorption of 5ASA would be preferable. This trial com-
pares an eudragit L® coated preparation and the 5ASA dimer (olsalazine).

Patients and methods. 15 Patients with UC in remission were randomised
in a cross over design. They received mesalazine 3 x 2 tablets a 250 mg or

olsalazine 2 x 2 tablets a 250 mg, a dose which is recommended for main-
tenance therapy. After a 5 days equilibrium period morning predose serum

samples and 24 hour urine were collected on two consecutive days and anal-
ysed for 5ASA and acetyl-5ASA. Thereafter, the alternative preparation was

given and evaluated correspondingly. The study was approved by the local
Ethic Committee.

Results: Absorption after mesalazine administration was significantly
greater than after the olsalazine preparation (p < 0.0001). This applies to the
24 hour urine values of 5ASA + acetyl-5ASA (3.2 vs. 1.0 mmol/24 hr) as well
as for percentage of the administered dose (32.4 vs. 17.7%) of mesalazine or

olsalazine resp. Plasma concentration of 5ASA was 3.4 times and of acetyl-
5ASA 3.2 times higher after mesalazine administration than after olsalazine.
All patients finished the trial and no major side effects were encountered in
either group.

Conclusion. Absorption of 5ASA was significantly lower from the ol-
salazine than from the mesalazine preparation. Therefore, olsalazine is less
likely to produce side effects and seems to be especially suitable for mainte-
nance therapy in ulcerative dolitis.

3 Acute Ethanol Ingestion Inhibit Caerulein Stimulated
Phospholipase D Activity in Rat Pancreatic Acini - The
Possible New Mechanism of Pancreatic Injury After
Ethanol

G. Rydzewska, G. Jurkowska, A. Gabryelewicz. Gastroenterology
Department, Medical School, Bialystok, Poland

Activation of phospholipase D (PLD) in isolated rat pancreatic acini has been
previously observed in response to caerulein (Cae). In vitro study indicates the
relation of PLD activation in pancreatic acini to ethanol metabolism. Ethanol
acts as a competitive inhibitor of PLD, inhibiting phosphatidic acid (PA) pro-
duction from phosphatidylcholine. In vivo, Cae infusion (0.25 Ag/kg/h) was
also postulated to stimulate PLD activity in time dependent manner. This
study was undertaken to establish the influence of acute ethanol ingestion
on PLD activity in pancreatic tissue and pancreatic growth after Cae infu-
sion. Male rats, kept in restrained cages were infused in the Jugular veto
with Cae (0.25 gg/kg/h) or saline. 1 h before infusion animals were treated
with ethanol (5 g/kg p.o.) or saline respectively. After 1, 2 and 48 h of Cae
infusion rats were killed, pancreata were dissected out and weighted, dis-
persed pancreatic acini were then prepared and loaded with 3H myristic acid
to label phopshatidylcholine pool. To establish PLD activity, phosphatidic acid
(3H PA) accumulation in the presence of propranolol (PA phosphohydrolase
inhibitor), was measured. To show trophic influence of Cae infusion, pancre-
atic weight, protein, RNA and DNA content were also established. Results: 1)
PLD activity was significantly elevated (p < 0.01) after 1 and 2 h of Cae infu-
sion (116% and 105% respectively), reaching control value after 48 h. Acute
ethanol ingestion significantly inhibited (p < 0.05) PLD activity after 1 and 2
h (16.3% and 40.3% respectively). After 48 h of Cae infusion a significant
increase in pancreatic weight, protein, RNA and DNA content in pancreatic
tissue was found. Ethanol was not able to influence significantly pancreatic
weight, protein and RNA content, however, significant (p < 0.05) inhibition of
DNA content in pancreatic tissue was observed after 48 h of Cae infusion in
alcoholised rats. Summary: A single dose of ethanol inhibited significantly the
PLD activity in rat pancreas after 1 and 2 h of Cae infusion and had potency to
diminish DNA content after 48 h. Conclusion. Since PA, a product of PLD, is
known as a second messenger probably involved in cell proliferation and dif-
ferentation, our results suggest a potentially new mechanism for pancreatic
tissue injury after acute ethanol ingestion.

3 Olsalazine is Associated with Lower Systemic Exposure
to 5-Amino-Salicylic Acid (5-ASA) than Mesalazine:
A Meta-Analysis of Five Independent Studies

K. Lauritsen, L.S. Laursen. Dept. of Medical Gastroenterology, Odense
University Hospital, Denmark

Intraluminal concentrations of 5-ASA in the colon are of importance for the
efficacy in ulcerative colitis (UC), whereas the kinetics of the absorbed 5-ASA
primarily is of interest for potentially toxic effects. Aim: To assess whether
olsalazine gives a lower systemic uptake of 5-ASA and its acetylated metabo-
lite (Ac-5-ASA) compared to mesalazine. Methods. A meta-analysis was done
on data from five studies using a similar design (a randomized, two-period,
cross-over study of olsalazine and a mesalazine formulation in patients with
inactive UC) and same analytical methods for comparison, at steady state, of
the concentrations of 5-ASA and Ac-5-ASA in urine and plasma. Results:

Drug Osalazine Mesalazine
Formulation Dipentum° Asacol@ Salofalk0/Mesasale
Dailydose 1 g 1.2-1.6g 1.5 g
Studies (patients) 5 (n = 75) 3 (n = 45) 2 (n = 30)
24 h-Urine-Ac-5-ASA excretions:
Mean ± SD ttmol 1086 ± 424 2050 ± 839 2892 ± 840
Ratio' (95% Cl) - 1.93 11.70-2.19(t 2.58 2.21 -3.01 t

24 h-Urine-5-ASA excretions:
Mean ± SD ,mol 48 ± 73 426 ± 442 608 ± 501
Ratio* 195% Cl) - 8.14 15.97-11.10lt 14.01 19.58-20.47(t
24 h-Urine equimolar recovery of 5-ASA + Ac-5-ASA.
Mean ± SD % of dose 19.6 ± 8.0 25.6 ± 11.1 35.6 ± 11.9
Ratio' (95% Cl - 1.33 [1.17-1.5211 1.76)1.50-2.0611
Plasma-Ac-5-ASA concentrations:
Mean ± SDtmol/L 2.79 ± 1.46 11.59 ± 9.74 10.26 ± 5.72
Ratio' (95% C] - 3.67 (3.02-4 46(t 3.35 12.64-4.26]t
Plasma-5-ASA concentrations:
Mean ± SD gmol/L 1.00 ± 0.73 7.61 ± 11.83 6.02 ± 6.60
Ratio' 195% Cl] - 4.20 (3.03-5.831t 4.11)2.76-6.13(t
'Point estimate of treatment ratio: mesalazine/olsalazine; tp < 0 0001 ANOVA.

Conclusions- The recommended doses of the mesalazine formulations
Asacol (1.2- 1.6 g/day) and Salofalk/Mesasal (1.5 g/day) cause higher levels
compared to olsalazine (1 g/day), at steady state, of both 5-ASA and Ac-5-
ASA in urine as well as in plasma. The considerably lower and less variable
concentrations of 5-ASA in urine and plasma provided by olsalazine reduces
the potential risk of nephrotoxicity during remission maintenance in patients
with ulcerative colitis.
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363 Lack of Induction of CYPIA2 Activity in Man by
Pantoprazole

M. Hartmann, H. Bliesath, K. Zech, H. Koch, V.W. Steinijans, W. Wurst,
H. Mascher 1. Byk Gulden Pharmaceuticals, Konstanz, Germany,
1 Pharmanalyt, Treiskirchen, Wien, Austria

There is considerable discussion about the clinical implications of an induc-
tion of CYPIA2. Pantoprazole is a new proton pump inhibitor with low poten-
tial to interact with the cytochrome P450 enzyme system in man. Although it
was found not to alter the pharmacokinetics of theophylline, which is partly
metabolized by CYPIA2, a study with caffeine was considered to be more
appropriate for investigation of this P450 subenzyme system.

12 healthy, non-smoking volunteers underwent two treatment periods of
7 days each in randomized order with once daily oral intake of 40 mg pan-
toprazole (Test) or placebo (Reference). On days 6 and 7 of both periods,
200 mg caffeine was administered at two hours after pantoprazole intake,
i.e. at the expected tmax of pantoprazole. Urinary excretion of the caffeine
metabolites 1X, 1U, AFMU, 17U was measured up to 8 hours after caffeine
intake. Geometric mean values (68%-range) of the metabolic ratio (1X + 1 U
+ AFMU)/1 7U on days 6 and 7 for Test and Reference as well as point esti-
mate and 90% confidence interval (Cl) of the respective ratio Test/Reference
were calculated.
Results of the statistical analysis

Metabolic ratio geom. mean (68%-range) Ratio test/reference
caffeine + panto caffeine + plac point estimate (90% Cl)
4.23 (2.96, 6.05) 4.63 (3.46, 6.20) 0.91 (0.81. 1.03)

The results clearly show that pantoprazole does not induce CYPIA2 activ-
ity, consistent with the findings following theophylline administration.

3 Crohns's Disease Masquerading as Ulcerative Colitis:
Diagnostic Error or the Spectrum of a Single Disorder?

C.D. Gillen, R.S. Walmsley, R.C.S. Ayres, D.D.A. Sanders, J.R. Lee,
R.N. Allan. Queen Elizabeth Hospital, Edgbaston, Birmingham B152TH
Introduction In most patients the clinical diagnosis of ulcerative colitis and
Crohn's disease can be drawn clearly, but some patients, particularly those
presenting with typical features of ulcerative colitis, subsequently develop
Crohn's disease. This study examines whether the overlap is due to incom-
plete evaluation of the diagnostic evidence or represents a real overlap of the
two disorders which might have a common pathogenesis.

Patients We evaluated 60 patients (M = 29, F = 31) initially diagnosed
as having ulcerative colitis, who subsequently developed typical features of
Crohn's disease. Thirty six (60%) were smokers.

Methods Complete serial radiological and histological data was available
in 30 patients. This data was reviewed by an experienced clinician, radiologist
and histopathologist.

Results Based on this review there were pointers to the correct diagno-
sis of Crohn's disease in 15 of the patients; radiological review identified six
examples of Crohn's disease, initially reported as ulcerative colitis. The histo-
logical features of Crohn's disease had been overlooked in the initial report
in six cases, and indeterminate colitis was over-reported as ulcerative colitis
in three patients.

Conclusions Among our series of 1000 patients with ulcerative colitis, 60
patients subsequently developed Crohn's disease, a diagnostic error rate of
6%. Careful clinical, radiological and histological review suggested the cor-
rect diagnosis in half these patients, while in the other half all the initial fea-
tures were entirely typical of ulcerative colitis. These findings suggest that
in some patients the two diseases do overlap and support the concept that
ulcerative colitis and Crohn's disease represent a spectrum of a single disor-
der.

Specific Detection of Circulating Anti-1gE Antibodies to
Cow's Milk Protein in Active Ulcerative Colitis.

C.D. Gillen, R.S. Walmsley, PM. Wheatley 1, S.P Gray 1, J.D. Buchanan 1,
R.H. Taylor 1, R.N. Allan. Queen Elizabeth Hospital, Edgbaston, Birmingham,
815 2TH; 1 Royal Naval Hospital, Hoslar, Gosport, Hampshire, England

Introduction Cow's milk protein allergy has been implicated in the pathogen-
esis of ulcerative colitis, but early studies using the red-cell-linked antigen-
antiglobulin test did not detect IgE-specific serum antibodies to milk (Jewell
&Truelove 1972, Gut: 13: 903- 906).

Patients 8 Methods More specific methods have been introduced recently,
so that in this study a radioallergosorbent fluoroimmunoassay (Pharmacia
CAP System) was used to measure serum IgE-specific antibodies to whole
milk protein in patients with ulcerative colitis (N = 28), Crohn's disease (N
= 27), coeliac disease (N = 16) and healthy volunteers (N = 12). Of the 28
patients with ulcerative colitis (18 active, 10 inactive) two reported sensitiv-
ity to cow's milk with symptomatic improvement following introduction of a
milk-free diet.

Results Circulating anti-lgE antibodies to cow's milk were only detected
in the sera of three patients with active ulcerative colitis but not in quiescent
colitis or other control disorders. There was no history of allergy to cow's milk
or dietary avoidance of milk in the three patients with anti-lgE antibodies.

Conclusions These results suggest that IgE-specific antibody mediated
hypersensitivity to cow's milk protein is only a factor in a minority of patients
with exacerbations of ulcerative colitis. Further study is required to assess
the potential value of the radioallergosorbent fluoroimmunoassay which may
be helpful in identifying patients who would benefit from a milk-free diet.

3 Bile Acids Mediate Renal Changes In Liver Disease

E. Purucker, J. Lutz 1, S. Matern. Dept. of Internal Medicine 111, University of
Aachen, Germany; 1 Dept. of Physiology, University of Wurzburg, Germany

In three experimental models of liver disease, i.e. carbontetrachloride in-
duced cirrhosis of the liver, porto-caval shunting, and bile duct ligation, in-
creases of kidney reduced (GSH) and oxidized (GSSG) glutathione can be ob-
served. The increase is maximal after bile duct ligation accounting for +81%
of controls for GSH and +38% for GSSG as soon as six hour after ligation.
We hypothesized that bile acids might mediate these changes and therefore
conducted the following studies.

Method: Male Wistar rats (220-250 g) received a single 35 ,umol/kg body
weight intravenous dose of either isotonic saline, taurine or glycine conju-
gates of cholic acid (TC, GC), chenodeoxycholic acid (TCDC, GCDC), deoxy-
cholic acid (TDC, GDC), or taurolithocholic acid (TLC). After 4 hours the left
kidney was removed, rinsed in ice-cold isotonic saline, and immediately ho-
mogenized in 5 %-5-sulfosalicylic acid. GSH and GSSG were analyzed accord-
ing to Griffith (1980).

Results: Control values in the saline group (x ± SD, n = 8) accounted for
2.38 ± 0.18 ,tmol GSH/g wet weight and 178 ± 14 nmol GSSG/g ww. The
changes induced by the various bile acids are listed in the table as percent
of controls:

TC GC TCDC GCDC TDC GDC TLC

GSH +4% -2% +37% +34% +45% +46% +10%
GSSG +26% +31% +48% +49% +68% +63% +6%

All differences significant with p < 0.01, except the values in italics.

Conclusions: While no changes occur after application of cholic acid and
lithocholic acid, the taurine and glycine amidates of the dihydroxylated bile
acids (CDC, DC) cause a marked increase in GSH and GSSG. Thus, it can be
concluded that the observed changes of kidney glutathione in experimental
liver disease are due to elevated levels of dihydroxylated bile acids. Since glu-
tathione is of key-function in renal prostaglandin biosynthesis, we hypothe-
size that the bile acid induced elevation of kidney glutathione might be related
to renal dysfunction in chronic liver disease.

i368 IPantoprazole Lacks Interaction with Diclofenac in Man
H. Bliesath, R. Huber, M. Hartmann, VW. Steinijans, H.J. Koch, W. Wurst.
Byk Gulden Pharmaceuticals, Konstanz, Germany

Introduction: The treatment with non steroidal antiinflammatory drugs
(NSAIDs) increases the risk of developing gastrointestinal ulcers. For prophy-
laxis or treatment of these lesions drugs are used which reduce gastric acid-
ity. Therefore an interaction between an NSAID and such drugs is of clinical
importance. Pantoprazole, a new H+/K+-ATPase inhibitor with a low potential
to interact with the cytochrome P450 system potently inhibits gastric acid-
ity. We investigated the influence of pantoprazole on the pharmacokinetics
of diclofenac as both drugs are metabolized by the liver.

Methods: In a randomized study 24 (13 m/1 1 f) healthy volunteers were
given p.o.: 100 mg diclofenac with 40 mg pantoprazole (Test), and 100 mg
diclofenac alone (Reference). BP, HR, ECG and clinical laboratory were mea-
sured. The pharmacokinetic characteristics AUC and Cmax of diclofenac were
calculated after administration with and without pantoprazole. A possible
pharmacokinetic interaction was assessed using the bioequivalence proce-
dure, i.e. no interaction was concluded if the 90% confidence intervals (Cl) of
the ratios Test/Reference for AUC and Cmax were entirely within the range of
0.80-1.25.

Results: Pantoprazole and diclofenac did not influence vital signs or clini-
cal laboratory parameters. The following pharmacokinetic characteristics and
respective ratios were calculated:

Pharmacokinetic Geom. mean (68%-range) Ratio test/ref.
characteristics Reference: Test: diclofenac Point estimate
of diclofenac diclofenac alone & pantoprazole (90% Cl)

AUC0o,,,)(mg x h/L) 3.15 3.17 1.01
(2.51, 3.95) (2.44; 4.1 1 (0.95, 1.07)

Cmax (mg/L) 2.32 2.36 1.01
(1.60, 3.37) (1.79, 3.10) (0.90, 1.15)

Conclusions: Both drugs were well tolerated. Lack of interaction between
pantoprazole and diclofenac is demonstrated and therefore the two drugs
can be administered concomitantly without dose adjustment.
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Characterization of the Interaction of GLP-1/GIP Hybrid
Peptides with the GLP-1 and GIP Receptors on RINM5F
Insulinoma Cells

B. Gallwitz, M. Witt, C. Morys-Wortmann, U.R. Folsch, W.E. Schmidt. First
Dept. Medicine, Christian-Albrechts-University, Kiel, Germany
Glucagon-like peptide-1 (GLP-1) and gastric inhibitory polypeptide (GIP) stim-
ulate insulin secretion. They possess high sequence homology in the N-
terminus. Receptors for GLP-1 and GIP are ligand-specific. To investigate GLP-
1 and GIP receptor-ligand interaction, binding studies with GLP-1/GIP hybrid
peptides were carried out on RINm5F cells.

Methods: RINm5F cells were grown under standard conditions. The fol-
lowing peptides were synthesized by Fmoc solid phase chemistry: A: GIP(l-
11)GLP-1(12-22)GIP(23-31), B: same as A, but with additional GIP-typical
amino acid exchanges in positions 13 and 15, C: GIP(1-22)GLP-1(23-31), D:
GLP-1(1-1 1)GIP(12-22)GLP-1(23-31), E: same as D, but with additional GLP-1
typical amino acid exchanges in positions 13 and 15, F: GLP-1(1-22)GIP(23-
31). GLP-1 and GIP were iodinated with Chloramin T.

Results: GLP-1-receptor affinity for the hybrids was F > A > E > D >

B. These peptides show complete displacement. C only displaces GLP-1 by
32% at 1 ^.tM. GIP(1-31 ) does not bind to the GLP-1 receptor, but with equal
affinity to the GIP receptor compared to GIP None of the hybrids displaced
GIP completely, A displaced GIP by 35.4% at 1 gM. Affinity towards the GIP
receptor was A > C > B > D > E > F

Discussion: The N-termini of GLP-1 and GIP are important for binding to
their respective receptors. The amino acids in positions 1, 7, 13 and 15 are

important for GLP-1 to conserve affinity towards its receptor. The positions
13 and 15 are not important for GIP receptor-recognition. Exchanges of the
C-terminal 8 amino acids in both peptides change affinity slightly compared
to N-terminal changes.

Anti-Neutrophil Cytoplasmic Antibodies in Collagenous
Colitis and Inflammatory Bowel Disease

P Yang, J. Bohr, C. Tysk, D. Danielsson, G. Janerot. Dept. of Medicine, Div
of Gastroenterology, Dept. Clinical Microbiology Immunology, Orebro
Medical Center Hospital, Orebro, Sweden

The aetiology and role of cytoplasmic (cANCA) and perinuclear (pANCA) an-

tineutrophil cytoplasmic antibodies are unknown. They have been proven
to be of value in the diagnosis and management of patients with systemic
vasculitis and Wegener's granulomatosis. In two previous series, 10% were

pANCA positive in collagenous colitis (CC), 60% were positive in ulcerative
colitis (UC), and in Crohns disease (CD) 5% were pANCA positive. So far there
has been no clinical role for pANCA in IBD, and the antigens of IBD-associated
pANCA remains unidentified. The aim of this study was to confirm these fig-
ures, and investigate antigens related to pANCA.

Methods: 38 patients with collagenous colitis, 36 patients with ulcera-
tive colitis, 37 patients with Crohn's disease, and 190 controls were investi-
gated for the presence of ANCA's by indirect immunofluorescence technique
on ethanolfixed human neutrophil granulocytes and enzyme immuno assays
(EIA) using myeloperoxidase (MPO). proteinase 3 (PR-3), lactoferrin (Lf) and
P-glucocuro-nidase (f-gic) as substrates.

Results:

n pANCA fi-gic Lf MPO PR-3

CC 38 4(11%) 1 2 0 0
UC 36 23 (64%) 3 3 1 0
CD 37 2 (5%) 3 1 0 0
controls 190 4 (2%) 11 5 0 0

NO case of cANCA was found in patients or controls
Conclusion: The frequency of pANCA was significantly higher in CC and

UC than in controls (p < 0.05). In CD the difference was not significant. No
specific pANCA related antigen was found.

E IComparison of Monoclonal Antibodies for the
Evaluation of Proliferative Activity in Routinely
Processed Biopsies of Normal and Inflamed Colonic
Mucosa

G. Paspatis, A. Zizi, V. Xourgias, T. Vasilakaki, J. Elemenoglou,
D. Karamanolis. Depts. of Gastroenterology and Pathology. Tzanion General
Hospital, Piraeus, Greece

In recent years antibodies recognizing different cell cycle-associated proteins
in formalin fixed, paraffin embedded tissues have been developed. This study
was performed to assess the patterns of mucosal proliferation and to com-
pare the imm unoreactivity of PCNA (PCi10) and Ki67 (MIBI) at different sites in

the colon of 18 patients with long-standing ulcerative pancolitis (UC) in remis-
sion and 1? normal subjects. The proliferation scores were estimated in the
upper and lower crypt compartments counting the percentages of stained
cells.

Results (mean ± SD):

UC Normal
PCNA Ki 67 PCNA Ki 67

Right colon
Lower2/3compartment 68± 12 41 ± 6 57 ± 19 42 ± 19
Upper 1/3compartment 24± 11 11 ± 14 23 ± 13 4 ± 4

Transverse
Lower2/3compartment 69± 18 33 ± 12 57 ± 18 41 ± 24
Upper 1/3 compartment 25 ± 12 8 ± 12 26 ± 23 6 ± 7

Left colon
Lower 2/3 compartment 65 ± 18 28 ± 10 54 ± 18 32 ± 20
Upper 1/3 compartment 24 ± 12 8 ± 9 21 ± 12 4 ± 4

Rectum
Lower 2/3 compartment 71 ± 13 33 ± 17 53 ± 21 37 ± 21
Upper 1/3compartment 26 ± 12 6 ± 6 19± 8 5 ± 3

Although a strong correlation (Correlation coefficient, r = 0.67) between
the results of both methods was found, PC10 values were significantly higher
than the respective MIB1 values (p < 0.01). In addition a large number of cells
in the upper crypt compartment was stained with PC10 even in the controls,
while with MIB1 a limited number of cells was stained in the upper crypt
compartment. Therefore, the evaluation of proliferative activity in routinely
processed colonic biopsies appears to be more reliable with MIB1 compared
with PC10. Finally, in order to determine if the high proliferation scores found
in a number of UC cases represent a predysplastic marker, more investigation
is required.

375 Are There Any Differences Between Proximal and Distal
Colon Cancers?

J.H. Kim, Y.T. Bak, J.S. Kim, S.Y. Kwon, K.S. Byun, J.G. Kim, C.H. Lee. Korea
University, Guro Hospital, Seoul, Korea

The hypothesis that at least two genetic categories of colorectal cancer exist
and these categories may be identified, at least in part, by location of primary
tumor is tenable.

Purpose: To peer the differences in pathogenetic mechanism between
proximal and distal colon cancer through frequency of observation of syn-
chronous neoplasm, Ki-ras gene mutation and p53 oncoprotein expression.

Methods: This study was done in 56 patients with proximal and 141 pa-
tients with distal colon cancer. Synchronous neoplasms were detected with
colonoscopy. Point mutation in codon 12 of c-Ki-ras gene was examined with
RFLP after PCR, and p53 overexpression was detected with immunohisto-
chemistry in available cases (40 and 62 cases).

Results: Frequency of observation of synchronous neoplasms in proximal
or distal colon cancer was 23.2% or 20.6%, respectively. Point mutation in
codon 12 of c-Ki-ras gene was detected in 58.3% of proximal and 60.0% of
distal colon cancer. p53 oncoprotein expression was detected in 53.3% of
proximal and 62.5% of distal colon cancer.

Conclusions: There were no significant differences between proximal and
distal colon cancer in terms of frequency of observation of synchronous neo-
plasms, point mutation in codon 12 of c-Ki-ras gene and p53 expression. Fur-
ther studies are needed to elucidate differences between proximal and distal
colon cancer examining other than above mentioned abnormalities.

E3761 Increased Surface Hydrophobicity In the Entire
Gastrointestinal Tract of Germfree Rats

D. Risberg 1, A. Lorenz2, A. Uribe 1 1 Department of Internal Medicine,
Gastrointestinal Unit, Danderyd Hospital, Karolinska Institute, Stockholm,
Sweden; 2 Deutsches Institut fur Ernahrungsforschung, Abteilung
Gastrointestinale Mikrobiologie, Potsdam, Rehbrucke, Germany
The gastrointestinal mucosa has a complex function, being permeable to nu-
trients, electrolytes and fluids, and at the same time act as a protective sur-
face against various potentially damaging agents. The mucosa is covered,
apart from mucus, by a hydrophobic phospholipid layer of the same charac-
ter as that of surfactant in the lungs. It has been reported that the gastric
surface hydrophobicity is reduced in peptic ulcer disease related to H.pylori
infection, and that eradication of H.pylori increases hydrophobicity to normal
levels. The aim of our study was to determine the hydrophobicity through-
out the gastrointestinal tract of germfree vs conventionalized rats, to detect
a potential relationship between surface hydrophobicity and bacterial flora.

Methods. 12 Wistar rats were used, 6 of which were conventionalized
during 2 months and 6 were germfree. Specimens from the stomach. small
intestine and colon were examined using a goniometer for determination of
the advancing contact angle, which is used as a measurement of surface
hydrophobicity. Specimens were stained with PAS for light microscopic eval-
uation of mucin-producing cells and of the mucus layer.

Results. We found a significantly increased hydrophobicity throughout the
gastrointestinal tract of germfree rats (p < 0.01 vs conventionalized animals).
The greatest difference was found in oxyntic mucosa (46.3 ± 2.0° vs 37.7 ±
3.201 and caecum (46.5 ± 45° vs 33.7 ± 6.7°1. There was also a significant
difference within each group, the highest hydrophobicity being found in gas-
tric and colon mucosa and the lowest in the proximal small bowel (p < 0.05).
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The volume density of mucus-producing cells was not different between the
groups.

Conclusion. Our findings show that bacteria reduces surface hydrophobic-
ity in the gastrointestinal tract. These findings suggest that potential changes
in the composition or activity of the microflora mayfacilitate the development
of mucosal damage by affecting the surfactant layer.

m___ Effect of Calcium and Antioxidants on Growth of
Colorectal Polyps

B. Hofstad 1, K. Almenningen 2 M. Vatn 3, S. Norheim Andersen 4,
R.W. Owen 5, S. Larsen 6, M. Osnes 1. 1 Med. dep., Ulleval Hospital, 2Med.
Dep., Section for Dietary Research, 3Med. Dep., Rikshospitalet, 4Med.
Dep., Institute of Forensic Medicine, University of Oslo, Oslo; 5 PH
Laboratories, Salisbury, UK; 6 Medstat Research, Strommen, Norway
In order to investigate the effect of antioxidants and calcium on growth of
colorectal polyps, 116 polyp bearing patients received a placebo-controlled
daily mixture of fl-carotene 15 mg, vit C 150 mg, vit E 75 mg, Selenium 101
g,g, and Calcium (1.6 g daily) as Carbonate for a period of 3 years with yearly
colonoscopic control. All polyps less than 10 mm were left unresected.

A total of 87-91 % of the patients attended the yearly endoscopic con-
trols, and 19% of the patients were drop outs from the medical intervention.
The rest consumed 85% of the total amount of tablets over the 3 years. Fe-
cal calcium concentration was 2.3-12.7 times higher in patients taking ac-
tive medication compared to the placebo group. Diet registration showed
that, when adding the intake of antioxidants and calcium from diet and in-
tervention, there was a significant difference between the intake of these
substances in the active and the placebo group.

Analysis of polyp growth detected no difference in growth between the
active and the placebo group from year to year and for the total study period.
Moreover, there was no effect of medication on the adenomas analysed sep-
arately, on the polyps <5 mm or 5-9 mm, or on the polyps in the different
colonic segments.

A reduced growth of adenomas was found in patients <60 years of age
taking active medication (n = 8) compared to those taking placebo (n = 6)
(mean diff. 2.3rmn, 0.26-4.36 (95% Cl)). There was no effect of medication
related to gender, or in those patients who had been treated for colorectal
cancer (n = 15), or who had a first degree family member treated for cancer
(n = 56).

No effect of trial medication was found on number of new detected polyps
from year to year, and over the 3 year period. This was also true for the ade-
nomas and hyperplastic polyps analysed separately, and for the new polyps
detected either in the right or the left side of colon.

In conclusion: Our data do not support a role for antioxidants and calcium
against growth of colorectal polyps in general. The effect on adenomas in
patients < 60 years has to be subjected to further evaluation.

3 Ornidazole In the Treatment of Active Crohn's Disease:
Short-Term Results

J.K. Triantafillidis, D. Nicolakis, A. Emmanouilidis, Aik. Antoniou,
K. Papatheodorou, P Cheracakis. Department of Gastroenterology, Saint
Panteleimon General State Hospital, Nicea, Piraeus, Greece

The objective of this work was to test the efficacy of Omidazole (OR) in pa-
tients with active Crohn's disease (CD).

Twenty-five patients with active CD (13 men, 12 women, aged 36.5 ± 2.1
years) were prospectively studied. Disease activity and results of treatment
were estimated by using the CD activity index. Patients were assessed at
the beginning of the trial and at the end of 1, 2, 3 and 4th week after single
therapy with 1000 mg of OR per day. At each visit, besides the calculation of
CDAI, serum was drawn for CRP! Hematocrite, Hemoglobin albumin and ESR
estimation. Analysis of the results was based on changes in the severity of
the disease determined by the CDAI measured at entry and at the end of 1,
2, 3, and 4th week.

Analysis of variance (ANOVA), one-way analysis of variance for every
week, Schette multiple range tests for each ANOVA, and Chi square test for
changes in categorical variables, were used. Correlation analyses for CDAI
and various haematological parameters were performed for every week of
treatment. Finally, multiple regression analyses with dependent variable the
CDAI and independent variables all the estimated non-categorical parameters
for week 0 and week 4 were performed.

Results: The results showed that CDAI was gradually reduced from week 0
too week 4 (P < 0.001), while the number of patients going into remission was
gradually increased from week 0 to week 4 (P < 0.001). Abdominal pain was
either diminished or decreased in severity and bowel movements improved
significantly. General well being was significantly improved, the loss of weight
stopped and an increase in the body weight was noticed at the end of 4th
week. Sex location of disease age at onset, first attack or recurrence and
duration of disease, were not statistically related to response of treatment.
Five patients (20%) developed various minor side-effects during treatment.
None developed signs of peripheral neuropathy.

Conclusion: OR is effective and safe drug for treatment od active CD.

E3811Involvement of Esophageal and Anorectal Smooth
Muscle in Myotonic Dystrophy: A Motility Study

I. Lecointe-Besancon, F. Lebeurier, P Congard, P Arhan. Facult6 de
Medecine, F-14033 Caen, France

Myotonic muscular dystrophy (MD) is a systemic disease characterized by
the involvement of skeletal muscle. It may be associated with visceral abnor-
malities involving smooth muscle, whose pathogenesis is not clear. Gastroin-
testinal symptoms may be the dominant feature, and most of them can be
attributed to esophageal dysfunction. The aim of this prospective study was
to evaluate the involvement of smooth and striated muscles at both ends of
the gastrointestinal tract in the same patients with MD.

Esophageal (perfused catheters) and anorectal (Arhan's probe) manomet-
ric studies were performed in 13 patients and healthy controls.

Patients with MD had abnormalities in coordination (p < 0.001), marked
weakness of proximal (p < 0.05) and distal (p < 0.001) esophageal contrac-
tions, and a resting esophageal pressure significantly increased in 46% of
cases (p < 0.02). Most patients (84%) had motor abnormalities in both esoph-
agus and anorectum. There was a correlation between: i-the duration of the
rectoanal inhibitory/reflex (for 10 ml of rectal distension) and that of the lower
esophageal sphincter relaxation (p < 0.05), ii- the resting pressure in the
upper esophageal sphincter and in the lower anal canal (p < 0.05), iii- the
amplitude (p < 0.001) and the coordination (p < 0.01) of contraction primary
waves in the proximal and in the distal esophagus, iiii- the resting pressure
in the higher anal canal and that of the lower anal canal (p < 0.01).

These results suggest that, in MD, both ends of the gastrointestinal tract
are similarly disturbed, in quantitative and qualitative manners and that there
is a relationship between smooth and striated visceral muscles involvement.
Thus, a manometric study of esophagus or anorectum may permit the diag-
nosis of visceral involvement in MD.

382 IThe Effect of lloprost on the Pancreas Regeneration
after Acute Pancreatitis in Rats

G. Jurkowska, J. Dtugosz, A. Gabryelewicz. Gastroenterology Department,
Medical School, Bialystok, Poland

Prostacyclin (PGI2) has been shown to prevent partly the pancreas destruc-
tion induced by acute pancreatitis (AP) in dogs. The aim of the study was to
evaluate the role of stable PGI2 analog iloprost (Schering AG) in pancreas re-
generation after AP in rats. Methods: AP was induced in male Wistar rats (250
g) by s.c. injections of caerulein 12 gg/kg t.i.d. for 2 days. Rats were divided
into four groups: control + saline (C); AP + saline (AP); control+ iloprost (I);
AP + ( (API). Rats were treated for 7 or 14 days. was given at the dose 1
,gg/kg b.w., i.p., t.i.d. After the rats were killed, the pancreata were weighed
and their protein, DNA, RNA, chymotrypsin, amylase contents were evalu-
ated. Result: The treatment of healthy rats with resulted in the increase of
the pancreas weight, DNA and amylase (p < 0.05); protein and RNA (n.s.) after
7 days comparing to C. When the treatment was prolonged up to 14 days,
the hyperplastic effect of on the pancreas of healthy rats was not so evi-
dent. All parameters measured in AP group were significantly lowered when
compared to C-7 days after AP-induction, and partially reached the control
values after 14 days. The injections of in AP rats resulted in the significant in-
crease of DNA (p < 0.001) after 7 days of treatment as compared to C and AP
group. The pancreas protein, amylase, protein/DNA, amylase/DNA in API rats
increased after 14 days when compared to AP Summary: Caerulein-induced
pancreatitis results in the pancreas destruction, followed by partial recovery
within 14 days. The treatment with of rats with AP during 7 days exerted the
hyperplastic effect on the pancreas, but after 14 days of treatment rather hy-
pertrophy then hyperplasia was observed. Conclusion: Our results suggest,
that chronic treatment with lloprost stimulates the growth parameters of the
pancreas regenerating after acute caerulein-induced pancreatitis in rats.

383 Retrograde Colonic Spreal and Systemic Bloavailability
of a New 5-ASA Rectal Gel in Patients with Distal
Ulcerative Colitis

P Gionchetti 1, M. Campieri 1, C. Corbelli 2, S. Fanti 2, S. Boschi 3,
M. Feretti3, M. Psilogenis4, M. lacobelli4, A. Venturi2, A. Belluzzi 1,
M. Miglioli 1, L. Barbara 1. 1 Clin. Medica e Gastroenterol., Pol. S. Orsola,
Univ. di Bologna, Italy; 2 Serv di Medicina Nucleate, Pol. S. Orsola, Univ di
Bologna, Italy; 3 Serv. di Farmacologia Clinica, Pol. S. Orsola, Univ. di
Bologna, Italy; 4 Direzione Medica, Crinos Sp.A. Como, Italy
Rectal administration of 5-ASA is the first line therapy for distal ulcerative
colitis. In order to increase the benefits of 5-ASA rectal therapy, a new rectal
5-ASA gel preparation (Azalan Crinos SpA, Como, Italy) has been developed.
The purpose of the present study was to evaluate by scintigraphy the colonic
distribution and bioavailability of 4 g n.f. 5-ASA gel in 12 patients with active
ulcerative colitis. Each patient received in a single administration the rectal
gel labelled with 100 MBq 99mTc sulphur colloid. The large bowel image
was divided into 5 segments: rectum, sigmoid, descending, transverse and
ascending colon. After receiving the rectal gel, patients laid on bed for 4 h.
Antero-posterior scans were taken at 5, 30, 60, 180 and 240 min. Data were

analysed with a computer calculating the radioactivity in each segment of
interest and were expressed as a percentage of total radioactivity. In order to
assess the systemic absorption of 5-ASA blood samples were obtained from
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all patients before and 2, 4 and 6 h after drug administration. Serum levels of
5-ASA and Ac-5-ASA were determined by HPLC assay.

Results: All patients retained the entire rectal gel throughout the course of
imaging. In 11 of 12 patients (92%) the gel had homogeneously spread be-
yond the sigmoid colon and reached the upper limit of disease in all cases.
The maximum spread (spienic flexure) was observed in 6 of 12 patients (50%)
within the first 2 h. The bioavailability parameters (mean values and s.e.) sum-
marised below show a poor systemic absorption of 5-ASA gel:

ASA Ac-5-ASA
AUC 0-6 h (,g.h/ml) 5.5 (1.0) 17.6 (2.7)
Cmax (,ug/mI) 1.4 (0.2) 3.0 (0.4)
Tmax (h) 5.0 (0.3) 5.4 (0.3)

Conclusions. The new 5-ASA rectal gel may represent an adequate alter-
native for treating patients with distal ulcerative colitis.

3 Effects of Maldigestion on Postprandial Motility in
End-Stage Chronic Pancreatitis.

P Layer, M. vd Ohe, D. Grandt, M. Runzi, G. Groger, H. Goebell. Div
Gastroenterology, University of Essen, Germany
Nutrients within the intestinal lumen modulate human gastrointestinal motil-
ity in health; however, it has not been determined if motor responses to a
meal are altered in chronic pancreatitis with maldigestion. It were the aims of
this study to compare postprandial motility in health and placebo- or enzyme-
treated pancreatic insufficiency, and to correlate them with nutrient loads
within the proximal and distal intestinal lumen. Methods: A multilumen tube
for duodenal, jejunal, and distal ileal sampling, marker perfusion, and mano-
metric motility recording was placed in 14 normal subjects and 12 patients
with chronic pancreatitis and severe exocrine insufficiency. All subjects ate a
labeled standard meal (1257 kJ) on two occasions, either without or with pan-
creatic enzyme supplementation. We determined intraluminal nutrient loads,
gastric emptying, small intestinal transit, and duration of fed motor pattern.
Results: Placebo-treated patients had increased intraluminal nutrient loads,
accelerated gastric emptying and small intestinal transit, and a shorter fed
motility response, compared with normal subjects. These changes were re-
versed by enzyme treatment.

Normal Chronic pancreatitis
no enzymes with enzymes

Cumulat. nutrient load (kJ)
duodenum 318 ± 67 639 ± 222* 381 ± 149t
ileum 69 ± 21 487 ± 232* 227 ± 115t

Gastric emptying (90%, min) 163 ± 12 128 ± 101 148 ± 14t
Small intestinal transit (min) 86 ± 9 44 ± 6' 62 ± 6t
Duodenal nutrient flow at end of fed period

486±62 1796 ±417] 984 ±518t
(J/min)

Mean values ± SE; 'p < 0.001 vs normal; tp < 0.01 vs no enzymes

Conclusions: (1) In exocrine pancreatic insufficiency the digestive motor
response is shortened which is explained partly by accelerated gastric empty-
ing and intestinal transit. (2) On the other hand, in untreated patients, conver-
sion of fed into interdigestive pattern occurred in the presence of large duode-
nal nutrient flow rates, i.e., endogenous stimulation which should maintain a
fed motor pattern. This suggests that additional inhibitory mechanisms, most
likely increased ileal nutrient loads (Am J Physiol 1990;258:G196), regulate
the premature termination of fed motility.

385 Stress-induced Corticosterone Rise in Rats Protects
Gastric Mucosa Against Ulceration

L. P Filaretova G. B. Makara Pavlov Institute of Physiology, St. Peterburg,
Russia; Institute of Experimental Medicine, Budapest, Hungary
There is no consensus in the literature about the role of endogenous corticos-
teroids in gastric ulceration. Our previous studies demonstrated that either
administration of high dose of hydrocortisone or implantation of dexametha-
sone around hypothalamic paraventricular nucleus (PVN) one week before
stress causes insufficiency of stress-induced corticosterone responses and
promotes gastric erosions in rats.

In the present study the role of stress-induced corticosterone rise in gas-
tric ulceration in rats was investigated after acute corticosteroid insufficiency
induced by either lesioning of the hypothalamic PVN or immunoneutralization
with an ACTH antibody. PVN- or sham-lesion was made with triangular rotat-
ing knife 4 days before the onset ulcerogenic (3 h cold + restraint) stress.
Rabbit antibody to ACTH or rabbit serum at dose of 1 ml per rat were in-
jected via the venous cannula 30 min before the onset of stress. Rats were
fitted with an indwelling cannula 1 day before the onset of stress.

Four days after PVN lesion stress-induced corticosterone levels at 15, 30,
60, 120 and 180 min of stress were significantly lower than the levels in sham
operated animals (p < 0.05). The mean area of gastric erosions was about 10
fold larger after stress in PVN lesion rats than in the stressed sham oper-
ated animals (p < 0.001). So, PVN lesion decreases cold + restraint corticos-
terone rise and increases the area of gastric erosions. After administration of

an ACTH antiserum the stress-induced corticosterone levels were about one
third of that in control rats pretreated with normal rabbit serum. We observed
significant differences 15, 30, 60, 120, and 180 min of stress. The mean area
of gastric erosions caused by stress was about 6 fold larger in rats treated
with antiserum than in the control group (p < 0.001). So, treatment with ACTH
antiserum significantly decreases stress-induced corticosterone rise and po-
tentiates the ulcerogenic effect of stress.

The present findings support our previous results and show that a de-
crease of the acute corticosterone rise during stress promotes cold-restraint
erosions. Thus, corticosteroids released in response to stress seem to pro-
tect the gastric mucosa against stress-induced ulceration.

387 Initial Kinetics of Hepatitis C Virus RNA in Serum of
Patients with Chronic Hepatitis C Treated with
Interferon-a

S. Zeuzem, J.-H. Lee, B. Ruster, W.K. Roth. Medizinische Klinik 11 und
Chemotherapeutisches Forschungs-institut, Georg-Speyer-Haus, Frankfurt
a.M., Germany
Current treatment regimes recommend interferon-a (INF-a) for a fixed dura-
tion to all patients regardless of their treatment response. The purpose of
the present study was to determine the initial kinetics of ALT and HCV-RNA
levels after initiation of INF-a treatment and to assess the minimal treatment
duration to differentiate between responders and non-responders. Methods.
Serum HCV-RNA was quantified by competitive reverse transcription and
subsequent amplification by the polymerase chain reaction (competitive RT-
PCR). The modification of the internal standard consists of a 25-base ex-
change in the 5'-non-coding (5'-NC) region of wildtype HCV-RNA and was
generated by overlap-extension and PCR. Genotyping was performed by di-
rect sequencing of HCV isolates in the 5'-NC- and NS5-region. Results: 24
patients with chronic hepatitis C were treated with IN F-a 3 x 3 MU s.c./week
for one year. 14/24 patients (58.3%) were infected with HCV genotype 1 b (ac-
cording to Simmonds et al.). Serum ALT levels declined to normal in 10/24 pa-
tients (41.7%). However, normalisation of ALT in combination with clearance
of HCV-RNA was only observed in 5/24 patients (20.8%). Mean pretreatment
HCV-RNA levels in complete responders and non-responders were 1.2 x 107
eq/ml and 1.1 x 107 eq/ml, respectively. In the group of complete responders
clearance of serum HCV-RNA was achieved within 8 weeks of INF-a treat-
ment. A 2 log decrease of HCV-RNA was observed after 14.8 ± 14.3 days
and a 4 log decrease after 28.0 ± 13.0 days of INF-a. Conclusion. The data of
the present study show that HCV-RNA pretreatment levels are not predictive
for the INF-a response. Using quantitative HCV-RNA measurements differen-
tiation between responders and non-responders can be achieved within 2-4
weeks (2 log decrease) or within 8 weeks (HCV-RNA clearance).

3 Protective Effect of Verapamil on Carbon
Tetrachloride-induced Liver Injury in Rats

N. Kaya, H. Boyunaga, B. Kandemir, S. Kapicioglu. Ondokuz Mayis
University, Faculty of Medicine, Section of Gastroenterology and Pathology,
Samsun, Turkey
In this study, the protective effectof verapamil (VP), a calcium channel blocker,
was investigated on carbon tetrachloride (CCI4)-induced liver injury in rats.

The animals were divided into four groups. 1 ml serum physiologic (SP)
was given to the groups A and B, an equivalent amount of VP 25 mg/kg was
given to the groups C and D intraperitoneally (i.p.). One hour later, 1 ml SP to
the groups A and C, 1 ml/kg CC14 100% to the groups B and D were given i.p.
6 hours after the last procedure, 1 ml SP to the groups A and B, an equivalent
amount of VP 25 mg/kg to the groups C and D were given i.p. 24 hours later,
blood samples were taken from all of the rats and SGOT (serum glutamate
oxalo-acetate transaminase), SGPT (serum glutamate pyruvate transaminase)
levels were measured and microscopic examinations were done removing
their liver.

No significant difference was found between the transaminase levels of
the groups A and C. There was a significant difference between the transam-
inase levels of groups A and B (p < 0.001) and groups A and D (p < 0.001)
and groups B and D (p < 0.001). On microscopic examinations; we found nor-
mal liver tissue samples in the groups A and C and there was no significant
difference between the scores of the groups A and C. Centrizonal necrosis,
fatty degeneration, inflammatory cell infiltration, "ballooning degeneration"
was determinated in the groups B and D. Significant difference were found
between the scores of the groups B and D.

Our results suggest that calcium plays an important role on liver injury
induced by hepatotoxic agents and this injury might be limited by calcium
channel blockers.

I 389 Gastric Emptying Time in Patients with Primary
Hypothyroidism

H. Kahraman, N. Kaya, A. Demirgali, i. Bernay, F Tanyeri. OndokuzMayis
University, Faculty of Medicine, Section of Gastroenterology and Nuclear
Medicine, Samsun, Turkey
Gastrointestinal symptoms due to slowing of gastrointestinal motility play
an important part in most of the patients with primary hypothyroidism. In this
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study, gastric emptying time is calculated by radioisotopic method in patients
with primary hypothyroidism.

15 hypothyroid patients, 2 male, 13 female participated in the study. Mean
age was 43 (38-50 years). Only patients who were recently diagnosed and re-
ceived no previous therapy were taken. Radiologic and endoscopic examina-
tion of the upper gastrointestinal tract was made. No organic pathology was
detected. 12 euthyroid patients with no detectable gastrointestinal pathology
were taken as control group. The mean age was 45 (35-55 years).

Patients and control group received a semisolid meal containing 1 mCi Tc
99-sulphur colloid and measurements were made from epigastrium. Gastric
emptying time (t 1/2) was 112.3 + 48.96 minutes in hypothyroid patients and
57.87 ± 6.38 minutes in control group. Gastric emptying time of the hypothy-
roid patients was significantly different from the control group (p < 0.001).
There was no correlation between gastric emptying time and serum TSH lev-
els.

We concluded that radioisotopic method is a safe, rapid and reliable
method in determining gastric emptying time in patients with primary hy-
pothyroidism.

391 Protective Effects of Sucralfate and Omeprazole on Rat
Gastric Mucosal Damage Induced by Ethanol

N. Kaya, H. Boyunaga, H. Kahraman, S. Bari,. Ondokuz Mayis University,
Faculty of Medicine, Section of Gastroenterology and Pathology, Samsun,
Turkey

The studies about the effect of omeprazole, a proton-pump inhibitor, on rat
gastric mucosal damage induced by strong irritants, are few and contradic-
tory. In our study, the protective effects of omeprazole and sucralfate on gas-
tric mucosal damage induced by ethanol in rats was evaluated.

The study was made on 4 groups each containing 10 rats. Group A re-
ceived omeprazole, 7 mg/kg/day intraperitoneally (i.p.) for 7 days. Group B
received equal amounts of 0.9% sodium chloride i.p. for 7 days, while no

drugs were given to group C and D. After 1 week, following 24 hours of fast,
group A received omeprazole 7 mg/kg, group B received same amount of
0.9% sodium chloride, group C received omeprazole 7 mg/kg i.p., and group
D received sucralfate, 100 mg/kg intragastrically (i.g.). 4 hours after groups
A, B and C received last medication and 30 minutes after group D received
sucralfate, ethanol 95% was given i.g. All rats were killed 1 hour after ethanol
application and their stomachs were removed for macroscopic and micro-
scopic examination.

It was found out that sucralfate was effective in preventing gastric lesions
induced by ethanol. There was a significant difference between sucralfate
group and other groups (p < 0.001). Omeprazol was ineffective in preventing
gastric lesions, whether given as a single dose or for 7 days, and no significant
difference was found from the control group.

Our results suggest that, sucralfate has a protective effect on gastric le-
sions induced by ethanol, and omeprazole applied i.p. has no protective ef-
fect.

Effective Acid Inhibition as a Diagnostic Tool for
Gastroesophageal Reflux Disease:

B.H. Jaup. Dept. of Medicine, GLFLundby Hospital, Goteborg, Sweden

Today 24 hour ambulatory esophageal PH monitoring is considered the di-
agnostic gold standard for endoscopy negative gastroesophageal reflux dis-
ease (GERD). The purpose of this study is to compare this standard procedure
with Omeprazole administration in identifying patients with an acid sensitive
esophagus.

Methods: Patients referred for endoscopy with clinically suspected GERD
but with no signs of esophagitis were enrolled in this study. 46 patients par-
ticipated in this pilot project. After endoscopy the patients received 20 mg of
Omeprazole b.i.d. for one week and completed a questionnaire about their
symptoms at the end of the course. A more than 75% reduction of the symp-
tomatology was considered a Omeprazole-responder. After a washout pe-
riod of one week the patients underwent a ambulatory 24 h pH monitoring.
The patients were followed for three month; all patients still symtomfree on

Omeprazole were considered having GERD. Patients with a 24 h pH fraction
time pH 4 for more than 10% were considered having osephagal reflux.

Results: All patients completed the study. 28/46 patients were Omepra-
zole-responders and 26/28 patients had a positive 24 h pH monitoring; 18/46
patients were Omeprazole-non-responders and 16/18 had a negative 24 h pH
monitoring. The specificity of the 'one week Omeprazole test" was equal to
the 24 h pH monitoring with 88%, while the sensitivity was 96% and 78%
respectively. The positive predictive value was calculated to 93 and 91 %.

Conclusion: The specificity of the "Omeprazole test" seems to be equal
to 24 h pH monitoring; sensitivity and positive predictive value seems to be
better than 24 h pH monitoring probably due to the fact that the Omeprazole
test levels out the dayto day variations. The diagnostic value of this relatively

cheap test compares favorably with 24 h pH monitoring and can be used as
a tool for diagnosis of GERD.

I396 IBone Mineral Density in Patients with IBD

J. Jahnsen, J. Falch 1, E. Aadland. Medical Department, 1 Hormone
Laboratory, Aker University Hospital, Oslo, Norway

Background: Patients with inflammatory bowel disease (IBD) are at risk of
developing metabolic bone disease. Important factors are probably use of
steroids, disturbances of calcium metabolism because of malabsorption and
vitamin D deficiency, smoking habits and inflammatory activity with release
of cytokines.

Aims: Our aims were to assess the prevalence of low bone mineral density
(BMD) in patients with IBD, to study possible risk factors, and to compare
patients with Crohn's disease (CD) and ulcerative colitis (UC).

Methods: 60 patients with CD, 60 with UC and 60 healthy controls (HC)
participated in the study. Each group consisted of 24 males and 36 females
(7 postmenopausal), median age 36 years (HC), 38 years (UC), 36 years (CD),
range 21-75 years in all groups. Lumbar spine, femoral neck and total body
BMD were measured by dual x-ray absorptiometry (DXA) and Z scores were
obtained by comparison with age- and sex matched normal values. Biochem-
ical parameters of bone metabolism were measured in blood and urine. Du-
ration and localisation of IBD, smoking habits, usage of drugs were recorded.

Results: The mean Z scores for patients with CD (lumbar spine, -0.394;
femoral neck, -0.742; total body, -0.849) was significantly lower than that
for patients with UC (lumbar spine, 0.104; femoral neck, 0.123; total body,
-0.176) and HC (lumbar spine, 0.066: femoral neck, -0.125; total body,
-0.078). There were no differences between patients with UC and HC. Lum-
bar spine, femoral neck and total body Z scores were significantly correlated.
Patients treated with steroids had lower total body BMD (p = 0.019) than
those not treated, and smokers had lower values than non-smokers (p =
0.003). Biochemical parameters of bone metabolism, body mass index, sex
and duration of IBD were not significantly correlated to BMD. Disease locali-
sation and small bowel resections did not account for any difference of BMD.

Conclusions: Patients with CD have reduced BMD. Patients with UC had
BMD similar to HC. The reasons for reduced BMD in patients with CD are
probably multifactorial.

E3971Difference in Recovery of Histology and Intestinal
Permeability Between Children and Adults Treated for
Coeliac Disease

R.M. van Elburg 1, j.j. Uil 2, F.M van Overbeek 1, C.J.J. Mulder3,
H.S.A. Heymans 1. 1 Beatrix Children's Hospital, University Hospital
Groningen, The Netherlands; 2 Dept. of Hepatogastroenterology, University
Hospital Utrecht, The Netherlands; 3Rijnstate HospitalAmhem, The
Netherlands
Small bowel histologic architecture of coeliac patients is supposed to recover
after the start of a gluten free diet [GFD]. This recovery is reflected by the in-
testinal permeability, as measured by the sugar absorption test [SAT]. We
studied villous architecture and the SAT in 17 coeliacs (8 children, mean age
4.6 years and 9 adults, mean age 50.7 years) before [GFDO] and after the start
of a GFD [GFD1]. The median duration of GFD was 16 months (range 12-20)
in the children group and 9 months in the adult group (range 2-23). In the SAT,
a solution of lactulose [L] and mannitol [M] was given to the fasting patient;
sucrose was added as an osmotic filler. The L/M ratio was measured in a 5-h
urine sample by gas chromatography. A ratio >0.089 was considered abnor-
mal. In children the mean L/M ratio decreased from 0.486 (GFDO) to 0.079
(GFD1)(p < 0.005), in adults from 0.323 (GFDO) to 0.168 (GFD1) (p < 0.05). At
GFDO, intestinal biopsy showed (sub)total atrophy in all patients. At GFD1, in
children intestinal biopsy showed normal villi (n = 4) and villous irregularity (n
= 4), in adults normal villi (n = 2), villous irregularity (n = 3), subtotal (n = 2)
and total villous atrophy (n = 2). In general, it is very difficult to trace dietary
errors, which contribute to persistence of (sub)total villous atrophy, but in 2
adults dietary errors played an obvious role. No relation existed between du-
ration of GFD and both recovery of histology and intestinal permeability (r =
0.01, p = 1.0, and r = 0.14, p = 0.60, respectively).

Thus, recovery of villous architecture is faster in children than in adults
with coeliac disease. Intestinal permeability, as measured by the SAT, corre-
lates well with recovery of villous architecture. The SAT is useful for follow-up
of coeliac patients on a glutenfree diet.

0! Long-term Follow-Up of Chronic Hepatitis C After
Treatment with Recombinant Interferon alfa-2a

D. Palmovi6, A. Vince;. University Hospital for Infectious Diseases, Zagreb,
Croatia

Response to interferon therapy for chronic hepatitis C has been determined
by the alteration of serum alanine aminotransferase (ALT) values, as well as
by the measurement of HCV RNA prior,during and after cessation of therapy.
To determine the effectiveness of treatment with recombinant interferon alfa-
2a (rlFNa-2a) 45 patients with chronic hepatitis C without cirrhosis on initial
histology were followed 30 months. All of them (20 with chronic persistent
hepatitis C:CPH-Cand 25 with chronic active hepatitis C:CAH-C) were treated
with rlFNa-2a for 6 months in a dosage of 3 Mio. units thrice weekly. After two
months of treatment the rate of patients with normalization of ALT was 38%
(7 with CPH-Cand 10 with CAH-C),27% at the end of treatment (5 with CPH-
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C and 7 with CAH-C) and 24% two years after cessation of therapy (5 with
CPH-C and 6 with CAH-C). The polymerase chain reaction (PCR) for detection
of HCV RNA became negative in 69% of patients after two months of treat-
ment (15 with CPH-C and 16 with CAH-C), at the end of therapy in 58% (13
with CPH-C and 13 with CAH-C) and two years after cessation of therapy in
36% (8 with CPH-C and 8 with CAH-C). All patients with sustained normaliza-
tion of ALT maintained HCV RNA negative. The data suggest that six months
treatment with 3 Mio. units of rlFNa-2a thrice weekly is effective in about one
quarter of patients with chronic hepatitis C without cirrhosis irrespectively on
initial histologic type of illness. Unfortunately this mode of treatment is often
ineffective in eradicating HCV infection even in responders.

4 Prognostic Factors of Mortality Due to Recurrent
Variceal Bleeding in Cirrhotic Patients Following
Endoscopic Sclerotherapy

L. Cipolletta, M.A. Bianco, R. Marmo, M. Catalano, A. Prisco, G. Rotondano.
Servizio di Gastroenterologia ed Endoscopia Digestiva, Ospedale Maresca,
Torre del Greco, Italy

Bleeding from esophageal varices (EV) is a main cause of death in cirrhotic
patients. Endoscopic sclerotherapy (ES) has the potential to reduce the in-
cidence of rebleedings as well as its related mortality, although recurrent
haemorrhage occurs in about 40% of patients within 2 years. The present
study aimed to identify any variable predictive of the mortality for recurrent
bleeding in cirrhotic patients following ES.

From 1982 through 1992, 309 patients (195 males, 114 females; mean
age: 58.9 ± 10.6 years) treated with ES at a single institution were retrospec-
tively evaluated. There were 86 Child A (27.7%), 136 Child B (44%) and 87
Child C (28.3%). 82 patients (26.7%) underwent emergency ES. Mean follow-
up was 35 months (range 1-131)

At univariate analysis the age and sex of patients, aetiology of cirrhosis,
initial size of gastric varices, treatment modality (elective or emergency) and
the time interval between ES sessions were not related to the event under in-
vestigation, whereas the Child's class, EV size at time zero, EV eradication and
EV recurrence were all predictive of the long term mortality due to recurrent
hemorrhage. At Cox regression, onlythe Child's class and the non-eradication
of EV showed predictive value.

Variable Beta Standard Error T-Value P

EVsize 0.379460 0.230045 1.649504 = 0.18
EV recurrence -0.20376 0.325717 -0.625595 = 0.08
EV eradication 2.04948 0.613478 3.340756 < 0.01
Child's class 668666 0.226983 2.945889 < 0.05

Our data suggest that a drug therapy, such as beta-blockers, might be
usefully associated to ES to improve its prophylactic efficacy in the pre-
eradication phase.

4 Adapted Rapid Urea Test for the Diagnosis of
Helicobacter pylori

L.A. Bancu, I. Csidey, S. Bataga. Ist Dept. of Intewrnal Medicine, Targu
Mures, Romania
Urease secretion is a propertey used in the rapid calitative diagnosis of Heli-
cobacter pylori (Hp).

Aim of study: evaluation of a self adapted rapid urea test (RUT), used on
gastric biopsy specimens in the diagnosis of Hp.

Methods: Our RUT was tested on 187 patients (pts) who underwent up-
per digestive endoscopy-with an Olypmus GIF XQ 30-for the suspicion of
peptic ulcer disease in 1994. From each pt., six antral biopsies were taken,
two for RUT and four for histologic standard diagnosis of Hp with Giemsa
and Giemenes staining. The RUT was instantly prepared by us before the
testing and it consists of urea pulvero. 8 g, demineralised water add 8 ml
and two drops of Neutral Red. The ingredients for this test were delivered
by AZOMURES Chem. Ind. A positive test was marked by a change in RUT's
colour from red to yellow. The pts were considered Hp positive if both histol-
ogy and RUT were positive.

Results: positive histology was found in 120 pts from which 108 had also
a positive RUT for Hp. From the rest of 67 negative Hp histology, one pt. had
a positive RUT. This leads to a sensibility of 90% and a specificity of 98.5%
for the described test. The duration of RUT is 15 minutes.

Conclusion: (1) Lacking financial support for rapid Hp diagnosis with tests
provided by pharmaceutical industry, we find this RUT very helpful. (2) It is a
chap method, the cost for one testing is 0.053DM. (3) The method is rapid,
easy to perform and as demonstrated, reliable.

40 Seroprevalence and Risk Factors for Hepatitis C (HCV)
and Hepatitis B Virus (HBV) Among Patients Attending
Sexually Transmitted Diseases Clinics from
Cluj-Napoca, Romania

A. Neamtu, A. Nicula 1, R. Cozgarea, D. Neamtu 2. University of Medicine
and Pharmacy, Cluj-Napoca, 1 National Reference Laboratory, Institute of
Hematology, Bucharest, 2 Clinical District Hospital Cluj-Napoca, Romania

Although HCV is readily transmitted by parenteral routes, the risk of sexual

transmission is not well defined. In Romania, an area of high endemicity for
HBV infection, data on HCV transmission are still limited. The aim of our study
was to assess the prevalence of HCV infection markers among patients (pts)
attending sexually transmitted diseases (STD) clinics in a region endemic for
HBV infection.

Patients and methods: Sera of 121 consecutive pts attending STD clinics
from Cluj, the capital of Transylvania, have been tested for anti-HCV (ELISA
2.0), HBsAg, anti-HBc, anti-HBs.

Results: Among studied pts, 95 (78.5%) had STD (syphilis, gonorrhea,
condylomata accuminata). Of 121 pts, 26 (21.5%) had anti-HCV. On univariate
analysis, risk factors associated with anti-HCV in our pts included evidence of
STD (p = 0.02) and HBV infection markers (p = 0.001). Overall, 73 (60.3%) of
121 pts had anti-HBc andlor HBsAg. The prevalence of HBV infection markers
increased with age, being present in 35 (45.4%) of 77 pts less than 29 years
and 38 (86.4%) of 44 more than 29 years of age (p = 0.03). HBV infection
correlated to anti-HCV (p = 0.04).

Conclusions: In our study high prevalence rates and strong interactions
among each of the three types of infection (HCV, HBV and STD) were found.
These interactions suggest common routes of transmission for HCV and HBV
in adults and demonstrate the potential importance of sexual transmission of
HCV in our area.

4 Discordant Inflammatory Responses in Sowetan
Africans with Acute Pancreatitis

K. John, C. Chaloner1, J.M. Braganza 1, I. Segal. Baragwanath Hospital,
Johannesburg, RSA; 1 Royal Infirmary, Manchester UK

It has recently been proposed that a genetic predisposition may underlie the
failure of T cytotoxic cells to respond on a par with the extreme neutrophilic
response so characteristic of severe acute pancreatitis. The concentration of
Neopterin relative to creatinine in urine (NCR) is a convenient gauge of the for-
mer response and concentration in plasma of Polymorphonuclear Elastase-
al Protease Inhibitor complexes (PMNE-a1 PI), of the latter.

We have applied these tests to admission samples from a consecutive
series of 25 Sowetan Africans with an attack of Acute Pancreatitis. The attack
was regarded as mild in 16 patients and severe in 9 from admission APACHE
11 scores < or >8 respectively. Alcoholism was the overwhelming risk factor.
Mean admission PMNE-a1 PI (129 ± 68 vs 22 ± 10 jig/L; p < 0.05) and NCR
(287 ± 187 vs 128 ± 38 ,iol/mol; p < 0.05) were elevated in the group as a
whole compared with levels in caucasian controls. Whereas median PMNE-
al PI was higher in severe than mild attacks (146, 54-318 vs 93, 50-240 Ag/LL
p < 0.05), there were no differences in adaptive response, as judged by NCR,
between mild and severe disease.

These data closely mimic those in European patients. The results thus
suggest that, at least in regard to production of elastase by neutrophils and
to activation of THI lymphocytes, there is no major genetic determinant in
the discordant inflammatory response in severe acute pancreatitis.

40 Multicentre Trial of Octreotide Versus Injection
Scierotherapy (IS) for Acute Variceal Haemorrhage

S.A. Jenkins, R. Shields 1, R. Sutton 1, A.N. Kingsnorth 1, M. Davies 2,
E. Elias A.J. Turnbull 3, M.F Bassendine3, O.FW. James 3, J.p Iredale4,
S.K. Vyas , M.J.P Arthur4. 1 Royal Liverpool University Hospital, Liverpool,
2 Queen Elizabeth Hospital, Birmingham, 3 Freeman Hospital,
Newcastle-upon-Tyne, 4 Southampton General Hospital, Southampton, UK

The role of octreotide in the management of variceal haemorrhage remains
controversial. We conducted a multicentre trial to assess the use of 50 jig/h
intravenous octreotide for 48 hours to control variceal haemorrhage. Con-
secutive patients with endoscopically confirmed variceal haemorrhage were
randomized to receive either octreotide (N = 73) or emergency IS (n = 77).
Overall control of bleeding was not significantly different between octreotide
(85%) and IS groups (82%) over the 48 hour trial period (relative risk of re-
bleeding 0.83; 95% Cl 0.38-1.82). Octreotide was as effective as IS irrespec-
tive of the severity of the liver disease, and in those actively bleeding at en-
doscopy. Mortality during the 48 hour trial period was identical in the two
groups, but more patients died in the octreotide group during 60 days of
follow-up, although this did not reach statistical significance (relative risk of
dying at 60 days 1.91; 95% Cl 0.97-3.78; p = 0.06). The results of this study
indicate that intravenous octreotide is as effective as IS in the control of acute
variceal haemorrhage. However in view of the trend towards an increased 60
day mortality in the octreotide group, further trials are necessary to evaluate
its safety in variceal bleeding.

4101The Study of Bacterial Contamination of the Peritoneum
and Pancreas in Acute Pancreatitis

PG. Skaife, G. Smith, A.N. Kingsnorth, 1. McDicken. Department of Surgery,
University of Liverpool, United Kingdom

The major determinant in the outcome of acute necrotising pancreatitis in
terms of morbidity and mortality is bacterial infection. Bacterial translocation
from gut flora has been implicated in the pathogenesis of bacterial infection
of the pancreas. The microvascular ischaemic model of acute pancreatitis
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provides a reproducible model of sepsis, not only of the pancreas, but also
the peritoneum and further validate the translocation hypothesis.

Male Wistar rats (400-500 g) had laparotomy performed under sterile con-
ditions and either injection of polystyrene microspheres into a pancreatic
branch of the splenic artery to induce pancreatitis, or normal saline in the
sham-operated animals. Two time points of 48 and 96 hrs were taken to sac-
rifice the animals.

Histological scoring revealed necrotising pancreatitis in all microsphere-
treated animals, while sham-treated animal histology suggested no inflam-
mation. Semi-quantitative microbiological analysis revealed gross peritoneal
soiling along with pancreatic sepsis to correlate with the microsphere-treated
group in 100% of animals, with no significant difference between the 48 hr
(n = 12) and 96 hr (n = 14) groups.

Quantitatively, enterobacteria were isolated in both the peritoneum and
pancreas in the acute pancreatitis group, while the controls had no growth
or scanty skin commensals.

This model provides a reproducible model of acute necrotising pancreati-
tis resulting in peritonitis and pancreatic sepsis with a low mortality (n = 1),
making it an ideal model for the further study of prophylaxis and treatment.

411 Recurrent Pancreatitis in Children and Adolescents
G.S.W. Whiteley, A.PB. Kienle, S.H. Lee, N.M. Sharer, J.M. Braganza.
Pancreato-Biliary Service, The Royal Infirmary, Manchester, UK
Recurrent acute pancreatitis and chronic pancreatitis are disabling conditions
in adults but the impact on children and adolescents pursuing further ed-
ucation, or employment, may be devastating. We report our experience in
managing this problem since antioxidant therapy was validated at the Royal
Infirmary in 1983, in the light of what is known of pancreatitis in this age
group.
We describe 24 consecutive patients who presented with pancreatitis be-

low the age of 20 years (mean 11.5, range 1 month-20 years) referred to the
Pancreato-Biliary Service between 1977-1993. All patients presented with ab-
dominal pain. At the time of referral, 6 patients had undergone surgery, 4
laparotomies for the diagnosis of pancreatitis, 1 pseudocyst drainage and 1
cholecystectomy. 20 patients were diagnosed as chronic pancreatitis, 10 with
pancreatic calculi and in no patient had the disease progressed to exocrine
pancreatic failure. 4 patients were diagnosed as recurrent acute pancreatitis
after normal radiology and pancreatic function tests.

All patients were treated with micronutrient antioxidants. A combination of
selenium, vitamins A, C and E together with methionine we're administered
orally and doses were titrated according to blood profiles. Compliance was
poor in only 3 patients in this group over a mean follow up period of 5.6
years (1-15 yrs). The number of hospital admissions in the group as a whole
decreased from 4.4 episodes per year to 0.9 episodes per year post therapy.

A scoring system for the overall impact of antioxidant therapy on recurrent
pancreatitis indicated that all patients gained some benefit from therapy. 7
having total control and 13 having a substantial effect on their disease.

41 j Cysts and Pseudocysts of the Pancreas- An 18 Month
Experience at Manchester

R.G. Nair, G.S.W. Whiteley, N.M. Sharer, S.H. Lee, PM. Taylor, N. Chalmers,
J.M. Braganza, R.F McCloy. University Department of Surgery and
Pancreato-Biliary Service, Manchester Royal Infirmary, Manchester, UK
In a series of 36 patients presenting over an 18 month period, pancreatic
pseudocysts were seen in 24 patients; in 5 of these patients, they were as-
sociated with intrapancreatic cysts. Nine patients had only intrapancreatic
cysts. Cystic neoplasms were found in 3 patients. Chronic pancreatitis was
found in 21 cases, and acute pancreatitis in 12. A combination of ultrasound,
CT scanning, and where appropriate, ERCP, CT-guided biopsy and coeliac and
superior mesenteric angiography were used for diagnosis. Pancreatitis was
associated with alcoholism in 19 cases, gallstones in 3, drugs in 2, hypercal-
cemia due to hyperparathyroidism in 2, and was idiopathic in 6.

After 6-10 weeks of oral micronutrient antioxidant treatment, drainage of
pancreatic pseudocysts was attempted under ultrasound control in 15 pa-
tients, and was successful in 11. Surgery was performed in 14 patients, in-
cluding 4 patients who had earlier undergone ultrasound-guided drainage.
One patient had a successful endoscopic cyst-gastrostomy performed with a
needle-knife papillotome. In 9 patients with intrapancreatic cysts, symptoms
resolved on oral micronutrient antioxidant therapy alone. Three patients clin-
ically suspected to have benign disease were found to have malignancy (at
laparotomy in 2 cases and percutaneous biopsy in 1 case). This experience
highlights the pitfalls in the differentiation between chronic pancreatitis and
cancer of the pancreas, the value of supplementary antioxidant therapy and
indications forthe use of surgical, ultrasound-guided, or endoscopic drainage.

4 Three-dimensional Ultrasonography of the Gastric
Antrum in Patients with Functional Dyspepsia

O.H. Gilia, T. Hausken, S. 0degaard, A. Berstad. Medical DepartmentA,
Haukeland University Hospital, Bergen, Norway
By using a newly developed and validated 3D ultrasound system, we have
evaluated its applicability in scanning and volume estimation of the gastric

antrum in patients with functional dyspepsia. Methods: Twenty patients with
functional dyspepsia and 20 healthy controls, comparable with respect to
gender, age and smoking-habits, agreed to be scanned after ingestion of
500 ml meat soup (170 kcal). Symptoms in response to the soup meal were
scored on a Likert scale from 1-9. The onset of the first contraction during
soup ingestion was measured. A mechanical scanner with a 3.25 MHz trans-
ducer coupled to a tilting motor, provided in 3 sec multiple images of the
antrum fasting, and 1, 10, and 30 min postprandially. On a Unix workstation.
planar contours of the antrum were selected and drawn manually prior to or-
gan reconstruction and volume computation. Results: Two 3D scans out of
160 could not be analyzed due to air in the antrum. To a length of 5 cm from
the pylorus, volume could be computed in 95% of samples in fasting sub-
jects and in 98% of postprandial scans, versus 8% and 75%, respectively, at
a length of 7 cm from the pylorus. The first antral contraction occurred after
102 ± 85 sec in healthy controls and 117 ± 91 sec in patients with functional
dyspepsia (p = 0.6, NS). We found no significant differences in antral volumes
between dyspeptic patients and controls, either fasting or postprandially. Pa-
tients suffered more symptoms (mean: 2.9) in response to the soup than
controls (mean: 0.9), (p = 0.004). No significant correlation between antral
volumes and symptoms was detected. Fasting antral volumes in H. pylori
pos dyspeptics were smaller than in H. pylori neg patients (p = 0.03). Con-
clusions: 3D ultrasonography makes accurate volume estimation of the total
gastric antrum feasible. No difference were found in antral volumes between
patients with functional dyspepsia and controls, and fasting antral volumes
in dyspeptic patients seem to be dependent on H. pylori status.

416 Two New Cases of Eosinophilic Pancreatitis
J. Testart, J. Metayer, S. Perrot. H6pital Ch. Nicolle, 76000 Rouen

Eosinophilic pancreatitis is a chronic pancreatitis identified 20 years ago but
till now in only 5 patients. It is quite different from the nutritional chronic pan-
creatitis having neither calcifications nor irregularity of the ducts nor cysts. It
is characterized by the presence in the inflammation and fibrosis that disso-
ciate the lobular and surround the ducts of massive pseudotumoral heaps of
eosinophilic polynuclears. The pancreas is enlarged and when cut, appears
white hard homogenous. It is hypoechogenic on U.S. and hypodense on X-
Rays. Its ducts are regularly narrowed. The whole pancreas or only its right
or its left half are affected. There is concomitant eosinophilic gastroenteritis
and as in hypereosinophilic syndrome there are no malignancy no parasites.

Our 2 cases had pain and weight loss before ictere due to stenosis of
the common bile duct in the head of the pancreas. Both had blood hypere-
osinophilia (1300/mm3 and 2500/mm3). One was a 70 years old man without
history of allergy and elevation of immunoglobulin E. He had large extension
of the eosinophilic infiltration to his stomach and duodenum. After a Whip-
pie's procedure he developed a stenotic eosinophilic jejunitis. He was treated
with chromoglycate. The other was a 39 years old female with a history of
asthma. She had also periductal hypereosinophilia on hepatic biopsy. She
needed steroids. Both became diabetic.

As/for eosinophilic gastroenteritis the lesions seemed due to the agres-
sivity of the eosinophilic polynuclears and there is no clue to there presence.

I 417 Lansoprazole vs. Ranitidine- Efficacy in Healing Acute
Reflux Esophagitis and Influence on Hyperregenerative
Esophagopathy

K. Plein 1, M. Stolte 2, W. Fuchs 3, S. Stille3, J. Hotz 1. 1Dept. of Internal
Medicine, Celle General Hospital, Germany; 2 Institute of Pathology,
Klinikum Bayreuth, Germany; 3 Takeda Pharma GmbH, Aachen, Germany

Lansoprazole, which inhibits gastric acid secretion by blocking H+/K+-
ATPase, has previously been shown to be effective in the treatment of reflux
esophagitis. The aim of this multicenter, double-blind study was to assess the
efficacy of lansoprazole in comparison with ranitidine regarding endoscopi-
cally proven healing as well as histological changes in the distal esophagus.

Method: 165 patients with reflux esophagitis grade l-IV were randomly
(2:1) allocated to receive either lansoprazole 30 mg od or ranitidine 300 mg
od for 4 to 6 weeks. Endoscopy had to be performed at study entry, after 4
weeks'treatment and, in the absence of healing, after another 2 weeks'treat-
ment, biopsies being taken from the gastric and lower esophageal mucosa.
The demographic data of the two groups were comparable.)

Results. Four-week healing rates were 69.2% (74/107) for the lansopra-
zole group and 43.1% (25f58) for the ranitidine group (p = 0.0015, confir-
matory, 2-tailed, Fisher's exact test). Six-week cumulative healing rates were
79.4%(85/107) vs. 58.6% (34/58). Pain relief in terms of daytime and nighttime
heartburn was significantly better after 4 weeks in the lansoprazole group,
correlating with lower concomitant antacid consumption.)

With regard to hyperregenerative esophagopathy, lansoprazole produced
a significantly better improvement of histological findings. After 4 weeks
44.9% (48/1 07) of the patients treated with lansoprazole showed improve-
ment of hyperregenerative esophagopathy vs. 24.1% (14/58) treated with ran-
itidine (p = 0.0004). 17 patients in the lansoprazole group with slight to severe
signs of hyperregenerative esophagopathy on admission had normal histo-
logical findings after 4 weeks' treatment vs. 3 patients in ranitidine group.
Drugs were well tolerated; no serious adverse events occurred.

Conclusion: This investigation confirms that lansoprazole leads to signif-
icantly faster healing of reflux esophagitis in comparison with ranitidine and
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is well tolerated. Results of esophageal histology suggest superior efficacy
of lansoprazole treatment, even normalization of esophageal mucosa.

4 Absorption Enhancement and Structural Changes in
Human Rectal Mucosa by Suppositories with Sodium
Caprate

J. Dabrosin Soderholm, T. Lindmark, G. Olaison, G. Ahivan, G. Ocklind,
P Artursson. Dept of Medico-Surgical Gastroenterology, University Hospital,
Linkoping, Dept of Pharmacy, Uppsala University, Uppsala, Sweden

The sodium salt of capric acid (a medium chain fatty acid), sodium caprate
(C10), is used for enhancing absorption of hydrophilic drugs in humans. The
mechanism of absorption enhancement has, however, not been studied in
vivo in humans.

Purpose: To study the effect of C10 in suppositories on rectal absorption
of ampicillin, rectal epithelial structure and intraluminal osmolarity.

Methods: Twelve healthy subjects were randomized to receive ampicillin
suppositories with or without C10 (otherwise identical in composition). Sam-
ples of serum and urine were taken during 240 min, frozen at -20°C and sub-
sequently analyzed for ampicillin by HPLC. Rectal biopsies, taken two weeks
before the study and at 25 and 185 min after administration of the supposi-
tories, were examined by light microscopy in a blinded manner. Rectal fluid
taken at 25 and 185 min after administration was analyzed for osmolarity.

Results: Maximal serum concentration, AUC and urinary recovery of ampi-
cillin was two-fold higher in the C10 group (p < 0.05). In both groups epithelial
damage with injured cells and areas of bare basal lamina was observed. In the
C10 group there was a rapid effect on the epithelium, with a higher epithelial
damage score than the non-ClO group at 25 min (p < 0.05). The effect was
reversible to a large extent, and at 185 min there was no difference between
the groups. In both groups rectal fluid was hypertonic at 25 min and isotonic
at 185 min.

Conclusions: C10 increased the rectal absorption of ampicillin from sup-
positories two-fold, through a rapid, pronounced but reversible effect on ep-
ithelial structure. The damage of the epithelial structure, found also in the
non-ClO group, could have implications on chronic use of suppositories.

4 Tight Junction Permeability In Human lleal Mucosa In
Vitro- Modulation with Sodium Caprate and
Cytochalasin B

J. Dabrosin Soderholm, L. Hedman, G. Olaison. Dept of Medico-Surgical
Gastroenterology Colorectal Surgery Unit, University Hospital, Linkoping,
Sweden

Impaired function of the epithelial tight junctions is a possible pathogenic
factor in various gastro-intestinal disorders. Regulation of tight junction per-
meability is not clarified, and has not been studied previously in human small
bowel mucosa.

Purpose: To study pericellular permeability in human ileal mucosa and its
regulation by sodium caprate (C10), a medium chain fatty acid common in fat
rich food, and cytochalasin B (CytB) a well established tight junction modula-
tor.

Methods: Five cm of the ileum was taken from 8 patients operated for
colonic cancer. The mucosa was carefully dissected from the muscular layer
and mounted in Ussing chambers. Transepithelial potential difference (PD),
electrical resistance (ER) and short circuit current (lsc) was followed. Perme-
ation of 51 Cr-EDTA and 14C-mannitol was studied for 90 min in control seg-
ments and in segments modulated with C10 or CytB with washout at 10 min
and 45 min, respectively.

Results: C10 caused a rapid fall in PD, ER and 'Sc with a simultaneous
increase in 51 Cr-EDTA and 14C-mannitol permeability. CytB caused a more
gradual decrease of PD, ER and lsc with a subsequent increase in perme-
ability. After wash out of C10 and CytB, PD, lsc and permeability recovered
partially. ER was stable after wash out in the C10-segments, but continued to
fall in the CytB-segments. Control segments were stable in PD, ER, 'Sc and
permeability throughout the experiments.

Conclusions: C10 and CytB induced signs of a reversible increase of tight
junction permeability in human ileal mucosa. Quantitative and temporal differ-
ences in the effect of the two substances indicate that different mechanisms
were involved. The results indicate that intraluminal medium chain fatty acids
can affect the barrier function in human ileal mucosa via modulation of the
tight junctions.

4211 Effect of Vanadate on Growth of the Normal and
Cancerous Pancreas in the Rat

C. Damg6, A. Hajri 1, I. Robillart, A. Hoeltzel, Ph. Metzger 1. CEED, H6pitaux
Universitaires, Strasbourg, France; 1 IRCAD, H6pitaux Universitaires,
Strasbourg, France

It is well admitted that growth of the exocrine pancreas is regulated by gas-
trointestinal hormones including peptides of both CCK and Bombesin/GRP
families. Vanadium, a trace element involved in a number of cellular pro-
cesses has been shown to regulate cell proliferation and differentiation in
several cell types. Thus the present work was designed to analyse its effects
on the growth of normal and cancerous pancreas in the rat.

Methods. In a first experiment, 60 adult rats received two times daily for
8 successive days a s.c. injection of CCK-8 (3 gglkg), Bombesin (15 1£g/kg)
or saline (controls). Half of the animals in each group (n = 10) received in
addition sodium metavanadate (0.3 mg/ml) in the drinking water. In a second
experiment, 16 adult rats bearing an interscapular pancreatic tumor of duc-
tular origin (106 cells injected s.c.) were given vanadate (0.3 mglml) (n = 8)
or water alone (n = 8) in their drinking water for 30 successive days. Then
the pancreases and minors were weight and analysed for their biochemical
parameters.

Results. 1) Bombesin stimulated growth of the normal pancreas character-
ized by a significant increase in its weight (171 %, p < 0.001), protein (186%, p
< 0.001), DNA (123%, p < 0.01), RNA (172%, p < 0.01) and enzyme contents:
amylase (144%, p < 0.01), chymotrypsin (330%, p < 0.001) and lipase (160%,
p < 0.01). CCK-8 exerted a similar effect. Vanadate added to the drinking wa-
ter inhibited completely the trophic effects of Bombesin and CCK-8; when
given in control rats, it also reduced though weaker, the weight of the pan-
creas and growth parameters. 2) After a 30 days treatment, vanadate reduced
significantly the volume of the pancreatic tumor (-35%, p < 0.05), its weight
(-32%, p < 0.05) and content in RNA (-34%, p < 0.05) and DNA (-20%,
NS). 3) Vanadate did not affect significantly neither food intake, nor the body
weight nor glycemia in these animals.

In conclusion. Vanadate antagonizes growth of the pancreas induced by
gastrointestinal peptides from the CCK and Bombesin/GRP families, and re-
duces growth of a pancreatic tumor implanted in the rat. Thus this trace ele-
ment could be involved in the regulation of pancreatic growth in both normal
and tumor states.

4 Intravenous Erythromycin Affects Esophageal Motility
In Normal Subjects

G. Tzovaras, E. Xynos, E. Chrysos, E. Epanomeritakis, A. Mantides,
J. Petrakis, A. Malliotakis, J.S. Vassilakis. Dept of General Surgery, University
Hospital of Heraklion, Crete, Greece

Background. Erythromycin occupies motilin receptors on the musculature
of the stomach and duodenum, thus inducing contractile activity mimicking
phase Ill of the MMC. Erythromycin enhances gastric emptying of solids and
liquids in both health and disease. It has been also shown that erythromycin
increases the resting pressure of the lower esophageal sphincter (LES).

The Aim of the study was to further investigate any possible effects of i.v.
erythromycin on esophageal motility in healthy subjects.

Subjects-method. In 14 healthy subjects (6 men, 8 women, mean age
42 ± 1 1SD yrs) standard esophageal manometry with an eight-lumen water
perfused catheter was performed before and after the i.v. administration of
200 mg of erythromycin lactobionate. The manometric parameters that were
calculated, included the amplitude, duration and strength of esophageal peri-
stalsis at 5, 10 and 15 cm proximal to LES, the velocity of peristalsis at 10 to
5 cm proximal to LES and the LES resting pressure.

Results: Erythromycin significantly increased a) the amplitude (from 125.6
. 26.5SDmmHg to 149.9 ± 44.3SDmmHg, p = 0.0016), the duration (from 3.8
. 0.53SDsec to 4.27 ± 0.7SDsec, p = 0.0033) and the strength (from 247.2 ±
60SDmmHgxsec to 342.1 + 140SDmmHgxsec, p = 0.014) of peristalsis at 5
cm proximal to LES, b) the amplitude of peristalsis at 10 cm proximal to LES
(from 93.3 ± 23SDmmHg to 102 ± 23SDmmHg, p = 0.035), c) the velocity
of peristalsis at 10 to 5 cm proximal to LES (from 3.81 ± 0.96SDcm/sec to
4.37 ± 0.89SDcm/sec, p = 0.008) and d) the LES resting pressure (from 26.3
± 5.7SDmmHg to 50.6 ± 12.2SDmmHg, p < 0.0001).

Conclusion: Erythromycin, apart from the stomach, affects the motility of
the distal esophageal body and the lower esophageal sphincter.

4 Butyrate and Experimental Cancer in Rats with Induced
Colitis

V Cosenza, G. D'Argenio, M. Delle Cave, P lovino, N. Della Valle,
G. Mazzacca. Gastrointestinal Unit, School of Medicine, "Federico /II
University, Napoli, Italy

We have previously demonstrated that butyrate, the preferred oxidative fuel
of the colonocites which also affect mucosal cell proliferation in humans and
rats, is effective in ulcerative colitis by increasing transglutaminase (TG) ac-
tivity.

Since ulcerative colitis increases the risk for colonic neoplasia, we aimed
at investigating whether the butyrate therapy may affect the development of
colorectal cancer.

Methods: Twenty-four male wistar rats with ulceralive colitis induced by
a single administration of trinitrobenzensulfonic acid in distal colon were di-
vided into 3 groups. The rats were treated twice daily for 8 weeks with Na-
butyrate (80 mM), 5-ASA (30 mg/kg) and saline enemas respectively. A week
later colitis induction, tumors were induced by a course of weekly intraperi-
toneal injection of azoxymethane (AOM) (15 mg/kg for 6 weeks).

Results: Butyrate treatment reduced about 3 times the incidence of tu-
mors in distal colon (p < 0.05). Moreover the area of tumors rised in butyrate
treated rats was 10 times lower than those developed in 5-ASA and saline
groups (p < 0.05). The proliferation pattern assessed during AOM treatment
(4weeks) by 3H-labeled Thymidine incorporation in colon biopsies, showed
that cell labeling in upper compartments of the crypts was higher in saline or
5-ASA groups than in normal rats (4.9 ± 0.9 and 5.7 ± 1.2 vs 0.6 + 0.08, p <
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0.01). Butyrate significantly decreased the upper crypt labeling (1.7 ± 0.4 vs
saline, p < 0.01) and restored the phisiological pattern of proliferation char-
acterized by cell labeling confined to the base of the crypt. TG activity was
higher in tumors than in adjacent tissue (1585 ± 578 vs 861 ± 471 mU/g, p <
0.01. The immunohistochemistry showed that TG was mainly located in the
extracellular matrix (ECM).

We conclude that butyrate decreases the responsiveness of the colonic
mucosa to cancer development in ulcerative colitis, and that TG plays a role
in ECM assembly during tumor growth and differentiation.

427 I Empiric Therapy of Gastro-Oesophageal Reflux Disease
N.E. Schindibeck, A.G. Klauser, W.A. Voderholzer, S.A. Muller-Lissner.
Medizinische Klinik, Klinikum Innenstadt, University of Munich, Germany

In the absence of highly specific symptoms and without oesophageal
erosions, longterm pH monitoring is necessary for diagnosing gastro-
oesophageal reflux disease (GORD). This method, however, is not generally
available. Therefore, we wondered whether GORD can be diagnosed empiri-
cally by acid suppression in patients with normal endoscopy. Methods: Thirty-
three consecutive outpatients with pathologic pH-monitoring who had symp-
toms compatible with GORD and normal oesophagogastroduodenoscopy
were included. The severity of symptoms was graded on a visual analogue
scale from 1 to 10 by the patient alone. The patients were treated for at least
7 days with either ranitidine 150 mg bid (patients 1-10), omeprazole 40 mg qd
(patients 11-21), or omeprazole 40 mg bid (patients 22-33). A reassessment
of symptoms and a second pH-monitoring was performed during the last day
of treatment. Results: Omeprazole 40 mg qd significantly reduced the severity
of symptoms from 7.1 (4-9) to 3.7 (0-8) and the reflux parameter mean acid-
ity from 0.98 (0.21-76) mmol/1 to 0.02 (0-0.47) mmolIl. Omeprazole 40 mg
bid significantly reduced the severity of symptoms from 6.8 (3-10) to 0.6 (0-
2) and the mean acidity from 0.38 (0.13-8.5) mmol/l to 0.01 (0-0.14) mmolA.
Both doses of omeprazole were superior to ranitidine 150 mg bid. When a
75% reduction of symptoms was defined as positive, the "omeprazole-test"
with 40 mg bid had a sensitivity of 83.3%, whereas the sensitivity with 40
mg qd was only 27.2%. Conclusion: In practice, the diagnosis of GORD can
be ruled out, if symptoms do not improve on a limited course of high dose
proton pump inhibitors.

428 Frequency and Importance of Axial Hiatus Hernia in
Gastro-oesophageal Reflux Disease

N.E. Schindibeck, A.G. Klauser, W.A. Voderholzer, S.A. Moller-Lissner.
Medizinische Klinik, Klinikum Innenstadt, University of Munich, Germany
The importance of endoscopic visible axial hiatus hernia and gaping cardia for
gastro-oesophageal reflux disease (GORD) is poorly understood. Methods:
We investigated the frequency of axial hiatus hernia and its importance for the
quantity of reflux and the course of GORD in 101 consecutive patients with
proved GORD by pathologic pH-monitoring (reflux time >8% upright and/or
>3% supine). Endoscopy of the upper gastrointestinal tract was performed
in all patients. Any lesions in the stomach and duodenum were excluded. The
course of symptoms and oesophageal erosions were reevaluated 41 (7-86)
months later.

Results: Axial hiatus hernia, defined as movement of oesophagogastric
junction more than 2 cm above the diaphragm, was found in 29 (29%) patients
and a gaping hiatus in 22 (22%) patients.

Reflux time

% upright % supine
Oesophgeal
erosions (n)

No hernia (n = 50; 50%) 12.0 (0.4-69) 3.8 (0-81) 6 (12%)
Gaping hiatus (n = 22; 22%) 15.2 (15-60) 7.9 (0-99) 8* (36%)
Axial hernia (n = 29; 29%) 15.5** (3.5-52) 7.0* (0-97) 14"* (48%)

median (range), */,*p < 0.0510.01 vs no hernia

The presence of hiatus hernia or gaping hiatus had no influence on the
course of symptoms and oesophageal erosions.

Conclusions: The presence of axial hiatus hernia predisposes to increased
acid reflux time and to oesophageal erosions. However, axial hiatus hernia
contributes to reflux in only 30% of reflux patients and it has no importance
for the course of GORD.

429 P53 Autoantibodies in Patients with Pancreatitis and
Pancreatic Carcinoma

J. Raedle, G. Oremek, M. Welker, W.K. Roth 1, W.F. Caspary, S. Zeuzem. 2nd
Department of Medicine, University Hospital, Frankfutt, Germany;
1 Georg-Speyer-Haus, Frankfurt, Germany

Mutations in the p53 tumor suppressor gene have been described as com-
mon genetic alterations in patients with pancreatic carcinoma (PCa). These
mutations can lead to conformational changes and cellular accumulation of
p53 protein. Subsequent release of mutant and normal p53 protein from
transformed cells may initiate a humoral response with generation of circu-
lating autoantibodies to p53 protein (anti-p53). The aim of this study was to
evaluate the specificity of anti-p53 as a serological screening test for malig-
nancy. Patients and Methods: The diagnosis of acute pancreatitis (n = 10),

chronic pancreatitis (n = 24) or PCa (n = 14) was confirmed biochemically,
by ERCP, ultrasound, CT scan, fine-needle biopsy and/or laparotomy as ap-
propriate. Detection of anti-p53 was performed using an ELISA system with
recombinant wild-type p53 protein (Dianova, Hamburg, Germany). Results:
Autoantibodies to p53 were detectable in 0/14 patients with acute, but in
5/24 patients (20.8%) with chronic pancreatitis. All anti-p53 positive patients
with chronic pancreatitis (3 men; 2 women; age: 49.6 ± 18.9 years) were
carefully reevaluated and no underlying malignancy was found. Furthermore,
during follow-up (1 year) none of these patients showed any evidence for
subsequent development of PCa. In patients with PCa anti-p53 was only de-
tected in 1 of 14 cases resulting in a sensitivity of 7.1%. Conclusions: Anti-
p53 was not present in patients with acute pancreatitis. However, 5/24 pa-
tients with chronic pancreatitis and 1114 patients with pancreatic carcinoma
were positive for anti-p53. Thus, detection of anti-p53 was not specific for
malignancy (specificity 79.2%). We obtained strong evidence that genera-
tion of autoantibodies to p53 might also be initiated by chronic inflammatory
processes.

4 a-Fetoprotein and p53 Autoantibodies in Patients with
Chronic Hepatitis

C.J. Raedle, W.K. Roth 1, G. Oremek, W.F. Caspary, S. Zeuzem. 2nd
Department of Medicine, University Hospital, Frankfurt/Main, Germany,
1 Georg-Speyer-Haus, Frankfurt/Main, Germany

In the Western hemisphere hepatitis C virus (HCV) infection is a common
cause of chronic liver disease and hepatocellular carcinoma (HCC). Recently,
mutations in the p53 tumor suppressor gene have been described as frequent
genetic alterations during development and progression of HCC. These mu-
tations can lead to conformational changes and cellular accumulation of p53
protein. Subsequent release of mutant and normal p53 protein from trans-
formed cells may initiate a humoral response with generation of circulating
autoantibodies to p53 protein (anti-p53). Patients and Methods: Using ELISA
methods we assessed a-fetoprotein (AFP) and anti-p53 as serological screen-
ing parameters for HCC in 147 consecutive patients (88 men; 59 women; age:
47.1 ± 14.0 years) with HCV-related chronic hepatitis. Results: Liver cirrhosis
was histologically diagnosed in 58 patients (39.4%) and a hepatocellular car-
cinoma confirmed in 7 patients (4.8%). Serum AFP was raised above 20 ng/ml
in 261147 patients and above 100 ng/ml in 5/147 patients. In 6/7 patients with
HCC a-fetoprotein was raised above 20 ng/ml, but only in 317 cases above
100 ng/ml resulting in a sensitivity and specificity of 85.7% and 85.7% (AFP
> 20 ng/ml) and 42.9% and 98.6% (AFP > 100 ng/ml) for the detection of
HCC, respectively. Autoantibodies to p53 were detected in 317 patients with
HCC, but in 0/140 patients without HCC (sensitivity 42.9%, specificity 100%).
Overall, serological screening for HCC was improved by combining AFP mea-
surement (level > 100 ng/ml) with detection for anti-p53 (sensitivity 71.4%,
specificity 98.6%). Conclusions: Presence of anti-p53 was highly specific for
malignancy and independent of AFP status. Therefore, serological testing for
anti-p53 in combination with AFP might improve the detection of HCC in high
risk patients with HCV-related liver cirrhosis.

I432 Does Gallbladder Hypomotility Induce Sludge and
Gallstone Formation During Pregnancy?

A.A. Van Bodegraven, C.J.N. Bohmer, E. Paalman, R.A. Manoliu, A.H. Van de
Klis, A.J.M. Roex, A.M. Kruishoop, J. Lourens. Medical Centre Alkmaar,
Alkmaar, The Netherlands

Parity correlates with prevalence of gallstones. We studied the formation of
echogenic material in the gallbladder during pregnancy in relation with gall-
bladder motility.

Ultrasonography of the gallbladder was performed in 113 pregnant
women at the start of every trimester, and 3 weeks and 6 months after deliv-
ery. Fasted state gallbladder volume, as a variable of gallbladder motility, was
calculated.

At 15 weeks pregnancy 3 women had gallstones, 9 had sludge. At 25
weeks, one woman formed gallstones and 22 sludge. At 35 weeks, 21
women out of 102 had sludge and 3 gallstones. Three weeks after deliv-
ery, only 11 out of 98 women had sludge. Gallstones were disappeared (one
cholecystectomy). After 6 months, sludge was found in 6 out of 91 women.
A total of 30 women developed abnormal gallbladder contents during the
study period (group 1) and in 61 women, no echogenic material was detected
(group 11). Gallbladder volumes in group were: 31.4,32.9,30.8,21.7 and 20.4
ml, respectively. In group 11 the volumes were: 30.8,31.5, 29.1, 16.8 and 17.5
ml. During pregnancy there was no difference in volume between the two
groups. A significant reduction in volume was demonstrated in both groups
after delivery. As compared with group 1, we found a trend to smaller volume
in group 11 only after delivery.

Changes in gallbladder motility cannot explain the formation of echogenic
material in the gallbladder in pregnant women.
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Atrophic Gastritis of the Fundus: Not a Problem During
Long-term Ranitidine Therapy

J.G. Penston 1, R. Lapham, D. Hopwood, K.G. Wormsley. Ninewells
Hospital, Dundee, Scotland, 1 Medical consultant to Glaxo Pharmaceuticals
UK Ltd, Uxbridge, UK

Recent studies indicate that patients receiving long-term therapy with
omeprazole develop fundic gastritis. The frequency of atrophic gastritis in-
creases from 1-2% to 13-25% during 1-5 years of continuous treatment with
omeprazole. The present study reports the occurrence of atrophic gastritis
during long-term therapy with ranitidine.

Gastric biopsies were obtained from 85 patients with duodenal ulcer dis-
ease who had received continuous treatment with ranitidine up to 300 mg
daily for at least five years (median 7.5 years). Biopsies taken earlier in the
course of treatment were available in 54 patients.

Two of the 85 (2%) patients developed atrophic gastritis of the fundus
after seven and eight years of continuous treatment, respectively. In each
case, biopsies taken after two years of treatment with ranitidine showed no
atrophic changes. H. pylori, confirmed by histology, was present in 88% of
antral and 92% of fundic biopsies. H. pylori was not detected in the stomach
of six patients (7%). Four of these patients had previous biopsies of which
only one showed evidence of earlier H. pylori infection. While both of the
patients with atrophic gastritis had evidence of antral and fundic colonisation
with H. pylori after two years of treatment, only one remained infected at the
time of the detection of atrophic gastritis.

Conclusions: This study shows that atrophic changes occurred in only 2%
of patients receiving continuous treatment with ranitidine for more than five
years, a frequency which was reported at baseline in the omeprazole studies.

PW.E. Haeck 1, G.R. Peixe2, C. van Rensburg 3, C. Dallaire4,
D. Scrimgeour 5, N. Lotay6. 1 Refaja Zeikenhuis, Stadskanal, Holland;
2 Hospital Egas Moniz, Lisbon, Portugal; 3 Tygerberg Hospital, Tygerberg, S.
Africa; 4 Hospital Saint Francoise D'Assise, Quebec, Canada, 5Stracathro
Hospital, Brechin, UK, 6 Glaxo Research and Development Limited, UK
Introduction: GR12231 1X is a new drug for the treatment of peptic ulcer dis-
ease which possesses anti-secretory, anti-Helicobacterpylori (H.p) and mu-
cosal protective properties. This double-blind, randomised, multicentre study
compared duodenal ulcer (DU) healing, H.p eradication and the safety of
GR12231 1X 400 mg bd monotherapy given before or immediately after food
for 28 days in H.p-positive patients with DU.

Patients and Methods: 216 patients with active DU (215 with confirmed
H.p infection), entered the study. Patients with healed ulcers entered the 1
month follow-up phase without being on medication known to influence H.p
status or ulcer healing. H.p infection at study entry and eradication, at least
28 days after the last dose of trial medication, was assessed by CLOtestO,
13C-urea breath test (UBT) and histology. The primary efficacy assessment,
H.p eradication, was assumed if at least as 2 tests were negative and none
positive for detecting H.p. Secondary measures of efficacy included H.p sup-
pression and ulcer healing after 4 weeks of treatment. H.p suppression was
assumed if UBT was negative (813C02 < 5 per mil) at the end of treatment.

Results (Intent-to-Treat Analysis)

GR122311X GR122311X
Before food After food

H. pylori eradication (prevalence) 0183 0% 2191 2%
H. pylori suppression (prevalence) 43198 44% 68/100 68%'
Healing rates at 4 weeks (LOCF)t 87/108 81% 99/108 92%^^
Healing rates at 4 weeks (prevalence) 871100 87% 99/104 95%"**
Patients with any adverse event 131108 12% 191107 18%

*p < 0.001, "-p = 0.015, "*'p = 0.035. tLOCF = last observation carried forward.

Conclusion DU healing and H. p suppression rates were statistically sig-
nificantly higher when GR12231 1X was given after food; however, H.p eradi-
cation was not influenced. GR12231 1X before or after food was effective and
well-tolerated thus supporting a flexible dosing strategy.

435IComparison of GR122311X (Ranitidine Bismuth Citrate)
with Ranitidine Hydrochloride for the Treatment of
Duodenal Ulcer

H. Forssell 1, A. Nowak2, G. Tildesley3, K. Schutze4, P Par65, A. Sommer6,
N. Lotay 7. 1 Dept of Surgery Centrallasarettet, Karlskrona, Sweden;
2 Silesian School of Medicine, Kotowice, Poland; 3 Hartlepool General
Hospital, UK, 4 Hanusch-Krankenhaus, Vienna, Austria; 5 Hotel Dieu de
Quebec, Quebec, Canada; 6Josef-Hanbrich-Hof 5, Kon, Germany, 7 Glaxo
Research and Development Limited, UK
Introduction: GR12231 1X (GR) is a new drug which possesses anti-secretory,
anti-Helicobacter pylori and mucosal protective properties for the treatment
of peptic ulcer disease. This double-blind, randomised, multicentre study
compared efficacy and safety of GR 800 mg bd with ranitidine hydrochloride

(RAN) 300 mg bd for 28 days in duodenal ulcer (DU) treatment. A tablet of GR
800 mg contains approximately an equivalent of 300 mg ranitidine base. Pa-
tients and Methods: A total of 973 patients with active DU were randomised
to 4 weeks treatment with GR or RAN. Treatment groups were well matched
with regard to demographic characteristics and baseline measurements. Pa-
tients with healed ulcers were followed for up to 6 months on no therapy
with endoscopies at 1. 3 and 6 months. The primary efficacy assessment,
overall success rate, was defined as the proportion of patients whose ulcers
were healed and who remained ulcer-free after 6 months follow-up and was
estimated by life-table analysis.

Results (Intent-to-Treat Analysis):

GR 800 n

Number of patients with DU 483
Healing rates at 4wks 86%
Overall success rates after 6 m follow-up 38%'
Relapse rates after 6 m (life-table estimates) 59%
Patients with any adverse event 12%
Relief of ulcer pain 86%"*
* p = 0.007 in favour of GR, 11 p = 0.024 in favour of GR.

mg bd RAN 300 mg bd

490
82%
30%
66%
9%
81%

Conclusion GR was well tolerated and was more effective than RAN in
the management of DU. Life-table analysis of overall success rates showed
a statistically significantly higher proportion of patients treated with GR 800
mg bd remained ulcer-free for up to 6 months compared with RAN 300 mg
bd and GR was found to be superior to RAN in the relief of ulcer pain.

This was a multicentre, double-blind, parallel group study of remission rates
during 6 months' maintenance treatment of duodenal ulcer (DU) patients with
either omeprazole 20 mg om or ranitidine 150 mg hs.

Methods: Four hundred and seventy three patients (419 patients from 28
centres in Spain and 54 patients from four centres in Portugal) were recruited
to the study. These patients had at least one symptomatic DU, confirmed by
endoscopy before entering the study, and at least 2 documented episodes of
DU during the previous 2 years. They were treated with omeprazole 20 mg om
for 4 or 8 weeks to achieve healing and those patients who were healed, and
without moderate or severe symptoms, were randomly allocated to double-
blind treatment with omeprazole 20 mg om or ranitidine 150 mg hs for six
months. During the six months of treatment, endoscopies were scheduled
at 1, 3 and 6 months or in the event of a suspected relapse.

Results: The healing status ("all patients treated") was 87% at 4 weeks and
93% at 8 weeks. Of the healed patients, 434 were random ised to double-blind
maintenance treatment with omeprazole (n = 215) or ranitidine (n = 219).
Remission-rates were calculated for "all patients treated" using the Kaplan-
Meier method. At 6 months, 90% of omeprazole patients were in remission
compared with 82% on ranitidine (p = 0.03). There were 20 relapses dur-
ing omeprazole treatment, 10 of them symptomatic and 10 asymptomatic,
compared with 36 relapses during ranitidine, 19 of them symptomatic and
17 asymptomatic.

Conclusion: Omeprazole is superior to ranitidine for maintaining in remis-
sion DU patients who are prone to relapse.

4401Cytokine Gene Polymorphisms in Inflammatory Bowel
Disease: No Association with TNF2 Allele or Allele 2 of
The IL-1RA Gene

J. Satsangi, E. Louis, G. Fanning 1, M. Bunce 1, K.l Welsh 1, J.1. Bell,
D.P Jewell. Nuffield Department of Medicine, 1 Nuffield Department of
Surgery, Oxford Radcliffe Hospitals
Introduction. Studies of familial inflammatory bowel disease, especially con-
cordance rates in siblings and twins, provide strong evidence that genetic
susceptibility is important in disease pathogenesis. The identity of suscepti-
bility genes is uncertain: genes involved in regulation of cytokine activity are
attractive candidate loci, which have been implicated by recent studies.

Methods. Allelic frequencies of described polymorphisms of the
interleukin-1 receptor antagonist gene (IL1RA VNTR) and of the promotor
region of the tumour necrosis-a gene (TNF-a-308) were studied using the
polymerase chain reaction in 120 patients with ulcerative colitis, 120 patients
with Crohn's disease and 68 controls. Phenotype-genotype analysis was per-
formed.

Results. IL1RA VNTR: No differences in allelic frequencies were noted be-
tween Crohn's disease (n = 115 patients; allele 4: 72.6%, allele 2: 24.7%,
allele 5: 2.6%), ulcerative colitis (n = 113 patients; allele 4: 72.6%, allele 2:
24.3%, allele 5 3.1%) and controls (73.0%, 21.6% and 2.7% respectively).
No differences between distal and extensive disease were noted. TNFa-308:
Frequencies of the less common TNF 2 allele were similar in Crohn's disease
(n = 110 patients; TNF2 13.2%), ulcerative colitis (n = 118; TNF2 20.8%)
and controls (n = 68; TNF2 19.2%). On sub-group analysis, TNF2 was re-
duced in females with distal colitis (10.3%; compared with males p < 0.05,
Chi-squared test). No other genotype-phenotype association was noted.

- --- 436 Omeprazole Maintains Significantly More DU Patients in
Remission than Ranitidine

Effects of Food on Duodenal Ulcer Healing and H. pylori The Iberian Study Group. Astra International Medical Services, Hemel
Eradication During Treatment with GR122311 X Hempstead, UK
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Conclusion. No association between Crohn's disease or ulcerative colitis
and the IL1 RA VNTR or TNF-308 alleles was evident; these polymorphisms
are unlikely to be important in disease susceptibility.

4411 Eradication of Helicobacter pylori with Three Different
Drug Regimes

W.C. Tan, J. Hogan, M. Lombard, N. Krasner. Department of
Gastroenterology, Aintree Hospitals NHS Trust, Liverpool, UK
Helicobacter pylori (HP) eradication in peptic ulcer disease is associated with
a greatly reduced recurrence rate. The optimal drug regime for HP eradication
remains uncertain. It is also unclear if eradication of HP in duodenitis and
antral gastritis improves symptoms.

Aims. 1) To compare the efficacy of three drug regimes in the eradication
of HP 2) To assess if HP eradication improves symptoms in patients with
duodenitis and antral gastritis.

Patients and methods: Patients (n = 79) found to have duodenal ulcer, duo-
denitis and/or antral gastritis with a positive urease test (CLO) at endoscopy
were allocated to one of three regimes: A) Omeprazole 20 mg b.d. and Clar-
ithromycin 500 mg t.d.s. for 2 weeks (n = 27), B) DeNol 240 mg b.d. for 4
weeks, metronidazole 400 mg t.d.s. and Amoxicillin 500 mg t.d.s. for 1 week
(n = 26) and C) Omeprazole 20 mg b.d. and Amoxicillin 500 mg t.d.s. for 2
weeks (n = 26). Symptoms were assessed with visual analogue question-
naires at the time of recruitment and at follow up. Eradication of HP was

based on a negative 13C Urea breath test 6-8 weeks after the completion of
medication. Drug compliance and side-effects were recorded.

Results: 75 patients completed the study. Eradication rates were not sig-
nificantly different (Fisher's exact test): group A, 74% (20127); group B, 81 %
(21/26); group C, 65% (17/26). Side-effects were mainly diarrhoea and nau-
sea: group A, 44% (12/27); group B, 8% (2/26) and group C, 23% (6126). Only
2 of the 75 patients, both from group C, failed to complete the course of med-
ication. HP eradication improved symptoms of abdominal pain and bloating
in antral gastritis and duodenitis (Mann-Whitney test p < 0.05).

Conclusion: Traditional 'triple' therapy with bismuth and two antibiotics
achieved the highest HP eradication rate and best tolerated. Dyspeptic symp-
toms improved with HP eradication in duodenitis and antral gastritis.

Oxygen Saturation During Gastric Lavage
L.J. Hislop, G.W. McNaughton, O.M. Smithwick. DepartmentofAccident
and Emergency Medicine, Western Infirmary, Glasgow, Scotland

Despite controversy regarding the use of gastric lavage in acute poisoning
it remains the most common method of gastric decontamination. Guide-
lines for monitoring during gastrointestinal endoscopy have recommended
pulse oximetry as the minimum level of monitoring. Oximetry is a simple non-

invasive monitoring techr)ique which provides early warning of pulmonary or

cardiovascular deterioration before it is clinically apparent. In this study we
monitored patients during gastric lavage using pulse oximetry and observed

changes in heart rate and oxygen saturation.
A Criticare 504-US oximeter was used to monitor patients attending the

A&E department with a history of self poisoning and in whom gastric lavage
was indicated. Readings of heart rate and oxygen saturation were taken be-

fore, during (lowest 02 Sat. highest heart rate) and after lavage. Drugs in-

gested and patient details were also recorded.
47 patients (17 male: 28 female, mean age 28) were studied. The mean

lavage time was 9 minutes. The most commonly ingested drug was parac-
etamol (49%). Females more frequently ingested analgesic drugs (50%) com-

pared with males who favoured CNS depressing drugs (54%). The mean oxy-
gen saturation before layage was 97.2% (SD 1.5) falling to 92.5% (SD4.9).
This fall in saturation was highly significant (p < 0.0001). 13 patients (29%)
had clinically significant hypoxia with saturations <90%. The mean heart rate
increased from 93 pre-lavage to 124 during.

Significant oxygen desaturation occurs during gastric lavage. Patients may
be at risk of arrhythmias during periods of hypoxia particularly following poi-
soning with certain drugs e.g. tricyclic anti-depressants. We recommend
pulse oximetry during gastric lavage.

31 p Magnetic Resonance Spectroscopy (MRS): A New
Tool to Detect Cirrhosis In Carbon Tetrachloride
(CCI4)-Treated Rats

D. Das, S. Zhao, N. Dodd, R.F.T. McMahon, C.B. Summerton, T.W. Warnes.
Manchester Royal Infirmary, UK
MRS of the liver produces a phospholipid spectrum, including peaks rep-
resenting phospho-monoesters (PME), -diesters (PDE) & adenosine triphos-
phate (ATP). The PME peak contains signal from phospholipid precursors &
represents active phospholipid synthesis. The PDE peek contains signal from

phospholipid breakdown products. PME/ATP & PDE/ATP ratios are used to

compare results.
36 male Lewis rats were treated with phenobarbitone & weekly doses of

CCI4 (maximum treatment 10 weeks). MR spectra were obtained on exteri-

orised liver at weeks 2, 4, 6, 10 22, using a 4.7 T 1.5 cm horizontal bore

superconducting magnet (Bruker instruments). 11 untreated rats were used
as control. Results are as follows:

Rats PDE/PME PME/ATP PDE/ATP

Control 11 0.35 ± 0.11 0.19 ± 0.03 0.06 ± 0.02
2 wks 5 0.55 ± 0.13* 0.19 ± 0.02 0.10 ± 0.02*
4 wks 5 0.57 ± 0.04* 0.17 ± 0.02 0.10± 0.01'
6wks 7 0.91 ± 0.25ta.b 0.12 ± 0.04ta 0.10 ± 004*
10 wks 7 0.53 + 0.10' 0.17 ± 0.05 0.09 ± 0.02'
22 wks 12 0.59 ± 0.11* 0.17 ± 0.03 0.10 ± 0.02'

Ratios are mean ± SD. 'p < 0o05, tp < 0.005 compared to control. a&bstatistically signif-
icant compared to 10 wks & 4 wks respectively.

The PDE/ATP ratio was raised in all treated rats compared to control, in-
dicating increased phospholipid catabolism. PME/ATP fell significantly at 6
weeks, consistent with a transient fall in phospholipid synthesis. PDE/PME
was raised in all groups with a maximal value at 6 weeks. Liver weights fell
at 6 weeks and histological examination revealed transformation to cirrhosis.
Thus, peaking of the PDE/PME ratio provides a marker for the development
of cirrhosis in this rat model.

4 The Use of a ghn1Tc-Sn Transit Study to Improve the
Specificity of the 14C-Xylose Breath Test for Bacterial
Overgrowth

S.J. Lewis, G.O. Young, S.J.D. O'Keefe. Gastroenterology Clinic, Groote
Schuur Hospital, Cape Town

Small bowel bacterial overgrowth has traditionally been diagnosed by culture
of luminal fluid, which requires intubation and specialist bacteriological tech-
niques. This technique has largely been superseded by breath tests. The 14C-
xylose breath test is widely used, but alterations in bowel motility or anatomy
can lead to misinterpretation of results due to premature metabolism of the
14C-xylose by colonic bacteria. Such misinterpretations may be obviated by
the use of a 99mTc-Sn colloid transit marker.

The purpose of this study was to compare the 14C-xylose breath test with
and without use of a 99mTC-Sn colloid transit marker, by using duodenal cul-
ture as a "gold standard`.

Forty seven patients were investigated for small bowel bacterial over-
growth by culture of duodenal fluid and a 14C-xylose breath test. If either
test was positive the 14C-xylose breath test was repeated with simultaneous
ingestion of 20 MBq 99mTC-Sn colloid and gamma camera imaging to assess
transit.

14C-xylose breath test 14C-xylose test + 99mTC-Sn
+ve -ve +ve -ve

Culture +ve 10 4 10 4
Culture -ve 5 28 2 31

Two patients with a "false positive" breath test had small bowel resec-
tions, the third had normal anatomy. Compared to duodenal fluid culture the
sensitivity of the 14C-xylose breath test was 71%, the specificity was im-
proved from 85% to 94% by the use of 99mTC-Sn colloid.

The specificity of the 14C-xylose breath test for small bowel bacterial over-
growth is improved by simultaneous assessment of transit using 99mTC-Sn
colloid.

4451Small Bowel Bacterial Overgrowth in Residents of
Elderly Persons Homes

S.J. Lewis, L. Potts, R. Malhotra, R. Mountford. Department of Medicine,
Bristol Royal Infirmary, Bristol, England
In the elderlythe syndrome of bacterial overgrowth of the small bowel (SBBO)
may present occultly with weight loss, weakness and vague lethargy. Previ-
ous studies relying on the 14C bile acid breath test suggested a community
prevalence of 20-56% of "healthy elderly". Because of a substantial passage
of substrate into the colon resulting in metabolism and false positive results
even in normal subjects this test has been criticised.
We set out to assess the prevalence of SBBO using a Glucose hydrogen

breath test in an unselected elderly population residing in 7 elderly peoples
homes.

62 volunteers were recruited out of a total of 140 (15 men and 47 women)
residents, their mean ages being 80.3 and 84.9 respectively. 14.8% of vol-
unteers had positive tests, there was no difference in any of the anthropo-
morphic parameters measured between those with positive and those with
negative tests.

Mean anthropomorphic measurements

Positive tests (n = 8) Negative tests (n = 54)
Weight (kg) 55.1 62.1
Height (cm) 152.9 155.5
Arm span(cm) 156.5 156.5
Waist circumference (cm) 88.8 96.1
Hip circumference (cm) 100.6 107

The low incidence of positive breath tests suggests that SBBO is not as

common in the community as previously thought. The lack of association
of a positive with anthropomorphic measurements suggests that a positive
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breath test in an asymptomatic elderly person does not represent clinically
significant disease.

44 The Hyperemic Response to Bombesin in the Rat
Gastric Mucosa is Mediated by Afferent Neurons,
Calcitonin Gene-related Peptide and Nitric Oxide

S. Plate, B.M. Peskar. Department of Experimental Clinical Medicine,
Ruhr-University of Bochum, Germany
Stimulation of afferent neurons increases gastric mucosal blood flow (GMBF)
by a mechanism that involves calcitonin gene-related peptide (CGRP) and ni-
tric oxide (NO). The present study examines whether afferent neurons partic-
ipate in the bombesin-induced increment in GMBF.

Methods and Results: Groups of 6-8 rats, fasted overnight, were anaes-
thetized with pentobarbital (60 mg/kg, i.p.). After a resting period of 60 min,
GMBF was recorded continuously using laser Dopplerflowmetry. l.v. infusion
of bombesin caused a transient decrease followed by a dose-dependent ele-
vation in GMBF. Thus, infusion of 3 and 10 ig/kg/min bombesin augmented
GMBF over baseline values by 123 ± 35% and 160 ± 40%, respectively, (P <
0.001 each), while 1 ,g/kg/min had no effect. in rats pretreated with a neuro-
toxic dose of capsaicin 2 weeks before experiments to cause defunctionaliza-
tion of afferent neurons, the hyperemic response to bombesin (3 jig/kg/min)
was significantly blunted (35 ± 22% increase over baseline values, P < 0.01
vs. bombesin in rats with intact afferent neurons). Infusion of the CGRP re-
ceptor antagonist hCGRP8_.37 (500 fmol/kg/min, i.v., infusion started 10 min
before bombesin (3 gg/kg/min) administration and continued until the end of
the experiment) did not inhibit the reduction in GMBF induced by bombesin
but fully suppressed the hyperemic reaction to the peptide. Thus, GMBF re-
mained 42 ± 6% below basal values in hCGRP8-~37-treated rats (P < 0.02 vs.
rats treated with bombesin in the absence of hCGRP8_37). Injection of the
NO synthetase blocker NG-nitro-L-arginine methyl ester (L-NAME, 10 mg/kg,
i.v.) 10 min before infusion of bombesin (10 jig/kg/min) had no significant ef-
fect on basal GMBF levels but prevented the bombesin-induced increment
in GMBF (30 ± 30% increase over baseline values, P < 0.01 vs. bombesin
alone). D-NAME did not reduce the hyperemic reaction to bombesin (217 +
74% increase over baseline values).

Conclusions: 1) Bombesin elevates GMBF in a dose-dependent manner. 2)
The hyperemic reaction is prevented by afferent nerve denervation, a CGRP
receptor antagonist or inhibition of NO biosynthesis. 3) The results suggest
that bombesin stimulates afferent neurons resulting in release of CGRP and
in turn activation of NO biosynthesis.

449 Afferent Neurons, Calcitonin Gene-related Peptide and
Nitric Oxide Participate in the Protective Activity of
Bombesin in the Rat Stomach

T. Stroff, S. Plate, B.M. Peskar. Department of Experimental Clinical
Medicine, Ruhr-University of Bochum, Germany
Bombesin stimulates release of endogenous gastrin and cholecystokinin
(CCK). We have previously shown that the protective effect of gastrin 17 and
CCK-8 against ethanol-induced gastric mucosal damage depends on intact
afferent neurons, release of calcitonin gene-related peptide (CGRP) and nitric
oxide (NO). This study examines whether a similar mode of action underlies
the protective activity of bombesin.

Methods and Results: Male Wistar rats, n = 4-8 per group, were treated
with i.v. bolus injections of bombesin 10 min before oral instillation of ab-
solute ethanol (1 ml). Five min after ethanol challenge, gross mucosal dam-
age was assessed by calculation of a lesion index (LI). Bombesin (0.3-10
jig/kg) dose-dependently prevented ethanol-induced mucosal damage (ID50
2 jig/kg), 10 jig/kg reduced the Ll from 40 : 1 in controls to 8 ± 1 (P < 0.001).
This dose was used in the following experiments. In rats pretreated with a
neurotoxic dose of capsaicin 2 weeks before the experiments to induce func-
tional ablation of afferent neurons, the protective activity of bombesin was
lost (LI 39 ± 3). Infusion of the CGRP receptor antagonist hCGRP8__37 (250-
750 pmol/kg/min for 20 min) dose-dependently inhibited the protective effect
of bombesin (ID50 463 pmol/ kg/min). Pretreatment with globulin fractions
prepared from 2 ml of a rabbit polyclonal anti-CGRP antiserum significantly
attenuated the protection (LI 35 + 3, P < 0.001). The antiserum binds CGRP
but not bombesin, gastrin 17 and CCK-8. Pretreatment with the NO-synthase
blocker NG-nitro-L-arginine methyl ester (L-NAME, 3 mg/kg, i.v.) abolished
the protective effect of bombesin (LI 40 ± 3, P < 0.001), while D-NAME was
without effect (LI 11 ± 3). The effect of L-NAM E was reversed by 400 mg/kg L-
arginine (LI 13 ± 2) but not D-arginine (LI 42 ± 3). Finally, the protective effect
of bombesin was dose-dependently counteracted by the specific bombesin
receptor antagonist D22213 (200-600 jig/kg, ID50 293 jig/kg).

Conclusions: Bombesin protects against ethanol-induced gastric mucosal
damage. The protection is receptor-mediated and involves stimulation of af-
ferent neurons, release of CGRP and activation of NO biosynthesis.

4511 Characterization of Food Protein Binding to Intestinal
Brush Border Membranes: Differences Between Cow's
Milk Proteins, Gliadin Peptides and Ovalbumin

G. Bolte, M. Stern. University Children's Hospital, Tuebingen, FRG
Isolated brush border membrane (BBM) vesicles have been used as a model
for studying interactions of food proteins with enterocytes in the small in-
testine. Specific binding to BBM components was proposed as a prerequi-
site before uptake and antigen presentation of food antigens by enterocytes
might occur. The aim of our study was to characterize binding to BBM of
common food proteins involved in food intolerances.

Methods: Binding of biotinylated giladin peptides (GLI-P), a-lactalbumin
(ALA), f-lactoglobulin (BLG), a-casein (CAS) and ovalbumin (OVA) to intact
BBM of rat small intestine was studied in dot blots. Peripheral membrane
protein domains, isolated by papain treatment, were used in Western blots.
Bound biotinylated proteins were detected by streptavidin-peroxidase in an
enhanced chemiluminescence system and were measured densitometrically.

Results: Saturation of BBM binding sites was reached at concentrations
of 10 jg/mI of biotinylated food proteins. In contrast, 1 jug/mI of the lectins
Ulex europaeus (UEA) and Peanut agglutinin (PNA) were sufficient for satu-
ration. Addition of a 1000-fold excess of unlabelled protein inhibited binding
of biotinylated probes to newborn BBM by 36% for ALA, by 35% for BLG, by
35% for UEA, and by 100); for GLI-P Inhibition of binding to adult BBM was
41%, 76%, 33%, and 55%, respectively. Food proteins shared some binding
sites at peripheral membrane protein domains. However, there was a differ-
ence in total number of binding sites, varying from 1 (BLG, OVA) to 5 (CAS)
in case of newborns and from 2 (BLG) to 12 (CAS) in case of adults. Further-
more, highest intensity was found for binding of gliadin peptides to peripheral
membrane proteins: it was detectable using only 1 jig/mI GLI-P in contrast
to 20 ,ig/ml of cow's milk proteins or ovalbumin.

In conclusion, binding of food proteins to BBM is specific and saturable.
The role of BBM binding sites for intestinal antigen handling in the context of
food allergy or coeliac disease remains to be clarified.

4 Molecular Characterization of a Novel Epithelial Antigen
by the Bi Mouse Monoclonal Antibody

A.O. Walter, K. Radecke, T. Thres, K.-H. Meyer zum Buschenfelde,
W.G. Dippold. I. Medical Clinic, Mainz, Germany
Monoclonal antibodies directed against epithelial antigens are of great value
as tumor markers and are routinely used in the diagnosis of gastrointestinal
carcinomas. Molecular characterization of these tumor-associated antigens
will elucidate the processes involved in differentiation and proliferation of gas-
trointestinal epithelia.

The expression pattern of the B1 antigen was determined by immunos-
taining of tissue sections and Western blot analyses. Immunoscreening of a
hurt an cDNA expression library led to the isolation of corresponding cDNA
clones which were subcloned and sequenced to determine nucleotide and
deduced amino acid composition. Subcloning in a prokaryotic expression sys-
tem allowed the detection and isolation of the antigen as a maltose binding
protein-B1 fusion.

The monoclonal antibody B1 was obtained by the immunization of a
BALB/c mouse with a high molecular weight protein fraction of the gastric
cell line Mz-Sto-1. Investigations of gastrointestinal tissue sections revealed
an epithelial expression pattern of the B1 antigen. Particularly the goblet cells
of intestinal crypts are stained intensively. In Western blot analysis with hu-
man adenocarcinoma cell lines a protein with a molecular mass of 180 kDa
is expressed in various amounts. By immunoscreening of a human colon
lambda gtl 1 expression library using the B1antibody fifteen different clones
with inserts of 700 to 2500 bp length were isolated. One cDNA insertion of
2367 bp was subcloned and sequenced completely. The cDNA insert of this
clone contains a short open reading frame of 34 amino acids followed by
a 3'-untranslated region containing a typical polyadenylation signal followed
by a poly(A+) tail and shows no similarity to other sequences contained in
the EMBL and GenBank databases. Specifity of the immunostaining with the
B1 antibody was confirmed by Western blot analysis after subcloning and
expressing the cDNA insertion of this clone into the prokaryotic expression
vector pMAL-cRI.

In conclusion the monoclonal antibody B1detects a novel human epithe-
lial antigen expressed on human adenocarcinoma cells. Further molecular
and immunological investigations will elucidate the role of the B1 antigen
in differentiation of gastrointestinal epithelia and its possible use for clinical
diagnosis.

[3 Noncardlac Chest Pain Caused by Gastroesophageal
Reflux Disease- A Disregarded Diagnosis?

C. PehI, J. Boehike, A. Pfeiffer, H. Kaess. II.MedDep., Hospital
Bogenhausen, Munich, Germany
Gastroesophageal reflux (GER) is often detected in patients with noncardiac
chest pain. However, only few data on the course of the disease are available.
The aim was to perform a follow-up study in this patient group.

Methods: A standardized questionnaire was mailed to 48 NCCP patients
with a pathological pH-metry after a follow-up period of 53 months (19-70
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mo; 22F). The course of 34 patients could be evaluated. 6 patients were lost
because of removal and 9 patients didn't return the questionnaire.

Results: 5 patients have died, the cause of death was noncardiac in 2 and
unknown in 3 patients. Out of the 28 alive patients only 14 had received an

antisecretory medication by their general practitioner after the diagnosis was
established in the hospital. In further 5 patients an antisecretory drug was
prescribed with a delay during the course of the disease. In these 19 patients
chestpain was resolved in 10 by continuous medication and diminished in 6
by treatment on demand. After antisecretory treatment was stopped, chest-
pain reappeared in 8 patients. All 9 patients who had never received an antise-
cretory drug suffered continuously from chestpain. Most of these untreated
patients still believe that they suffer from ischaemic heart disease, need reg-

ular visits by their practitioners, fell themselves socially and/or economically
disturbed because of the pain, and use partly (4 patients) antianginal medica-
tion without pain relief.

Conclusion: NCCP caused by GER is a chronic disease which can be ef-
fectively treated with antisecretory drugs. However, this disease entity seems
to be a disregarded diagnosis which results in persistence, reappearance or

only partial relief of the chestpain.

The Effect of Enteral Nutrition on Intestinal Permeability
in Intensive Care Patients

C. PehI, A. Pfeiffer, 0. Kuntzen, B. Meizner, H. Kaess. Dept. of
Gastroenterology, Hospital Bogenhausen, Munich, Germany

It has been demonstrated that intestinal permeability is increased in inten-
sive care (ICU) patients. The aim of the present study was to investigate the
influence of enteral nutrition on the degree of derangement of intestinal per-

meability.
Methods: In 10 ICU patients (2 F, 8 M; mean age 60) with severe internal

or neurological disease (7 mechanically ventilated) who were under exclusive
total parenteral nutrition (TPN) for a median of 4 days (range 2-7) a duode-
nal tube was placed endoscopically. Intestinal permeability was assessed by
means of a differential sugar absorption test using cellobiose (C; 5 g) and
mannitol (M; 2 g) as markers. The substances were administered through the
duodenal tube before and after a median of 6 days (range 4-9) of continuous
enteral feeding (median 2000 kcal/day, range 1500-2500; 18% protein, 22%
lipids, 60% CHO). Intestinal permeability was expressed as the C/M-ratio in
the urine collected during 5 hours after administration of C and M (normal
C/M ratio 0.004-0.030).

Results: All patients had a pathologically increased permeability during
TPN (median 0.081: range 0.037-0.150). A decrease in permeability was

observed in all patients by enteral nutrition (0.037: 0.006-0.094; p < 0.01
Wilcoxon test). A normalisation was obtained in four patients.

Conclusion: An abnormally increased intestinal permeability in ICU pa-

tients can be reduced by continuous enteral nutrition.

Poor Nutritional and Metabolic State is Independent of
Child-Pugh Score in Patients with Liver Cirrhosis

M. Pirlich lM.J. Muller2, M.P Manns2, 0. Selberg3. 1 Anaesthesiology,

2 Gastroenterology and Hepatology 3 Clinical Chemistry, Medizinische
Hochschule Hannoveri Germany

The Child-Pugh score is an established prognostic parameter in patients with
liver cirrhosis. However, hypermetabolism and malnutrition also contribute to
the outcome of these patients.
We therefore investigated 108 patients with biopsy-proven liver cirrhosis

(age: 44 ± 13 years; sex: 55 f, 53 m; BMI: 23.4 ± 4 kg/m2) of different clini-
cal state (Child-Pugh score: A n = 21, B n = 49, C n = 38). Nutritional state
was assessed by anthropometry for estimation of the muscle mass and bio-
electrical impedance analysis (BIA 101, RJL Systems, Detroit, Ml) for calcu-
lation of the body cell mass (BCM). Resting energy expenditure (REE) was

assessed by indirect calorimetry (Deltatrac Metabolic Monitor, Datex lnstr.,
Finland). In addition, we performed oral glucose tolerance tests and quantita-
tive liver function tests (LFT) (indocyanine green [ICG], caffeine and lidocaine).

19% of our patients were hypermetabolic (REE > 120% of Harris Benedict
prediction), 48% had respiratory quotients <0.75, indicating increased lipid
oxidation. 25% had reduced BCM (<30% of body weight), 13% diminished
BMI (<19 kg/m2) and 25% had reduced muscle mass (<20% of bodyweight).
36% had impaired glucose tolerance, 37% were diabetic. Child-Pugh score

did not correlate with any nutritional or metabolic parameters, but showed
close correlations to the results of the LFT (e.g.: ICG-t1/2 vs. Child: r = 0.56,
p < 0.001). Factor analysis showed that parameters of liver function (Child
score, LFT), parameters of nutrition (BCM, BMI, muscle mass, urinary cre-
atinine excretion) as well as metabolic parameters (REE, fuel mix, glucose
tolerance) were found in different factors with high factor loadings >0.5.

We conclude that the Child-Pugh score does not detect the poor nutritional
and metabolic state in patients with liver cirrhosis and should be extended
accordingly.

4571 Safety, Tolerability and Effect on Pentagastrin-
stimulated Gastric Acid Output (PSAO) of the New Acid
Pump Antagonist BY841

B. Simon, P Muller, M. Hartmann 1, R. Huber 1 H. Bliesath 1, R. Luhmann 1
W. Wurst1, H.W. Radtke 1. Clinic Schwetzingen, Salem Clinic, Heidelberg,
Germany; Byk Gulden Pharmaceuticals, Konstanz, Germany
Introduction: BY841 is a reversible H+/K+-ATPase inhibitor, a so-called acid
pump antagonist (APA), newly developed by Byk Gulden Pharmaceuticals,
Germany. The present study was designed to investigate safety and tolera-
bility and the effect on pentagastrin stimulated gastric acid output (PSAO).
Methods: Eighteen healthy male volunteers were enrolled and divided into
3 groups of 6 each. Each group was given 2 single oral doses of BY841 in
increasing order with interponated placebo: group I: placebo, 10mg, 20 mg;
group l1: placebo, 50 mg, 100 mg; group Ill: placebo, 200 mg, 400 mg. Acid
secretion was stimulated by pentagastrin infusion (0.6 jg/kg/h) from 2 to 5 h
post dose. Acid output and volume of gastric juice were determined in 1 5-min
fractions. Results: There were no relevant changes in clinical laboratory, ECG
and vital signs. No adverse events occurred during treatment with BY841.
Calculated values for inhibition of PSAO and volume (vol.) relative to placebo
are shown below.

Median Group
% inhib. 10 mg 20 mg

PSAO 11 27

Vol. 12 26

Group II

50mg 100mg

54 62
22 47

Group Ill

200 mg 400 mg

97 100
73 91

Conclusions: BY841 was well-tolerated. Single oral doses of BY841 pro-
duced a dose-dependent reduction in acid output. Almost complete inhibition
of PSAO was achieved with doses of 200 mg and above. Inhibition of volume
paralleled that of PSAO, however, at lower percentages for 50 mg and higher
doses.

458 Abnormal Postprandial Duodenal Chyme Transport in
Patients with Diabetic Gastroparesis

H.N. Nguyen 1, J. Silny2, S. Wuller2, H.U. Marschall 1, G. Rau 2, S. Matern 1.
1 Dept. Intemal Medicine Ill 2 Helmholtz-lnstitute of Biomedical
Engineering, University of Technology, RWTH Aachen, Germany

Mechanisms controlling gastric emptying are heterogenous. Diabetic gastro-
paresis seems to comprise motor disturbance of different parts of the upper
gut. Little data is available about postprandial duodenal motor function in
such patients. Multiple intraluminal electrical impedancometry is recently in-
troduced to study chyme transport phenomena.

Methods. Using this technique we studied postprandial duodenal chyme
transport in 20 subjects (10 patients with diabetes mellitus type and gas-
troparesis, mean disease duration 19 yrs, and 10 healthy subjects). A probe
with 16 measuring segments, each of 2 cm length, total 32 cm, 2.6 mm di-
ameter was used. It was positioned across the antroduodenojejunal region
using a gastroscopy. The final location was confirmed fluoroscopically. Duo-
denal chyme transport patterns were qualitatively and quantitatively analyzed
for 90 min after a test meal (500 g of Yoghurt, 400 ml, 450 Kcal). Statistical
analyzes were done using the Wilcoxon-Rank-Sum-Test.

Results. (1) Four chyme transport patterns, termed Bolus-Transport-Events
(BTEs) were classified according to site of onset/propulsion direction (propul-
sive vs. retrograde), propulsion distance (short- vs. long-distance), and num-
ber of components (simple vs. complex) as (a) short-distance propulsive, (b)
simple long-distance propulsive, (c) complex long-distance propulsive, and
(d) retrograde. (2) Diabetics showed significant lower numbers of BTEs than
healthy controls (55.0, 49-63.7 vs. 79.7, 70-81.3, p < 0.01). (3) The ratios and
relative contributions of the transport patterns were significantly different be-
tween the 2 groups:

Ratio of retrograde Ratio of complex Ratio of short-distance
to propulsive BTEs to simple long-distance BTEs to long-distance BTEs
[relative contribution) [relative contribution) [relative contribution)

Controls 0.066 (0.062-0.097) 0.065 (0.061-0.090) 0.264 (0.148-0.322)
17% vs. 93%) 16% vs. 94%) 121% vs. 79%)

Diabetics 0.129 (0.098-0.167)* 0.124 (0.094-0.154)1 0.220 (0.190-0.250), ns
113% vs. 87%) 113% vs. 87%) 117% vs. 83%)

Values are median, interquartile range. Long-distance: propulsion distance > 16 cm, Com-
plex: multiple components. *p < 0.05.

Conclusion. Abnormal postprandial duodenal chyme transport was found
associating to diabetic gastroparesis. This may result in delayed chyme trans-
port through the duodenum and contribute to delayed gastric emptying. The
pathogenesis of diabetic gastroparesis seems to be multifactorial.

459 The Crystal Binding Inhibitor Proteins of Cholesterol
Crystallization are Components of Secreted Billary
Human Immunoglobulin A

N. Busch, F. Lammert, I. Franz, J. Schwarzendrube, H.U. Marschall,
S. Matern. Dept. of Int. Medicine 11I, University of Technology, 52057
Aachen, Germany

Recently we reported a new group of crystal binding biliary glycoprotein with

-
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molecular weights of 74, 63, 28 and 16 kD that inhibit cholesterol crystalliza-
tion and modify, crystal morphology. The 74 kD protein was identified to be
the secretory component of human immunoglobulin A (IgA).

Aim: To identify and characterize the 63 kD and 28 kD protein fractions.
Methods: Proteins were separated from abnormal human gallbladder bile

using affinity chromatography to Lentil lectin in sequence with Helix poma-
tia lectin. The bound fractions were further separated by SDS-PAGE. Protein
bands were identified by immunoblotting using various selected monoclonal
antibodies against human glycoproteins. Individual proteins were isolated ei-
ther by electroelution from the SDS-gel or by immunoaffinity chromatography
of the lectin bound fractions. Isoforms were identified using isoelectric focus-
ing (IEF) in immobilised pH gradients. Using the photometric crystal growth
assay, we determined the activity of the purified biliary proteins in comparison
to human colostrum IgA. Biliary proteins were also analyzed after enzymatic
degly-cosylation with N-glycosidase F or pronase digestion.

Results: Individual proteins isolated by preparative SDS-PAGE reduced
both crystal growth rate and final crystal concentration up to 80% (63 kD)
and 40% (28 kD) at concentrations ranging from 2.5 to 20 ztg/mI. Both deg-
lycosylation and pronase digestion abolished the inhibiting effect. Glycosy-
lation accounted to about 10% of total molecular weight. IEF patterns and
immunoblotting with monoclonal antibodies identified the 63 kD and 28 kD
crystal binding protein fractions to be the heavy and light chains of human
IgA. Biliary IgA purified by immunoaffinity column showed a concentration de-
pendent inhibiting effect on cholesterol crystallization (up to 40% of control;
range 1-100 .g/m ). In contrast, human colostrum IgA exerted a promoting
effect on crystallization when tested in the same concentration range.

Conclusions: The major constituent of the group of cholesterol crystal
binding glycoproteins is biliary IgA which is also a potent inhibitor of choles-
terol crystallization. The 63 kD protein, reported earlier to be related to human
cytokeratin, was identified to be the heavy chain of human IgA.

Effects of Stress and Rectal Distension on
Transmucosal Potential Difference in the Left Colon

M. Karaus, U. Schaaf, J. Hammann, K.E. Hampel. Dept. of Medicine, Div. of

Gastroenterology, University Hospital Rudolf Virchow, Berlin, Germany
The transmucosal electrical potential difference (PD) is an integral of single
potentials across the paracellular path-shuntway, the brush border membrane
and the basolateral membrane. Changes of PD therefore reflect alterations
in transmucosal fluid transport (TFT). The role of central and peripheral neu-

ral pathways in the regulation of colonic TFT in vivo is largely unknown. We
therefore investigated the influence of physical and mental stress as well as

of rectal distension on PD of the left colon. Methods: PD-measurements were

made in 13 healthy volunteers (26 ± 2 years) using polyvinal tubes perfused
with isotonic NaCI serving as flowing electrodes. The recording electrode was
positioned endoscopically in the colon 40 cm above the anal verge. The refer-
ence electrode was connected with the blood stream. The tubes were con-

nected to Ag-AgCI electrodes by a digital voltmeter. Rectal distension was

performed by inflating a rectal balloon up to 50 ml under the pain threshold
(n = 13). Mental stress was exerted by arithmetic calculations (MS, n = 7) and
physical stress by cold pain (CP n = 6). The stressors were applied with and
without simultaneous rectal distension. The stress effects were confirmed
by cardiovascular parameters. Results (x ± SD): The mean PD under control
conditions was 21 ± 9 mV. Changes of PD are given as PD-ratio (PD-ratio =

PD test/PD control). Rectal distension reduced the PD-ratio to 0.7 ± 0.3 (p
< 0.001). Stress increased the PD-ratio to 1.7 ± 0.7 (MS, p < 0.05) and 1.5
± 0.1 (CP, p < 0.005). Stress and simultaneous rectal distension resulted in
PD-ratios of 1.1 ± 0.1 (MS, n.s.) and 1.2 ± 0.1 (CR p < 0.05). Discussion:
Colonic PD in vivo is influenced by central neural pathways stimulated by
mental and physical stress and by recto-colonic reflexes elicited by rectal dis-
tension. These two regulatory mechanisms are contrary and counteract each
other when applied simultaneously. Colonic TFT is therefore under complex
neural control which may play a role in functional disorders of the gut like the
irritable bowel syndrome.

Demonstration of Antigens in Extracts of Animal Organs
Reactive with Coeliac Patients Sera

H. Borner, A. Osman, T. Weiske. T. Mothes. Institute of Clinical Chemistry
and Pathological Biochemistry, University of Leipzig, Germany
Determination of Endomysium (EmA) and reticulin antibodies (ARA) is an im-
portant tool in the diagnosis of coeliac disease. Current methods of assay are

based on immunofluorescence microscopy, using monkey and rat organ tis-
sues. Isolation of organ fractions specifically recognised by coeliac patients
sera would improve and simplify diagnosis.

Thus, different fractions were extracted from rat liver, sheep lung, and
monkey small intestine. The rat liver and sheep lung were homogenized
in Tris-NaCI buffer, centrifuged and the pellet repeatedly homogenised and

washed. The pooled extracts obtained from sheep lung were freeze dried and
used for immunoblotting. The washed pellet of rat liver was rehomogenised
in distilled water, which resulted in the release of a protein fraction non sedi-
mentable at 38,000 x g. The monkey small intestine homogenate was filtered
and the fibres in the filtrate were repeatedly washed with NaCI-Histidin buffer
and extracted with 1 % SDS.

By means of immunoblotting it could be shown that components of rat

liver (Mr 48 kDa), of sheep lung (Mr 48 kDa), of Rhesus monkey intestine (Mr
30; 32 kDa), and of Orang-Utan intestine (Mr range 35-50 kDa) were recog-
nized by 61, 60, 73, and 82% of ARA and/or EmA positive coeliac patients sera
(A/E-sera), respectively. Maximally 4% of EmA and ARA negative sera were
detected by the different rat, sheep, and monkey antigens. The spectrum
of A/E-sera reactive with rat, sheep, and monkey antigens is different, but
overlapping. If the reactivity with all antigens is considered, 97% of A/E-sera
were detected in immunoblots but only 5% of EmA and AKA negative sera.
The monkey components were able to absorb EmA from A/E-sera, resulting
in the disappearance of positive staining in immunofluorescence. Contrary,
the rat liver component was unable to bind EmA and ARA.

The results might suggest the use of a cocktail of these antigens for con-
struction of an enzyme immunoassay for diagnosis of coliac disease.

4 Sulindac Inhibits Tumor Incidence and Causes Tumor
Regression But Does Not Act on Proliferation In
Dimethyihydrazine Treated Rat Colon

W. Fischbach. J. Rheinfander, Th. Papavassiliu. Medizinische Poliklinik of
the University, Wurzburg, FRG

Sulindac (S) has been shown to cause regression of colorectal adenoma
in FAP patients. Hyperproliferation is an early event in carcinogenesis. We,
therefore, investigated the influence of (S) on tumor incidence and regres-
sion as well as on proliferation in dimethylhydrazine (DMH) treated rats.

Method: Male Sprague-Dawley rats were administered subcutaneous
weekly injections of DMH (20 mg/kg) for 20 weeks. Starting with the car-
cinogen exposure the rats were randomized to receive either (S) (10 mg/kg)
or open-formular diet. In one group (S) was initiated at week 20 (end of DMH).
The animals were necropsied after 8, 16, 24 and 32 weeks (n = 10/groupj.
Number and size of tumors in the resected colon were counted and studied
histologically. Samples of the proximal and distal colon were analyzed flow
cytometrically for the proliferation rate (PI = %cells in S-/G2-phase of the cell
cycle, and concentrations of (S) and of its meatbolits sulfide and sulfone in
serum and mucosa were measured.

Results: There was a time dependent increase of the numbers and size of
colonic tumors in both (S) treated animals and controls. At week 32 (S) fed
rats revealed less tumors (14) and tumors/animal (0.42 ± 0.81) than controls
(51 and 1.22 + 1.46, resp.;p < 0.001). There was also a difference in tumor
size: (S) 1.65 ± 1.39 mm vs. controls 2.41 ± 3.76 mm (p < 0.001). When
(S) was started after DMH treatment a decrease of tumors (11;0.92 ± 1.24)
and of tumor size (2.75 ± 2.37 mm) was observed at week 32 as compared
to controls (22;1.83 + 1.70;5 ± 5.5 mm; p < 0.05). Concentrations of (S)
and of its metabolits were sig. higher in the proximal colon than in the distal
colon. Accordingly, there were less tumors in the proximal (n = 45) than in
the distal part (n = 83). There was no difference between (S) treated animals
and controls with respect to histology (adenoma, carcinoma), tumor stage
and grading. PI did not differ between (S) (10.45 ± 3.35%) and controls (9.83
+ 7.72%). There was no difference in PI between proximal and distal colon.

Conclusion: (S) inhibits tumor incidence and causes tumor regression in
the DMH rat model but does not modify the colonic proliferation rate.

Spported by W. Sanderstiftung

4641Influence of Lansoprazole 15 and 30 mg and
Omeprazole 20 and 40 mg on Meal-stimulated Gastric
Acid Secretion

H.-G. Dammann 1, G. Richter2, N. Wolf 1, F. Burkhardt 1. 1 Institute for
Clinical Research, Hamburg, Germany; 2 Takeda Pharma GmbH, Aachen,
Germany
The aim of this double-blind, placebo-controlled, four-fold cross-over study
was to assess the comparative efficacy of Lansoprazole (L) and Omeprazole
(0) on meal-stimulated acid secretion.

Method: 10 healthy male volunteers (age: 25-36 years) received each
dose of both drugs and placebo for five consecutive days. Meal-stimulated
acid secretion was measured 4 hours after drug intake on days 1, 3 and 5 of
each period. The pH of a standardized test meal (600 ml) was adjusted to 5
and the meal was infused into the stomach within 5 min. Thereafter the meal
was aspirated continuously over 2 hours, titrated with 0.1 n NaOH to pH 5
and then reinfused into the stomach.

Results: Acid secretion (mmol H+/h) is summarized in the following table:

Time Placebo L 15 mg L 30 mg 0 20 mg 0 40 mg

Dayl 13.11 8.77 6.85 11.42 8.57

Day 3 13.80 6.46 2.55 7.82 3.27lD +a66 + 79 + 1

Day 5 12.91 6.67 2.37 7.92 2.21
+

Note: *p < 0.05; +p < 0.1; On days 3 and 5 all dosages vs. placebo: p < 0.05.

On day 1 only L 30 mg was statistically significantly superior to placebo.
On days 3 and 5 all dosages were superior to placebo (p < 0.05), and on day
5 L 30 mg was superior to 0 20 mg.

Conclusion: This investigation establishes an order of potency in terms of
acid inhibition: L 30 mg 0O 40 mg > L 15 mg 0O 20 mg. The potency of 0
20 mg was comparatively low on all study days. The superior acid inhibition
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and faster onset of action of L 30 mg vs. 0 on day 1 may be explained by its
higher bioavailability of 80%.

Mucin Secretion by Cultured Human Gallbladder
Epithelial Cells Is Stimulated by Gallbladder Bile from
Patients with Cholesterol Stones

M.l. Eder, D. Jungst, C. Reuter 1, G. Paumgartner, C.v. Ritter. Dept. of
Medicine 11, Klinikum Grosshadern, Munich, Germany, 1 Dept. of Surgery,
Klinikum Grosshadern, Munich, Germany

Introduction: It is well accepted that mucin hypersecretion of the gallbladder
is an important pathogenetic factor for cholesterol gallstone formation. It is,
however, unclear by which mechanism this mucin hypersecretion is induced.
Aim of our study was to investigate whether lithogenic bile from patients with
cholesterol gallstone disease stimulates mucin secretion of cultured human
gallbladder epithelial cells.

Method. Human gallbladder epithelial cells were cultivated in collagen
coated wells with M EM containing 10% FCS. Upon confluent growth the cells
were incubated for 24 h with 4,Ci D-[6-3H] glucosamine hydrochloride. After
a washing step the cells were incubated for 24 h with diluted human gallblad-
der bile (1:50). Two groups of bile samples were tested: fast nucleating bile of
patients with cholesterol stones (nucleation time < 4 days) versus pigment
stones (nucleation tune > 21 days). The results were compared to control
experiments without addition of bile. Further control experiments were per-

formed by addition of the mucin secretagogue bethanechol (2 mM). Mucin
secretion into the culture medium was estimated after precipitation of the
glycoproteins with trichloroacetic/phosphotungstic acid (10:1) and counting
of the 3H-activity in the precipitate. As a marker of cell toxicity LDH activity in
the culture medium was measured.

Results: Addition of bethanechol resulted in an 1.6 times increase of mucin
production of the cultured cells (n = 6) as compared to control experiments.
There was a significant increase (2.0 ± 0.47 times control; p < 0.01; n =

9) in mucin secretion of human gallbladder epithelial cells after addition of
cholesterol gallstone bile. Addition of pigment stone bile showed no increase
of mucin secretion (1 .16 ± 0.3; n = 7). Under all experimental conditions there
was no elevation of LDH activity in the culture medium.

Conclusion: Our experiments demonstrate that fast nucleating gallblad-
der bile from cholesterol gallstone patients may stimulate mucin secretion
of cultured human gallbladder epithelial cells. In contrast, bile from patients
with pigment stone showed no effect on mucin secretion. This suggest that
cholesterol gallstone bile contains specific substances which promote stone
formation in the gallbladder via an increase of biliary mucin concentration.

Role of Transforming Growth Factor Beta in Chronic
Experimental Colitis in the Rat

M. Reinshagen, P Puolakkainen, G. Flamig, S. Ernst, VE. Eysselein, G. Adler.
Dep. of Medicine 1, University of Ulm, Germany, 2nd Dep. of Surgery,
Helsinki University, Div of Gastroenterology, Harbor-UCLA Med. Ctr,
Torrance

Transforming growth Factor ft has been shown to be an important factor in
wound healing and in repair processes of the skin, the lung and the kidney.
The effect of TGFf, on inflammation and wound healing in the gut is unclear.
The aim of this study was to investigate that role by using an panspecific
neutralising antibody against TGFf1.2 35 to block endogenous TGFf-activity
and by using recombinant TGFfi1 in the rat TNB model of experimental colitis.

Methods: Colitis was induced in adult SD-rats (n = 6 each group) by a

TNB/Ethanol enema. (1) 25 jig rTGFfi1 was injected i.v. 30 min. before in-
duction of colitis. (2) 25 jig rTGFf1 was injected i.v. 3 days after induction
of colitis. (3) 250 jg of panspecific TGFf-Ab (BDA-47, R&D systems) was in-
jected i.v. 3 days after induction of colitis. The control group received the
vehicle i.v.. The animals were sacrificed 7 days after induction of colitis and a

macroscopic damage score of the distal colon was taken. The inflamed colon
was further processed for myeloperoxidase-assay.

Results:

Macroscopic MPO-activity
Damage Score U/mg protein

1 week Vehicle 8.0 ± 1.2 8.1 ± 2.4
1 week rTGFII1 (25 jug Day 1) 10.8 ±0.6 8.6 ± 1.5
1 week rTGFf1 (25 u.gday3) 11.8 ± 1.2' 15.6 ± 3.6'
1 weekTGFf3-Ab (250 jig day 3) 12.6 ± 0.3"* 20.7 ± 1.9**

*p< 0.05, *'p < 0.01

In a timecourse study (no colitis, 1 d, 3 d, 5d, 7 d) TGFP Rezeptor and 11
were expressed simultanoeously by Westernblotting from day 1 to day 7.

Discussion: TGFP1 given i.v. before induction of colitis did not significantly
change the outcome of the experimental colitis after 1 week. When the i.v.
injection was given 3 days after induction (at that timepoint TGFfi Rezeptor
and 11 were expressed in a timecourse study) the colitis was more severe than
in the control group. When a panspecific Ab (neutralising TGFP1 23.5) was

injected 3 days after induction of colitis the inflammation was significantly
worsened compared to the control. From these data the role of TGFf in the
TNB-colitis cannot be clarified. TGFP1 is not able to accelerate healing in this
experiment. Further investigations using different timepoints, other delivery

methods (local) and specific Ab against the TGF,B subforms are needed to
clarify the role of TGFfi in this experimental model.

467 Protective Effect of Calcitionin-Gene Related Peptide
(CGRP) In Chronic Experimental Colitis In the Rat

M. Reinshagen, G. Flamig, S. Ernst, VE. Eysselein, H. Wong, G. Adler. Dep.
of Medicine 1, University of Ulm, Germany,; Div of Gastroenterology,
Harbor-UCLA Medical Center, Torrance, CURE-DDS, UCLA, Los Angeles
We have recently shown that sensory nerves have a protective function in
an acute and chronic colitis model. Furthermore we could demonstrate that
the sensory neuropeptides Calcitonin Gene-related Peptide (CGRP) and Sub-
stance P (SP) are released from sensory nerves during experimental colitis.
So far it was not known which sensory neuropeptide exerts the protective
effect in the gut. The aim of this study was to investigate the role of CGRP
and SP in the experimental TNB-colitis of the rat using receptor-antagonists
CGRP8__37 and RP 67580 (NK1-antagonist) and a neutralizing monoclonal
antibody (Ab 4901).

Methods: Colitis was induced in SD-rats (n = 6 each group) by a
TNB/Ethanol enema. (1) A mini-osmotic pump was implanted subcutaneously
and 1 ,ug/h of CGRP8__37 was released continously starting 6 h before induc-
tion of colitis and then over 7 days. (2) 2 mg of CGRP-Ab 4901 was injected
i.p. at day 9, 7, 5, 3 and 1 before induction of colitis. (3) 3 mg/kg RP 67580 was
injected i.p. before and 2, 4 and 6 days after induction of colitis. The animals
were sacrificed after 7 days and a macroscopic damage score of the distal
colon was taken. The inflamed colon was further processed for histology and
myeloperoxidase-assay.

Results:

1 week Vehicle
1 week CGRP8-37
1 wk CGRP mAb 4901
1 week RP 67580

Macroscopic
damage score

6.2 ± 2.1
10.4 ± 1.2*
9.6 ± 1.6*
5.9 ± 1.7

Ulcer Index

42 ± 23
82 ± 8*
73 ± 6*
56 ± 15

M PO-activity
U/mg protein

8.6 ± 5.3
19.2 ± 6.8*
18.1 ± 5.9*
9.4± 6.1

p < 0.05

To ensure that RP67580 was absorbed 1 drop of 0. 1 N NaOH solution was
administered into the right eye of the rats. The amount of wiping movements
in the RP 67580 group was significantly less (10%) than in the vehicle group.

Discussion: The inhibition of CGRP activity by the receptor antagonist and
by immunoneutralisation caused a significant increase in the severity of the
experimental colitis. The treatment with the SP receptor-antagonist did not
change the inflammation significantly compared to the control group. From
these data we conclude that CGRP and not SP is the "protective neuropep-
tide" in this experimental model. We assume that the protective effect is
mainly due to enhanced mucosal bloodflow caused by CGRP

4711The Bombesin/GRP Receptor Antagonist, BIM 26 226,
Antagonizes Growth of an Acinar Pancreatic Cell
Carcinoma in the Rat

A. Hajri 1, F. Thomas 2, C. Damg6 3. 1 IRCAD, Strasbourg, France; 2 IPSEN
BIOTECH, Paris, France, 3 CEED, Strasbourg, France

Pancreatic tumor cells of acinar origin possess receptors for gastrin-releasing
peptide (GRP)/Bombesin (Bn) like peptides which mediate enzyme release
and regulate growth. In this study we investigated the effects of the recently
developed Bn/GRP receptor antagonist (D-F5-Phe6, D-Alal' 1) Bn (6-13) OMe
(BIM 26 226) on GRP - induced growth of an acinar pancreatic tumor im-
planted in the rat and on primary cultures of tumor cells.

Methods. For in vivo studies, 72 adult Lewis rats bearing a palpable pancre-
atic tumor were treated either with saline solution, GRP (30 ,jg/ kg/day) alone
or associated to BIM 26 226 (30 or 100 ,jg/kg/day). Injections were performed
s.c. 3 times daily for 15 days. Then, tumor and pancreatic growth were ap-
preciated by their weight and protein, RNA, DNA and enzyme contents. For
in vitro studies, the effects of these peptides on cell proliferation were de-
termined by the 3H-Thymidine incorporation test. The receptor binding assay
was performed on tumor cell membranes using 1251-GRP as radioligand and
with various concentrations of unlabeled GRP, Bn analogues or structurally
unrelated peptides.

Results. 1) GRP increased significantly the volume and weight of the tumor
as well as its content in protein, RNA, amylase, chymotrypsin, lipase and more
slightly DNA. BIM 26 226 inhibits these effects in a dose-dependent manner.
BIM alone exerts a weaker anti-tumoral effect. 2) In culture, 3H-Thymidine
incorporation into isolated tumor cells was increased by GRP or Bn in a dose-
dependent manner (10-10 to 10-6 M), this effect being significantly reduced
by BIM (10-6 M). When cell proliferation was stimulated by 10% fetal calf
serum, it was also inhibited by BIM in a dose-dependent manner, being more
important with 10-6 M than with 10-10 M. 3) In these rats, BIM inhibits also
growth of the normal pancreas stimulated by GRP but exerts no effect alone.
4) The concentration of BIM which causes 50% inhibition of 1251-GRP binding
to tumor cell membranes was estimated to be 8.7 nM.

In conclusion, BIM 26 226 antagonizes pancreatic tumor growth induced
or not by GRP/Bn like peptides both in vivo and in vitro. Thus, these peptides
can be considered as autocrine growth factors for the tumor.
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Bleeding Peptic Ulcer (BPU) in Patients Aged Over 80
Years: Incidence and Prognosis

P Hochain, C. Capet, V. Merle, P Michel, G. Riachi, P Ducrottea,
E. Lerebours, R. Colin. GBPDN, CHU Ch. Nicolle, F-76031 Rouen C6dex,
France

Despite the increasing number of old subjects in the general population, the
incidence and the clinical features of BPU in the elderly are poorly described.
Our aim was to evaluate the incidence and the prognosis of BPU in patients
over 80. Data were prospectively collected on a standardized record form in
all patients hospitalized in our emergency unit (centralizes all the Gl bleedings
in a 1.7 million people area) for an endoscopically proved BPU, between Oct
1992 and Sept 1994.

Results: During this period, among 212 consecutive patients, 52 (24%, 24
M, 28 F) were older than 80 (mean: 83.4, ext: 80-93). Before admission, 15
experienced a lipothymia and 3 a shock. The initial hematocrit was 26.9 ± 8%.
23 patients (44%) had taken gastrotoxic drugs: NSAIDs (n = 10) and/or as-
pirin (n = 14). 30 patients had gastric ulcer (GU) (16 < 2b Forrest class), and
22 duodenal ulcer (DU) (14 < 2b Forrest class). 8/52 patients rebled (2 GU,
6 DU) and 4/8 died from hemorrhagic complications. Endoscopic injection
therapy was performed in 18 patients: 8 GU, 10 DU. Permanent haemosta-
sis was achieved in 14/18 patients. 3 patients (2 DU, 1 GU) required emer-

gency surgery: 2 for rebleeding and 1 for perforation. The overall mortality
(15%; 8/52) was related in 50% to hemorrhagic complications (failure to stop
bleeding, or rebleeding), and in 50% to concomitant disease. 5/23 patients
taking gastrotoxic drugs died from hemorrhagic complications. 2/3 operated
patients died after surgery. Rebleeding was associated with a significantly
greater risk of death (p = 0.01, Fisher's test). The prognosis was not signifi-
cantly affected by a shock at admission, the use of gastrotoxic drugs, or an
hematocrit <30%. Median blood units transfused was 2 (ext: 0-17), 28% did
not require transfusion. Median duration of stay was 6 days (ext: 2-36).

Conclusions: a) People older than 80 account for a large proportion of
BPU (24%), b) BPU in the elderly has a poor prognosis (mortality 15%), c)
re-bleeding impairs the prognosis.

473 Post-operative Outcome of Crohn's Disease (CD) in
Childhood

J.P C6zard, M. Besnard, 0. Jaby, C. Faure, J.F. Mougenot, J.P Hugot, P De
Lagausie, M. Peuchmaur, Y Aigrain, J. Navarro. Hospital ROBERTDEBRE,
Paris, France

30 children and adolescents (19 M, 11 F) with CD had a surgical resection be-
tween 1975 and 1994. The mean age at diagnosis of CD was 12.17 (± 1.88)
years and the mean age at surgery was 15.3 (± 2) years. 11 patients had a

localized disease (7 ileal, 4 ileocoecal) and 19 a multifocal ileocolic disease.
The surgical indications were acute complications (3 perforations, 3 fistulae)
or chronic illness (19 recurrent ileal stenosis, 5 intractable ileocolitis). 18 right
ileocolic resections (RICR), 4 ileal resections, 4 focal colic resections, 2 total
colectomies and 2 total protocolectomies were performed. 7 patients had
ileostomies (4 in emergency) and one fecal diversion was definitive. Post-
operative morbidity was poor (1 abcess, 1 haemorrage, 1 anal stricture). 6
months after surgery, 11/13 were free from steroids and 23/24 from TPN,
15 patients were still treated with salicylates (14) or azathioprine (1). At that
time, among the 26 patients without recurrence yet, 15 patients had a mean
weight gain of 2.09 (+ 8.07) kg and a mean height gain of 3.36 (± 2.88) cm.

On a mean follow-up of 3.5 years (4 months-9 years), 12 patients (35%) had
CD recurrence in a 19.4 (± 13.9) month delay. 7 of them had had a localized re-
section (6 RICR, 1 ileal resection) and 5 had a larger ileocolic resection (1 total
proctocolectomy, 1 total colectomy, 3 subtotal colectomy). 5 patients devel-
oped a supra-anastomotic stricture, 3 had severe perianal disease and four
patients were chronically ill without endoscopic exploration. 7/15 (46%) pa-
tients who recurred were under a prophylactic treatment with oral mesalazine
(6) or azathioprine (1). 3 needed a second surgery (2 definitive ileostomies, 1
RICR). The post-operative recurrence rate was 51 % at 2 years and 70% at 5
years survival. In conclusion, surgical treatment modifies the immediate out-
come of severe or complicated CD, but does not prevent recurrence, despite
a localized resection or a prophylactic post-operative treatment with 5 ASA.

Comparative Effect of Human Milk Versus an
Hydrolysed Formula on Cholecystokinine (CCK)
Pancreatic Polypeptide (PP) and Oxyntomodulin Like
Activity (OLI) Secretion in Infants Under Partial
Parenterale Nutrition (PPN)

J.P C6zard 1, D. Bataille2, S. Ategbo 1, J.A. Chayvialle3, A. Zaouche 1

C. Faure 1, A. Lequellec 3, M. Besnard 1, J. Navarro 1 1 Hospital Robed
Debre, Paris; 2 Inserm U 264, Montpellier; 3 U 45 Lyon, France

In infants with PN for severe gastrointestinal disorders, enteral nutrition is
often started with human milk (HM) or an hydrolysed formula (HF). These
types of diets differ by the nature of their lipids and the molecular size of
nitrogen (whole proteins versus small peptides) which are potent stimuli for
gastrointestinal hormones irhplied in intestinal trophicity and motricity.

The aim of our study was to compare the effect of small quantity (1/3
of OF the calories needed, administered in 4 bottles/day) of HM or an HF
(Alfare®) on CCK, PP and OLI secretion in 9 infants (2.6 + 1 months) with shod

bowel (n = 5) protracted diarrhea (n = 2) and total colon Hisrchsprung (n = 2).
HM and HF were administrated in a randomized, double-blind and sequential
fashion at 4 days intervals. The remaining nitrogen and calories needed were
administrated by PN. Blood samples (1.5 ml) were collected at TO and Ti h
after oral intake. Hormone determination was done by radio-immunoassay.
Ethic comity and written parent consents were obtained.

Results:

Alfare6 Human Milk
TO Ti p TO Ti p

CCK pmolll 8.59± 1.76 9.90± 1.52 NS 7.19 ± 1.65 9.89 ± 1.6 NS
PP pmolIl 16.11 ± 1.95 18.67 ± 3.45 NS 19.22 ± 3.73 31.0 ± 11.8 NS
OLl fmolml 53.33 ±12.9 118 ± 27.7 <0.02 45.89 ± 9.2 87.44 ±15.4 <0.02

These data demonstrated that small quantities of HM or HF feeding in-
crease CCK (NS), PP (NS) and notably OLI secretion (p < 0.02). The response
is not different between HM and HF despite their different composition.

Perianal Disease (PAD) in Pediatric Crohn Disease (CD)
M. Besnard, M. Bellaiche, J.F Mougenot, C. Faure, A. Munck, J. Navarro,
J. P Ceza rd. Hopital Robert Debr6, 75019 Paris, France

PAD occurred in 43 (47%) of 92 pediatric CD (4-20 years old). The mean age
at onset of PAD was 11.3 ± 0.7 years, preceeding the diagnosis of CD in 25%
contemporary in 54% and secondary in 21%. Inaugural PAD biopsies revealed
specific CD lesions in 2 cases. Severe PAD included complex fistulae (21 %),
rectovaginal fistulae (2%), anal raggedness (3%). Moderate PAD were sim-
ple fistulae (5%), abcesses (19%), stricture formation (6%). Mild PAD were
prutitis ani (7%), anal fissures (57%), cavitating ulcers (CU) (10%) in 100% and
skin tags (ST) (17%). PAD were combined in 31% of the cases. Extension of
CD was rectosigmoid (70%), ileocolon (48%) total colon (14%), others (18%).
PAD course was either acute (57 reccurrences in 28 patients) or chronic, es-
pecially raggedness, anal gaping (100%), CU (80%) and ST (61%).

Medical treatment was in chronic PAD: metronidazole ± salicylates and
in acute cases associated with steroids (42%) nutritional support (23%), aza-
thioprine (14%). Clinical improvement was obtained in 41%. Surgery was nec-
essary in 27% of the cases: 83% of them were cured, but 88% relapses later
(35% relapses in medical treatment alone).

PAD in pediatric CD is frequent (47%), often severe (25%) and evolve ei-
ther acutely or chronically for their own. High rate of PAD relapse suggest
minimal surgery, only for symptomatic forms.

476 HLA Class 11 Genes Association is Different in Pediatric
and Adults Crohn's Disease

J.P Cezard, M. Danze, D. Turck, D. Heresbach, R. Krishnamoorthy,
J.P Hugot, 0. Goulet, S. Jacquot, A. Cortot, J.F. Colombel. CHRU, Lille, St.
Louis, Enfants Malades, Robed Debr6 et Rennes, INSERM U 120, Paris,
CRTS, Rennes, France

Available studies of association between HLA class 11 genes and Crohn's dis-
ease (CD) have given various results. Those discrepancies might be partly
due to heterogeneity in age of studied patients.

The aim of the study was to measure frequencies of HLA class 11 genes
among two different populations of patients with CD diagnosed when adults
(>16 years) or during childhood (<16 years).

Methods: 258 adults (137F, 121 H, mean age 22 years) and 75 children with
CD (35 F, 40 H, mean age 11.5 years) had molecular genotyping of HLADQA1,
DQB1 and DRB1 alleles using molecular biology(PCR-SSO or PCR-RFLP). The
results were compared to an ethnically matched control population of 486
caucasian adults using Chi 2 test with p corrected value.

Results: Different genes frequencies in the 3 groups (in %):

Adults with CD (n = 258) Children with CD (n = 75) Controls (n = 486)
DQB1'0602.3 12.8%' 16.2% 19%
D0B1,0501 14.7% 19.7%* 10.2%
DRB1,01 14.6%$ 16.2% 9%
DRB1,03 6.5%, 5.6%$ 13.3%
DRB1,07 17.6%S 12.7% 11.1%

*p < 0.025 vs Controls; $p < 0.01 vs Controls; Sp < 0.001 vs Controls.

Conclusion: there was a positive association between DRB1*01 gene and
a negative association between DRB1*03 gene and CD in both adults and
children. Different associations observed between DQRB1*0501 in children
and DRB1*07 genes in children and adults suggest that those genes may
influence the age of onset of CD.

477 IPharmacokinetics of Intravenous Methyl-Prednisolone
(MP) in Inflammatory Bowel Disease (IBD) in Children

J.P C6zard, C. Faure, A. Munck, J. Andr6 1, M. Besnard, J.P Hugot,
J. Navarro, E. Jacqz-Aigrain 1 1 Pharmacology and gastroenterology Units,
Robert Debre Hospital, Paris, France

Steroids are often required in the management of IBD in children. Sometimes,
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oral steroids are uneffective despite correct doses. This resistance could be
related to abnormal absorption or metabolism of steroids. The aim of the
study was to quantify pharmacokinetics of Methyl-Prednisolone in IBD chil-
dren and to compare responders to non responders.

Patients: 9 patients (12.3 ± 3.3 y) with active Crohn's disease (CD, n = 7)
or Ulcerative Colitis (UC, n = 2) were studied.

Patients were separated in 2 groups according to their response to oral
steroid therapy (1 mg/kg/d at least during 10 days). Group A = non responders
(n = 5), group B good responders (n = 4).

Methods: MP (2 mg/kg) was administered intravenously on 2 hours. Blood
sampling were collected from HO to H 24. Plasmatic MP was determined by
H PLC.

Results: Mean (+SD) values of calculated pharmacokinetics parameters
of MP were:

- Systemic clearance (CL): 0.67 ± 0.25 L/hlkg
- Volume of distribution at the steady state: 48.7 13.7
- Half life (T 1/2): 1.85 ± 0.44 h
No difference was found between group A and group B: CL group A: 0.61

± 0.26 L/hlkg vs CL group B: 0.72 ± 0.25 Llhlkg.
Conclusion: MP in IBD children in rapidly metabolized. Elimination is

not different in steroid responders compared to non-responders. Absorption
should be studied.

4 In Vitro Study of the Effect of Lactulose and Lactitol on
Growth and Metabolism of Intestinal Bacteria

J. Ballongue, J. Crociani, J.R Grill. Institut Henry Tissier, Universite Henri
Poincar6 Nancy 1, Faculte des Sciences B.P239 - 54506
Vandoeuvre-les-Nancy Cedex France

Non digestible disaccharides like lactulose (4-O-b-D galactopyranosyl-D-
fructose) and lactitol (4-O-b-D galactopyranosyl-D-glucitol) are suspected to
constitute a carbon source for some intestinal bacteria, principally Bifidobac-
terium. On the other hand, an increase of intestinal Bifidobacterium. pop-
ulation induces some changes in the intestinal flora affecting mainly Bac-
teroides, Clostridium and coliforms. The objective of this work was to com-
pare the effects of these two disaccharides with those obtained with lactose
on species belonging to the most important intestinal bacterial genus. For
this study the ATCC types strains of the following bacteria were used: Bifi-
dobacterium adolescentis, bifidum, breve, infantis, longum, animalis; Eubac-
terium:aerofaciens, lentum, rectale; Clostridium difcile, perfringens, sporo-
genes; Lactobacillus:acidophilus, casei; Enterococcus faecalis; Bacteroides
fragilis, Escherichia coli. Cell growth, specific growth rate, pH, carbon source
and organic acids concentration, kinetic and specific rate of carbon source
and acid production were determined on two kinds of medium: an optimal
one and a medium obtained from feces were used for each bacteria under
batch and fed-batch techniques.

Our results in batch technique on optimum medium show that lactulose is
better metabolized than lactitol by the majority of the studied intestinal bac-
teria. For the Bifidobacterium growths obtained in presence of lactulose are
comparable or better to those obtained with lactose, with lactitol the max-
imum biomass production represents 1/3 of those obtained with lactulose
and the ratio acetateAactate is significantly different from 3/2 (normally ob-
tained on lactose and lactulose). For the others genera latulose constitutes
a relatively good carbon source. Lactitol is not metabolized by our strains of
Clostridium and Escherichia coli. On medium obtained from feces the results
are similar.

When the carbon source is maintained constant, at its lower value, by
using a fed-batch technique after the exponential phase of growth, the
metabolism of the studied strains was strongly affected either on optimum
medium or medium obtained from feces. In the case of lactulose the ob-
served decrease of produced biomass was lower in the case of Bifidobac-
terium (30% after 10 hours) than other genus (50 to 70% after 10 hours). In
the case of lactitol all the studied bacteria were equally affected.

Cocultures of Clostridium sporogenes + Bifidobacterium longum Cl and
Bacteroides fragilis + Bifidobacterium longum C2 were carried out in pres-
ence of lactulose on medium obtained from feces by using a fed-batch tech-
nique. For Cl and C2, when the Clostridium orBacteroides and the Bifidobac-
terium are inoculated simultaneously we assist to an inhibition of Clostridium
or Bacteroides growth respectively after 5 and 3 hours of coculture. If Bifi-
dobacterium are added after the growth of Clostridium we observe, if we
compare these results to those obtained in the case of a pure culture, a rapid
and more significant decrease of the Clostridium or Bacteroides population
(60% after respectively 7 and 5 hours).

Our results show that, of the tested sugars, lactulose constitutes the best
carbon source for the major intestinal bacteria, and that Bifidobacterium plays
an essential role in the intestinal ecosystem.

4
Specific Quality of Life Questionnaire in Irritable Bowel
Syndrome

0. Chassany, J. Geneve 1, J.L. Abitbol 1, B. Scherrer1, M. Dapoigny2,
B. Fraitag 1. Service M6dical dAccueil, H6pital Lariboisiere, Paris; 1 Institut
de Recherche Jouveinal, Fresnes; 2 Service d'Hepatogastroenterologie,
H6tel Dieu, Clermont-Ferrand, France
Health related quality of life (QoL) measure is an important outcome in the

evaluation of drug efficacy in Irritable Bowel Syndrome (IBS). No specific qual-
ity of life questionnaire had been developed to date. Aims of this randomized,
double blind, placebo-controlled, parallel group trial, were (1) to assess the
efficacy of fedotozine (FZ) by using a QoL questionnaire specifically designed
for IBS (2) to confirm the consistence of questionnaire answers.

Methods. The study was carried out by 70 investigators. After a 10 to 14
day run-in placebo period, only patients whose lower abdominal pain was still
present were included in the study. 277 patients (167 women, 1 10 men; mean
age: 42 ± 14 yrs) were randomized in 2 groups, receiving either oral FZ 30
mg tid (n = 144) or placebo (PL) tid (n = 133) for 6 weeks. The QoL measure
consisted of a self-administred questionnaire of 59 items (answer: yes/no)
which was filled in by patients in the practitioner's waiting room before and
after treatment. Main outcome criterion was the intensity of lower abdominal
pain with intent-to-treat analysis comparing the mean improvement over the
last 3 weeks of treatment (ANOVA). A factorial analysis, performed on the
whole study population, verified if the questionnaire answers were consistent
with the expected answers.

Results. 8 questions, negatively asked, resulted in inverse answers and
were excluded from further analysis using multiple correspondance. After
stratification on age and sex, QoL questionnaire analysis revealed a signifi-
cant difference in favor of FZ over PL (p = 0.033). During treatment, the im-
provement of abdominal pain was significantly higher with FZ than with PL
(p = 0.038).

Conclusion. This trial showed that FZ improved IBS lower abdominal pain
and quality of life. This new specific questionnaire should be a useful tool
for the assessment of drug efficacy on health related quality of life during
therapeutic trials in IBS.

4841 Effect of Fedotozine on Digestive Symptoms Following
Abdominal Surgery

G.A.M. Salet, J.M.M. Heyligers, J.M. Lautenschutz, A.C.M. van Lindert 1
A.RM. Heintz, T.A. Boon 2, J. Geneve3, C. Alary3, T.J.M.V van Vroonhoven,
L.M.A. Akkermans. Dept. of Surgery, 1 Dept. of Gynaecology, 2 Dept. of
Urology, University Hospital Utrecht, The Netherlands; 3 Institut de
Recherche Jouveinal, Fresnes, France

Digestive symptoms observed after abdominal surgery, such as abdominal
pain, bloating, nausea and vomiting, are mainly due to the post-operative
ileus. No drug has been shown to be effective in the treatment of ileus re-
lated symptoms so far. The aim of the study was to assess the effect of 3
doses of iv fedotozine (50, 25 or 12.5 mg tid for 3 days) on digestive symp-
toms following abdominal surgery. Fedotozine is a peripheral K agonist.

Methods. After uncomplicated abdominal surgery, 60 patients (18-60
years) were included in a placebo-controlled, randomized, double-blind, par-
allel group study. The assessment criteria were (1) digestive symptoms (ab-
dominal pain, nausea and bloating) self-assessed by patients using a verbal
analog scale from 0 (none) to 16 (horrible), tid on the 2nd, 3rd and 4th post-
operative day and then once a day until the first normal meal was ingested;
(2) the clinical evaluation of post-operative ileus by the investigator: presence
of bowel sounds, passage of the first flatus, first defecation and vomiting.

Results. Pain score and total score (sum of pain, nausea and bloating
scores) were significantly decreased in the 50 mg fedotozine group as com-
pared with the placebo group -pain: 2.29 ± 0.90 vs 4.55 ± 2.23, p = 0.03;
total score: 4.94 ± 1.30 vs 8.34 = 3.90, p = 0.03 -. There was a significant
decrease in the 25 mg fedotozine group for the time to first defecation as
compared to the placebo group (p < 0.05). There was a trend for 12.5 and 25
mg fedotozine to decrease the duration of patient stay in hospital.

Conclusion. Fedotozine 50 mg iv reduced the pain and total digestive
symptom scores and fedotozine 25 mg restored the intestinal transit earlier
in patient recovering from abdominal surgery.

4 Cost Analysis of Various Helicobacter pylori (HP)
Erradicating Treatments in Duodenal Ulcer

F. Borda, A. Echarri, F.J. Jim6nez, J.R. Vidbn, I. Martin-Granizo, R. Aznarez.
Hospital de Navarra, Pamplona, Spain
The aim of this study is to calculate the HP erradication rate for various errad-
icating treatments which makes them economically recommended in com-
paration with traditional non-erradicating ulcer therapy.

Materialand Methods: The following treatment regimens have been eval-
uated: 1. Omeprazole 20 mg (28 days) + Ranitidine 150 mg (11 months). 2.
Omeprazole 40 mg/Amoxicilin 3 g (14 days) + Omeprazole 20 mg (14 days).
3. Omeprazole 40 mg/Amoxicilin 2 g (14 days) + Omeprazole 20 mg (14
days). 4. Omeprazole 40 mg/Claritromicin 1.5 g (14 days) + Omeprazole 20
mg (14 days). 5. Omeprazole 20 mg/Claritromicin 0.5 g/Metronidazole 1 g (7
days) + Omeprazole 20 mg (21 days). 6. Omeprazole 40 mg/Claritromicin 0.5
g/Tinidazole 1 g (7 days) + Omeprazole 20 mg (21 days). 7. Omeprazole 40
mg/Amoxicilin 2 g/Claritromicin 1 g (7 days) + Omeprazole 20 mg (21 days).
Costs were calculated by means of a "decission tree", estimating a rate of
ulcer relapse (one year) of 5% after erradication and 20% with mantainance
therapy. Sensibility analysis was performed for each treatment establishing
the minimum erradication rate to obtain economical benefit.

Results: Economical benefit is obtained from the following erradication
rates in comparation with traditional treatment(l): 2.38% 3. 33% 4. 66% 5.
37% 6. 39% 7. 37%
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Conclusions: 1. In duodenal ulcer, treatment with Omeprazole 40 mg/CIa-
ritromicin 1.5 g (14 days) must achieve a HP erradication rate of 66% to be
economically competitive with traditional therapy, despite clinical benefits.
2. The rest of treatment regimens are advisable in economical terms for HP
eradication rates of 33-39%.

496 1 Incidence of Gastroduodenal Mucosal Lesions in
Asymptomatic Cirrhotic Patients

J.C. Erdozain, A. Herrera, P Bazire, E. Molina, F. Munoz, M. Presa,
J. Lizasoain, J.M. Segura. Department of Gastroenterology, La Paz Hospital,
Madrid, Spain

Objective: To determine endoscopically the presence of gastroduodenal mu-
cosal lesions in asymptomatic cirrhotic patients without clinical suspicion of
peptic pathology.

Material and methods - Patients: Cirrhotic patients (graded according to
the Child-Pugh classification). No history of gastroduodenal pathology and
absence of current peptic symptoms. Methods: Endoscopy was performed
to evaluate the presence and grade of oesophageal varices (Paquet classifi-
cation). A study was made of the presence of erosive and ulcerous lesions.

Statistical methods: Chi square. Fisher test.
Results: 64 cirrhotic patients were included in the study. 15 patients

showed mucosal lesions on endoscopy: 5 antritis, 3 duodenitis, 1 antroduo-
denitis, 2 duodenal ulcers and 4 gastric ulcers.

A poorer grade of hepatic disease was associated with a higher fre-
quency of gastroduodenal mucosal lesions. Of the 42 Child A patients 5(12%)
showed mucosal lesions but these lesions were found in 10 (45.5%) of the
22 Child B and C patients (p < 0.005).

The presence of oesophageal varices was similarly associated with a
higher frequency of gastroduodenal mucosal lesions on endoscopy. Of the
43 patients with varices 14 (32.5%) showed mucosal lesions whilst only 1
(4.75%) of those without varices (p < 0.01).

Conclusions: (1) The presence of erosive or ulcerous lesions in asymp-
tomatic cirrhotic patients was found in 23.5% of cases. (2) The presence of
endoscopically visible gastroduodenal mucosal lesions is related to the func-
tional grade (Child-Pugh) of the liver disease. (3) The presence of oesophageal
varices is associated with a higher frequency of gastroduodenal mucosal le-
sions.

4 The Prognostic Value of Alterations in Carbohydrate
Metabolism in Chronic Liver Disease due to HCV

A. Herrera, J.C. Erdozain, P Bazire, E. Molina, M. Presa, J. Lizasoain,
A. Olveira, P Conde. Department of Gastroenterology. La Paz Hospital,
Madrid, Spain

Introduction: Recent studies have demonstrated the presence of alterations
in carbohydrate metabolism in chronic liver disease.

Objective: To determine the value of hyperglycaemia in the initial evalua-
tion of a patient with chronic hepatitis due to HCV.

Material and Methods: Patients: Patients with chronic abnormalities of
liver biochemistry and HCV infection. Absence of HBV infection, alcoholism
or autoimmune disease. Basal blood glucose levels greater than 140 mgldl on
more than 2 occasions. Methods: The patients were divided into 2 groups:
Group I (n = 28): Hyperglycaemic patients with or without treatment and
treated normoglycaemic patients (oral hypoglycaemics or insulin). Group 11
(n = 114): Normoglycaemic patients. The presence of decompensation, en-
doscopic portal hypertension (gastroesophageal varices) andlor echographic
(spleen > 12 cms, portal vein > 12 mm) was evaluated.

Statistical method: Student's T test. Chi square test.
Results: There was no statistical differences in age, sex and analytical pa-

rameters between the groups. There was a larger number of patients with
echographic portal hypertension in group 1[16 (59%)] than group 11 [41 (36%)]
(p < 0.05). The presence of gastroesophageal varices was also greater in
group [12 (44%)] than group 11 [32 (28.5%)]. Gastric varices were present
in 18.5% of group patients whereas group 11 patients presented only oe-
sophageal varices. In group the frequency of large varices (grade III-IV) was
higher (18.5% vs. 10.7%).

Conclusions: The presence of hyperglycaemic (treated or no) in patients
with chronic hepatitis due to HCV is associated with a more serious hepatic
disease.

499 IPositive Autoantibodies in Non-alcoholic Chronic Liver
Disease

A. Herrera, J.C. Erdozain, E. Molina, F. Munoz, P Bazire, P Castillo,
J. Lizasoain, M. Presa. Department of Gastroenterology. La Paz Hospital,
Madrid, Spain

Objective: Study the frequency of autoimmune antibodies in chronic hepatitis
not of metabolic or alcoholic aetiology.

Material and Methods- Patients: Patients with viral infection, HCV (ELISA
11) andlor H BV (H BsAg), or of unknown aetiology, with no history of alcoholism
or metabolic disease (Wilson, a-l-antitrypsin deficiency, Haemochromatosis).
Method: Determination of antinuclear (ANA), anti-smooth muscle (ASM) and
anti-LKM (LKM) antibodies.

Study the frequency in the series according to the aetiology: Group I: un-
known, Group 2: HCV, Group 3: HBV.

Results: 229 patients were included in the study, 202 with HCV infection,
1 HBV and HCV, 6 HBV, and 16 of unknown aetiology.

42(18.3%) patients showed autoantibody positivity, never more than one
in any one patient: 33(14.4%) ANA, 7(3%) ASM, 2 (0.8%) LKM. 10 cases had
ANA titres > 11160 and one ASM titre > 1/160.

In group 1 the autoantibody positivity was superior to that of group 2: 5
(31.2%) of 16 vs. 35 (17.2%) of 203 (pNS). Of the 5 patients in group 1, 3
(60%) had ANA titres > 11160 whilst in group 2, of the 27 patients with ANA,
only 5 (25.9%) (2.4% of the total HCV group) showed these high titres. LKM
autoantibodies were only found in association with HCV.

Conclusions: (1) Anti-LKM positivity is lower than 1 % in hepatitis C infec-
tion. (2) Although 17% of patients with chronic HCV infection had autoanti-
bodies, high titres (> 1/160) were found in less than 3% of these patients
putting in doubt the role of hepatitis C in the development of autoimmune
disease. (3) In non-viral chronic hepatitis the frequency and titres of autoan-
tibodies is higher than that found in chronic hepatitis C and could suggest a
possible autoimmune mechanism in some of these cases.

504 Influence of Capsalcin-sensitive Sensory Neurons and
Nitric Oxide in Regulation of Gastric Mucosal Growth

A. Dembinski, Z. Warzeche, P Ceranowicz, S.J. Konturek. Institute of
Physiology University Medical School, Krakow, Poland

Capsaicin and nitric oxide (NO) cause potent vasorelaxation which is impor-
tant in gastroprotective activity against damage but the mechanisms under-
lying these effects have not been elucidated. This study investigated the in-
fluence of capsaicin-induced functional ablation of afferent neurons and inhi-
bition of NO production on the gastric mucosa growth in normal conditions,
after 48 h fasting and subsequent refeeding. We found that ablation of sen-
sory neurons by capsaicin pretreatment (100 mg/kg over 3 days) reduced
by around 45% the mucosal blood flow (MBF), as measured by laser Doppler
flowmetry. This drop in MBF after capsaicin-induced denervation was accom-
panied by significant decrease in DNA synthesis (40% in control group, 35%
in refed rats). Ablation of sensory neurons resulted in a significant decrease
in the stomach weight and the RNA, content in regular feed and refed but
not 48 h fasted animals. Treatment with NG-nitro-L-arginine (L-NNA; 2 x 20
mg/kg daily s.c.), significantly suppressed the MBF in all three groups of ani-
mals tested. This MBF inhibitory effect of L-NNA on the gastric mucosa was
fully antagonized by L-arginine (2 x 100 mg/kg daily s.c.). L-NNA injection sig-
nificantly reduced parameters tested in all groups of rats. This inhibition was
reversed by the addition of L-arginine. The combination of capsaicin and L-
NNA decreased the MBF significantly and the inhibition was stronger than the
effect of each substance given alone. In all groups of rats neurotoxic dose of
capsaicin together with L-NNA significantly decreased all parameters tested
but this effects were smaller than the sum of the effects of the agents given
alone. We conclude that both the capsaicin-induced denervation and the sup-
pression of endogenous NO by L-NNA inhibit the growth of the gastric mu-
cosa by the mechanism involving, at least in part, the suppression of gastric
mucosal blood flow.

E Capsaicin-sensitive Afferent Neurons and Nitric Oxide
(NO) Affect Pancreatic Integrity in Caerulein-induced
Pancreatitis

A. Dembinski, Z. Warzecha, P Ceranowicz, S.J. Konturek. Institute of
Physiology University School of Medicine, Krakow, Poland
Stimulation of capsaicin-sensitive afferent fibres protects gastric mucosa
against damage via NO-dependent mechanism and changes in mucosal
blood flow. The aim of present study was to determine the role of stimulation
or ablation of capsaicin-sensitive neurons and NO on the course of cerulein in-
duced pancreatitis (CIP) in the rat. We found that pretreatment with capsaicin-
stimulatory dose (0.5 mglkg i.g.) alone caused an increase of pancreatic blood
flow (PBF) (measured using laser Doppler flowmeter) 30% over control value,
and was without any effect on the DNA synthesis, pancreatic weight, RNA,
DNA, protein content and granulocytes binding to the platelets. Neurotoxic
dose of capsaicin (100 mglkg over 3 days s.c.) caused the decrease (30%) of
PBF followed by a significant decrease in RNA content and DNA synthesis
(30%). CIP (100,glkg-h for 5 h) led to a significant decrease in DNA synthesis
over 60%, around 50% inhibition of PBF, and significant increase in pancreatic
weight, protein content, plasma amylase concentration and neutrophil adher-
ence. Stimulatory doses of capsaicin attenuated the pancreatic tissue dam-
age in CIP, whet was manifested by significant reversion in the drop of PBF,
DNA synthesis and inhibition of neutrophil adherence. Capsaicin-induced ab-
lation of afferent neurons prior to CIP caused an increase in all indicators of
pancreatic damage. Pretreatment with NG-nitro-L-arginine (L-NNA) (10 mg/kg
s.c.), enhanced cerulein induced pancreatic damage. Deleterious effect of L-
NNA was reversed by addition of L-arginine (2 x 50 mg/kg). We conclude that
stimulation of afferent neurons by capsaicin exerts protective activity against
CIP and this action is dependent on endogenous NO release. Deactivation
of afferent neurons by high doses of capsaicin contributes to the severity of
pancreatitis. This action involves mainly the fall in PBF. Afferent nerves and
NO cooperate in the maintenance of the integrity of pancreatic tissue.
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506 Nitric Oxide (NO) in the Mediation of Vagally Induced
Pancreatic Secretion

J. Bilski, M. Cieszkowski, W. Bielanski, S.J. Konturek. Institute of Physiology,
University School of Medicine, Krakow, Poland

Recent studies have suggested that NO my act as nonadrenergic, noncholin-
ergic neurotransmitter in the pancreas. The aim of this study was to evaluate
in conscious dogs equipped surgically with chronic gastric, esophageal and
pancreatic fistulas the role of NO in the nervous control of exocrine and en-
docrine pancreatic secretion. In our experiments we compared exocrine and
endocrine pancreatic response to vagal stimulation by sham-feeding (SF), iv
infusion 2-Deoxy-D-Glucose (2-DG) in dose 50 mg/kg-h iv and insulin (0.1 U/kg-
h) or iv infusion of neuromediators such as GRP (0.5 j.g/kg-h) and urecholine
(U) in dose of 50 ,tg/kg-h with those induced by ordinary meat feeding or
intravenous infusion of 10% glucose solution. After administration of NG_
nitro-L-arginine (L-NNA), a potent inhibitor of NO synthase in a dose of 2.5
mg/kg + 0.5 mg/kg-h iv the pancreatic response to SF, F, GRP, U, 2-DG, in-
sulin and iv glucose infusion were significantly inhibited by about 70%, 75%,
79%, 46%, 85%, 82% and 93% respectively. When L-arginine (50 mg/kg +
5 mg/kg-h) was combined with L-NNA this reduction in pancreatic secretory
response was significantly attenuated. L-NNA infusion very strongly reduced
the increase of insulin and pancreatic polypeptide release after all stimulants.
In experiments with F, SF and GRP but not with U, L-NNA also reduced the
increments in glucagon plasma level. These effects were partially reversed
by addition of L-arginine to infusion. Infusion of L-NNA caused also a slight
but significant rise in plasma somatostatin in experiments with feeding, and
with U and GRP infusion. We conclude that endogenous NO participates in
physiological control of vagally stimulated exocrine and endocrine pancreatic
secretion.

5 The Frequency of Anti-HEV in Healthy People and
Patients with Several Liver Diseases In Southeast
Turkey

H. Dejertekin, G. Daljig, V. Yukselen, S. Badur. Dicle Un.School of Med.
Dept. of Gastroent., Diyarbakir Turkey
This study was done to investigate the frequency of hepatitis E in healthy
people and patients with several liver diseases in Southeast Turkey. Two hun-
dred and twenty healthy people, 40 acute viral hepatitis and 26 liver cirrhosis
cases were studied. In this study, Total Anti-HEV Abbott KIT was used and
ELISA method was performed. Anti-HEV was found 7.7% in healthy people,
19.5% in patients with acute viral hepatitis and 3.8% in patients with liver
cirrhosis.

The result in healthy people was similar to other studies done in other
parts of Turkey. This study done in acute viral hepatitis cases is the first study
in Turkey and 19.1% anti-HEV positivity is significantly higher than healthy
people (P < 0.05). This result shows that probably most of the NANB hep-
atitis are Hepatitis E in our region, maybe in Turkey. Our results seems to be
lower than those of studies from India and Africa and higher than European
Countries and the USA. The result in liver cirrhosis was lower than healthy
people.

As a conclusion, we say that the frequency of hepatitis E is about 7% in
healthy people, about 20% in acute viral hepatitis cases in Southeast Turkey.
However further studies from different parts of Turkey and Countries are
needed to make a better decision.

511 Comparison of a Rapid Serodiagnostic Test for
Helicobacter pylori Infection with ELISA and Urea
Breath Test

Shee Va, B. Neves, T. Lopes, M. Quina. Servigo Universit., Med. Interna e
Gastrenterologia, H. Pulido Valente, Lisbon, Portugal, Biomed Concerted
Action CT93-1239

Invasive and non invasive methods are available for detection of Helicobacter
pylori (Hp). Serological tests and the Urea Breath tests are non invasive meth-
ods. Recently, FlexSure Hp appeared as a qualitative immunochromatografic
method for detection of human Ig G anti-bodies to Hp in serum, so that we
intend to determine its value and compare it with ELISA and Urea Breath test.

Methods: Current Hp infection was detected by 13C-Urea Breath test in
20 volunteers, 27 patients with duodenal ulcer and 25 patients with gastritis.
Blood samples were taken for FlexSure Hp test and ELISA. Positivity for Hp
infection were determined if two lines are visible in the viewing window of
the FlexSure HP test and Ig G anti-Hp detection by ELISA had levels higher
than 7 U/mI. No patients had performed eradication therapy before this study.

Results:

13C-UBT ELISA FlexSure HP

Hpylori negative 10 10 28
Hpylori positive 62 62 44
Sensibility (%) 95.1 72.4
Specificity (%) 63.6 85.7
Accuracy 90.2 75.0
Positive predictive value 93.5 95.5
Negative predictive value 70.0 42.9

This study showed that ELISA method had a high sensitivity (95.1 %) but
with low specificity (63.6%) that means a high grade of false positive tests.
However, it had a good accuracy. FlexSure HP had a good specificity (85.7%)
and a good preditive value for positive tests.

Conclusions: We concluded that FlexSure HP could be useful in rapid de-
tection of Hp infection, particularly in the office with patients with gastroen-
terological complains.

5 A Comparison of Dual and Triple Therapy for
Helicobacter pylori Eradication in Duodenal Ulcer

Shee Va, B. Neves, C. Duarte, M. Quina. Biomed ConcertAction CT93-1239,
Serv Univers. Med. Interna e Gastrenterologia, Hospital de Pulido Valerite,
Lisbon, Portugal
Since eradication of Helicobacter pylori has been proven to heal and to pre-
vent recurrence of duodenal ulcers a lot of regimens has been used. The aim
of this study is to evaluate prospectively two therapeutic regimens and their
ability to eradicate Hp in patients with duodenal ulcer (DU).

Methods: Fifty eight patients (39 M, 29 F. mean age 46.9 yrs) with DU
and Hp infection were included. The gastric mucosa infection was assessed
by urease test, histology and 13C-Urea Breath test. Patients were randomly
assigned to receive either Om 20 mg bid and Amox 1 g bid (Group A) or Om
20 mg bid, Amox 1 g bid and Clarith 500 mg bid (Group B) during two weeks.
To get cicatrization Om 20 mg daily was given for more 4 weeks. Statistical
analysis were performed by X2 and Student's test.

Results:

Group A Group B
Patients 30 28
Male (%) 66.7 78.5 NS
Median age-years 47.8 46.1 NS
Smoke habits l%l 18.2 17.8 NS
Family historyl%l 16.7 14.3 NS
Healing rate (%) 90.0 92.8 NS
Eradication rate l%l 50.0 82.1 p = 0.05

Conclusions: Our data stessed that both regimens had high healing rate
about 90% but only Omeprazole + Amocicillin + Clarithromycin therapy got
high eradication rate (82.1 %).

513 MEGX Test and Mayo Clinic Prognostic Score in
Primary Biliary Cirrhosis (PBC)

T. Gindro. A. Arrigoni. G. Martinasso 1, F. Rosina. E. Borghesio,
P Benedetti 2, S. Recchia, G. Verme, M. Rizzetto. Department of
Gastroenterology, 1 Clinical Chemistry Laboratory, Molinette Hospital Turin,
Italy; 2 Division of Infectivology, Vicenza Hospital, Italy
We assessed the value of MEGX test compared to the Mayo score which is
based on clinical and laboratory parameters in 89 patients with PBC, who un-
derwent 189 M EGX determinations at yearly intervals during follow-up. Blood
specimens were taken 30 minutes after iv lidocaine (1 mg/kg) and serum
MEGX was determined by FPIA (TDx MEGX, ABBOTT lab. USA). In front of
Mayo score values < 5.47 (associated to a low degree of impairment and to
a low risk of death) the MEGX yielded a wide range of results (from very high
to very low titers) which correspond to different degrees of liver functional
impairment. The correlation between the MEGX and Mayo had therefore a
bimodal trend and was better described by two separate regressions (figure)
with a MEGX cut off value of 40 ng/ml.

SCORE MAYO:
10 -

a8-

6-

MIGX > 40 ngmi
v"Ms0X 40 ngImI

oo

.n ^ a -e

""x J

The MEGX correlates significantly with the Mayo score only in presence
of advanced liver impairment (MEGX < 40 ng/mI), but it can also detect a
significant functional impairment in the presence of apparently stable clinical
conditions.
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E5141 The MEGX Test in the Selection of Liver Transplant
Donors

T. Gindro, A. Arrigoni 1, G. Martinasso2, A.M. Dall'omo3, M. Salizzoni4,
G. Massano4, P Benedetti, B. Amoroso5, G. Verme, M. Rizzetto. Dept. of
Gastroenterology, Molinette Hospital, Turin; 1 Gastroenterology Unit
S. Giovanni A.S. Hospital, Turin; LClinical Chemistiy Laboratory, Molinette
Hospital, Turin; 3 Transplantation Immunology Service, Dept of Genetic,
University of Turin; 4 Liver Unit, Molinette Hospital, Turin; 5Abbott
Diagnostics, Rome, Italy
As the demand for liver donors largely overcomes the donor supply, selection
criteria need to be improved in order to achieve optimization of the limited
donor pool. Previous works suggested that a donor MEGX < 50 ng/ml is as-
sociated with initial nonfunction. Aim of this study was to evaluate the clinical
usefulness of the MEGX in rating donors. Ninety-two donors with confirmed
brain death were evaluated by standard liver function tests (ALT, bilirubin, pro-
thrombin, PTT) and histology. Blood specimens were taken 15 minutes after
intravenous lidocaine (1 mglkg) and serum MEGX was determined by fluo-
rescence polarization immunoassay (MEGX TdX, Abbott). Eighty-two donors
were transplanted; ten donors were judged uneligible bythe transplantteam,
which was unaware of the MEGX results. Serum ALT was higher and MEGX
was lower in excluded donors with respect to transplanted ones, even if the
difference was statistically significant only for MEGX.

Donors Age ALTt PT% PTT Bilirubin MEGX
Transplanted 35 ± 13 78 ± 159 71 ± 18 31 ± 7 1 ± 0.6 101 ± 45
Excluded 39 ± 16 186 ± 227 67 ± 16 38 ± 24 1.1 ± 0.3 67 ± 41
P NS NS NS NS NS <0.05

Five out of 10 (50%) excluded donor had a low ALT value (<100), and
15 out of 82 transplanted donors had high ALT value (>100). Six excluded
donors had a MEGX > 50 ng/ml. The remaining ones showed MEGX value
below 50 ng/ml. Six transplanted donor had a MEGX value below 50. MEGX
values correlates with the generally accepted donor organ evaluation, based
on histology and liver function tests and it could be a useful tool for a prelim-
inary exclusion of donor with an impaired liver function, before performing a
liver biopsy.

However a cut-off value for donor suitability is not clearly defined.

E jHigh Eradication Rate of Helicobacter pylori (HP) After
a One Week Triple Therapy Regimen

D. Kamberoglou, S. Georgiou, V. Doulgeroglou, V. Tzias, M. Lagoudakis.
Endoscopy Department of 1st IKA Hospital of Athens, Greece
Numerous combinations of antibiotics and antisecretory drugs in various
doses and for different periods of time have been used for HP eradication.
The aim of this open prospective study was to assess the efficacy of a weekly
triple regimen for the treatment of HP infection. Among 22 symptomatic pa-
tients (17 M; 5 F; mean age 56.2; range: 37-88 yrs) who entered the study, 18
had a duodenal ulcer(15 with deformed bulb). HP was detected bya rapid ure-
ase test (CLO test). Treatment included omeprazole 20 mg bd, clarithromycin
250 mg bd and tinidazole 500 mg bd for seven days. Following that, most
patients continued on a standard dose of H2-antagonists until eradication
was assessed by a repeat CLO test four weeks after termination of the triple
therapy.

Results: HP was eradicated in 21 of 22 patients patients (95.5%; 95%
confidence interval 77.16%-99.88%) 18 of whom were completely asymp-

tomatic at the time of the follow-up endoscopy. However, as far as endo-
scopic picture is concerned, in only 3 (13.6%) patients was there complete
healing whereas in 15 (68.2%) cases improvement was seen and in 4(18.2%)
no change. No serious adverse effects were experienced by the patients ne-

cessitating termination of treatment.
In conclusion triple therapy for one week with omeprazole, clarithromycin

and tinidazole in highly effective and safe in eradicating HP and abolishing
patients symptoms.

Budesonide Pharmacokinetics is not Affected by
Omeprazole

M. Nilsson, S. Edsbacker, P Larsson, G. Oberg. Astra DracoAB, Lurid,
Sweden

Objectives: By affecting pH in the upper part of the gastrointestinal tract,
anti-ulcer drugs might change the site of uptake of budesonide (BUD) from
Controlled lleal Release (CIR) capsules. Furthermore, some drugs of this kind
could interact with the metabolism of BUD. The aim of this study was to inves-
tigate whether the anti-ulcer drug, omeprazole, affects the pharmacokinetics
of BUD given as CIR capsules.

Method: The study was double-blind with regard to omeprazole, random-
ized, crossover, placebo-controlled and had a wash-out period of at least 12
weeks. Eleven healthy volunteers were given omeprazole tablet (20 mg) or
placebo in the morning. On the fifth day of treatment, BUD CIR (9 mg) was
given as a single morning dose. Repeated blood samples were taken for 12
hours afterthe budesonide dose. The plasma samples were analyzed for BUD
using liquid chromatography and mass spectrometry.

Results: Pharmacokinetics of BUD

hour

Omeprazole period Placebo period
AUCG,' (nmol h/L) 29.1 (23.6-36.0) 29.8 (24.1-36.8)
Cmax' (nmol/L) 4.2 (3.3-5.2) 4.2 (3.3-5.3)
Tmax(h)+ 3.2 (1.0-6.0) 2.9 (1.0-5.0)
*Geometric mean, (95% conf. limits); +arithmetic mean. (range)

Conclusion: The study indicates that omeprazole does not affect budes-
onide kinetics.

5241 Food does not Alter Site of Absorption of Budesonide
from Controlled lleal Release Capsules

S. Cvetkovic, S. Edsbacker, P Wollmer, P Larsson. Dept of Clinical
Physiology, University Hospital, Lund, Sweden; Astra Draco AB, Lund,
Sweden

Objectives: The aim of the study was to investigate the site and the extent
of budesonide uptake in the bowel from Controlled lleal Release (CIR) cap-
sules after an overnight fasting without breakfast or immediately after a heavy
breakfast.

Methods: After an oral capsule of budesonide CIR (18 mg) plus 1 1 1 In pel-
lets (3 M Bq) administered on two different occasions, the transit of the formu-
lation was registered by a gamma camera. Eight healthy male subjects partic-
ipated in the study. The data for transit were expressed as the time for 50%
of the radioactivity to enter or leave different regions of the gastrointestinal
tract. The stomach was visualized by co-administration of 5 MBq 99mTc col-
loid. Plasma concentrations of budesonide were measured with intravenous
data as a reference for systemic availability.

Results:

Fasting state After a heavy breakfast
Gastric emptying (h) 0.8 0.2-2.0 (range) 2.6 1.5-4.0 (range)
Small intestinal transit time (h) 3.0 1.2-5.5 (range) 3.0 0.8-5.5 (range)
% of dose absorbed in

ileum-ascending colon 68 51-80 (range) 69 43-91 (range)
Cmax (nmollL)*) 5.8 3.8-9.0 9.1 69-11.9
Systemic availability 1%)' 9.1 6.7-12.3 1 1.5 9.6-13.9
Tmax (h) 3.1 2-6 (range) 5.4 3-8(range)
'Geometric mean, 95% conf. limits

Conclusion: The results of the study indicate that a major part of budes-
onide CIR is absorbed in the ileum and ascending colon. Concomitant food
intake delayed Tmax and increased Cmax (P < 0.05) but did not affect systemic
availability or site of absorption to any statistically significant extent.

i525ISerotonin and Gastrointestinal Peptides Influence Cell
Proliferation In Small Intestinal Cells In Vitro

Kristina Zachrisson, Andres Uribe. Department of Medicine, Karolinska
Institute, Danderyd Hospital, Stockholm, Sweden
Previous studies have shown that endogenous prostaglandins and the intesti-
nal microflora influence the epithelial cell kinetics and endocrine cells in the
gastrointestinal mucosa. Prostaglandin E2 (PGE2) induces epithelial hyperpla-
sia by reducing cell losses to the lumen whereas cell proliferation was initially
unaffected. Prolonged administration of PGE2 triggers a negative feed-back
mechanism that reduces the mitotic activity.

A mediator role for neuroendocrine peptides in the regulation of cell pro-
liferation of the gastrointestinal is suggested by the high tissue levels of
these peptides observed during ongoing trophic reactions induced by the
microflora and indomethacin, respectively. Thus, the aim of this study was to
examine in vitro the action of amines and selected gastrointestinal peptides
on DNA synthesis of small intestinal cells.

Methods. A small intestinal cell line from germ-free rats (IEC-6 cells) was
allowed to grow for 24 houis in a nutrient-enriched medium. Thereafter the
cells were synchronized by starvation for 24 hours and then incubated for an-
other 24 hours with Serotonin, Neurotensin and Glucagon at a concentration
of 10-6, 10i7, 10-8, 10-9 and 10-10 M, respectively. In addition, insuline-like
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growth factor-Il (IGF-Il) at a concentration of 25, 50, 100, 150 and 200 ng/mI
and epidermal growth factor (EGF) at a concentration of 25, 50, 100, 200 and
400 ng/mI were used. The cells were labelled with 3H-methyl thymidine forthe
last 4 hours and then processed for autoradiography. DNA synthesis was eval-
uated by the labeling index (LI%) which was estimated in a light microscope.

Results. IGF-IL Glucagon and EGF increased the Ll in a dose related man-
ner (p < 0.001). In contrast, a significant reduction of the Ll was observed
after administration of Serotonin at concentrations 10-7, 10-8 and 10-9 M,
(p < 0.0001). Neurotensin did not affect the Ll.

Conclusion. Serotonin, IGF-I and Glucagon may be important physiologi-
cal regulators of the gastrointestinal cell proliferation. Serotonin may mediate
negative feed-back mechanisms triggered by PGE2 whereas Glucagon may
contribute to the trophic reaction elicited by indomethacin and the intestinal
m icroflora.

533 Localization of Gastrin Receptors in Antral Gastric
Mucosa in Dog and Man

Ch. Stettler 1, A. Schmassmann 1, N.I. Tarasova 2, L. Varga 1, F. Halter 1.
1 Gastrointestinal Unit, Univ. Hospital, Inselspital, Bern, Switzerland;
2 ABL-Basic Research Program, National Cancer Institute, FCRDC, Frederick,
MD, USA

Background: Gastrin is a key factor in the regulation of gastric acid secretion
and exhibits trophic effects on the oxyntic mucosa. In addition, intravenous
infusion of gastrin stimulates cell proliferation in antral mucosa and antrocolic
transposition induces increase of antral G (gastrin) cells. It has been reported
that growth of antral G cells is not exclusively stimulated by antral hypoacidity
but probably also by hypergastrinemia (Cadiot G et al, Dig Dis Sci 1993; 38:
1307).

Methods: Polyclonal antibodies against gastrin receptors have been re-
cently developed (Gastroenterology 1994; 106: A845). The specificity of
these antibodies was checked by preincubation of the antibodies with the
corresponding peptide. Paraffin sections of canine and human antral mucosa
have been immunohistologically stained using antibodies against gastrin re-
ceptors (polyclonal), gastrin (monoclonal), and somatostatin (polyclonal), re-
spectively.

Results: Cells showing an immunohistological reaction to gastrin recep-
tors were located in the glands of antral canine and human mucosa. Us-
ing gastrin receptor, gastrin and somatostatin antibodies on consecutive and
double stained sections, gastrin receptors were predominantly located on
G cells. Non-immune serum or omission of primary antibodies did no show
immunoreactivity.

Conclusion: Gastrin receptors are immunologically located on canine and
human antral G cells. This may in part explain antral G cell hyperplasia asso-
ciated with hypergastrinemia.

Supported by Swiss National Science Foundation (32-040901.94) and Na-
tional Cancer Institute, DHHS (N01-CO-46000 with ABL).

5 Absence of Gastric Acid Rebound Following Intake of
Calcium-carbonate Containing Antacid Rennie Liquid":
A Double-blind Comparison of Placebo, Rennie
Uquid'r", Versus Maalox Uquid'm

S. Hurlimann, K. Michel, W. Inauen, F Halter. Gastrointestinal Unit, University
Hospital, Bern, Switzerland

Antacids are still widely used for relief of dyspepsia and especially for symp-
tomatic reflux. High calcium intake has been shown to directly stimulate acid
secretion. Since some antacid preparations contain substantial amounts of
calcium, it has been claimed that their intake might induce a so called acid re-
bound. Using 24-hr pH-metry we investigated the effect of standard doses of
two liquid antacids with (Rennie Liquid'") and without a calcium supplement
(Maaloxx Liquid'").

Methods: 12 healthy volunteers were assigned to a double-blind placebo
controlled triple cross-over comparison of placebo, Rennie Liquid'" and
Maalox Liquid". The two antacids had a near identical neutralising capacity.
Each drug was administered at standard doses qid 1 hr after the main meals
(10.00, 14.00, 19.00) and at bedtime (23.00). intragastric acidity was moni-
tored by continuous ambulatory 24-hr pH-metry on 3 separate days with a
wash-out period of 1 week.

Results: A standard doses both antacids let to modest but equal significant
increase of the median 24-hr pH and the median pH of the first postantacid hr
as compared to placebo (Table). Neither Rennie Liquid'` nor Maalox Liquid'`
led to a drop of intragastric pH during the putative acid rebound time (2nd
and 3rd postantacid hr).

Intragastric pH
Placebo Rennie Maalox

24 hr 1.6 (1.5-1.7) 1.711.5-1.9)1 1.7 (1.6-1.9)1
1st postantacid hr 2.3 (1 .8-2.7) 3.7 (2.7-4.2)* 2.9 (2.5-3.6)1
2nd postantacid hr 1.6 (1.4-1.6) 1.6 (1.5-2.2) 1.8 (1.6-2.2)
3rd postantacid hr 1.3 (1.2-1.4) 1.3 11.2-1.5) 1.4 11.2-1.6)
Median (range), n = 12, 'P < 0.05, "P < 0.01 vs. placebo (Wilcoxon signed rank test)

Conclusion: No gastric acid rebound was detected with the calcium-
carbonate containing antacid Rennie Liquid'" at standard doses. An identical

increase of intragastric pH was achieved with Rennie Liquid'" and Maalox
Liquid'" during the 24-hr and the first postantacid hour period.

5 Glandular Proliferation and Homeostasis of Specific
Cells are Differentially Affected In Gastric Corpus and
Antrum In Helicobacter pylori (HP) Induced Gastritis

A. Zimmermann 3, S. Hurlimann2 T. Vorobjova 1, L. Varga 2, R. Uibo 1,
F. Halter 2. 1 Department of Immunology, University of Tartu, Estonia;
2 Gastrointestinal Unit, University Hospital, Bern, Switzerland; 3 Institute of
Pathology, University Hospital, Bern, Switzerland

Epidemiological studies have identified an association between HP and gas-
tric carcinoma. Epithelial cell proliferation is an indicator of risk for adeno-
carcinoma. We aimed to assess the effect of HP on gastric epithelial cell
proliferation and on homeostasis of specific cells. In addition we were inter-
ested in the expression of the apoptosis proctector oncogenic protein, bcl-2
which was found to be enhanced in a majority of follicular lymphomas of the
gastrointestinal tract and in a few MALT-lymphomas, whereas the latter is
associated with HP infection.

Methods: In 59 patients (28 HP + ve, 31 HP - ve) antrum and corpus
biopsies were analysed for HP-density, inflammatory changes and immunos-
taining for PCNA, Ki-67, bcl-2 oncoprotein, beta-H +, K + ATP-ase, gastrin and
somatostatin. In the antrum and corpus five gastric mucosal glands were
divided for analysis into upper, middle and lower section. Results were ex-
pressed as gastritis score, mean values of labelling index (LI) and density of
specific cells.

Results: In contrast to the antrum, there was a significant correlation be-
tween PCNA Ll and Ki-67 Ll and the gastritis score (p = 0.03; p = 0.04) in the
corpus. This also applied to the relation between Ki-67 Ll and the HP-density
in corpus glands (r = 0.32; p = 0.04). Bcl-2 positive epithelial cells were seen
in antrum and corpus but predominantly in HP - ve cases. H+, K + ATP-ase
positive parietal cells were reduced in gastric corpus as a function of disease
severity, antral G- and D-cells, in relation to degree of HP-density.

Conclusion: Our data suggest that HP-induced corpus, but not antral gas-
tritis is in a state of hyperproliferation. Upregulation of bcl-2 may protect ep-
ithelial cells from programmed cell death in gastritis. Prolonged hyper prolifer-
ation and reduced apoptosis of the gastric epithelium exerted by HP-infection
could be a major contributing factor for human gastric carcinogenesis. Home-
ostasis of antral G- and D-cells appears to be directly governed by HP whereas
loss of parietal cells is more a function of the degree of gastritis.

I5401Reproducibility of Cholecystokinin (CCK) Challenge
Tests In Patients with Dysmotility Type Non Ulcer
Dyspepsia (NUD)

J. Yaqoob, M.l. Khan, PW.N. Keeling. Dept. of Gastroenterology, St. James's
hospital Dublin 8, Ireland

In dysmotility type of NUD, infusion of CCK-8 (synthetic CCK octapeptide) re-
produces the patient's symptoms in 90% of the cases. This response is highly
specific and is not seen in patients with other upper gastrointestinal pathol-
ogy. On this basis these patients can be subdivided into CCK positive (CCK+)
and CCK negative (CCK-) groups. The aim of our present study was to find
out whether longitudinally this sub-division is maintained or not. 10 patients
who were classed as CCK+ (M:F ratio 4:6, mean age 43 yrs, range 23 - 52
yrs) and 10 patients classed as CCK- (M: F ratio 1:1, mean age 35, range 22
- 52 yrs) were recruited for this study. Their CCK status was repeated after a
gap of one year. Both the CCK tests were performed by an intravenous CCK-
8 infusion over 10 minutes (6 nanogram/kg/min) in a double blind ctoss-over
design using normal saline as placebo. Patients scored their response to the
infusion by marking a numbered visual analogue score (VAS). Results: Only 2
patient's CCK status changed after a gap of one year (one from each group).
Also in CCK+ patients there was no significant difference in the mean VAS af-
ter one year (mean score of 35 vs 36). Conclusion: The CCK status of patients
with dysmotility type NUD is reproducible in 90% of the cases. The CCK test
can therefore be used in subdividing this group into CCK+ and CCK- types.
Further studies are however needed to assess the clinical significance of this
subdivision.

541 Diagnosis and Management of Helicobacter Positive
Gastritis; Is There a Unifying Policy Amongst Irish
Endoscopists?

M.l. Khan, J. Yaqoob, F. Walker. Cavan General Hospital, Co. Cavan,
Republic of Ireland

The guidelines for diagnosis and management of Helicobacter pylori (HP) in-
duced gastritis are still not clear. We conducted a survey of 28 Endoscopy
teams in Ireland (Physicians n = 18, Surgeons n = 10), covering 14 hospi-
tals (including 5 Dublin hospitals), to observe any differences in the policies
between the surgeons and physicians or between Dublin and the rest of en-
doscopy teams. The Questionnaire was answered mostly on phone and oc-
casionally by post. The Rapid Urease Test was performed on all patients with
upper gastrointestinal symptoms by 18 teams (64%), 50% of surgeons and
67% of physicians. Deltawest test was employed by almost all teams (93%).
The reading was most frequently taken at one hour (73% of the teams), how-
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ever the range was lower for surgeons (10 mns-3 hrs), than physicians (30
mns-24 hrs). Biopsies for confirming the presence of HP and the activity of
gastritis were taken by only 53% of the teams (40% of surgeons and 62%
of physicians). Only 43% of the endoscopists have a policy of treating symp-
tomatic patient with HP infection when there is no endoscopic gastritis. The
threshold for treatment however was significantly higher in Dublin teams
(92%) compared to the rest. 72% of the teams used triple therapy (Bismuth,
Mitronidizole, and Amoxil) as the first line treatment option, a significantly
higher proportion being the physicians (88%) than the surgeons (44%).25%
of the teams have a policy of repeating endoscopy after treatment to confirm
eradication of HP and resolution of gastritis. For patients with resistent HP
infection after first course of treatment, 47% of the teams opted for a repeat
course of there first line treatment.

5 Urinary pH Dipstick Test; A Simple and Reliable Test for
Checking Compliance with Omeprazole Therapy

M.l. Khan, J. Yaqoob, R. Murphy, Z. Ahmed, C. Montwill, M. Ryan.
A. Morgan, R Smith, F. Walker. Cavan General Hospital, Republic of Ireland

Compliance with Omeprazole treatment can at times be a problem, specially
in elderly patients suffering from chronic oesophageal reflux secondary to
Hiatus hernia. We describe a simple, non invasive, rapid and reliable out pa-
tient test for checking compliance with this drug. The test relies on the capac-
ity of the kidney to excrete bicarbonate ions following gastric acid secretion,
leading to a postprandial urine 'alkaline tide'. Omeprazole intake, by inhibiting
gastric acid production, should abolish this tide with a resultant reduction in
urinary pH which can be taken as a measure of compliance with the drug.
30 patients (M: F ratio 1: 1, mean age 54 yrs) on 20 mg b.i.d. of Omeprazole
were included in the study. Patients with urinary tract infections, or on alkaline
medicines, and/or with previous gastric surgery or vagotomy were excluded
from the study. Urinary samples were collected both half an hour after break-
fast and one hour after lunch. The urine pH in each case was measured by a
colour coded Boerhinger dipstick, soaked in urine and read after 60 seconds
by a doctor and a nurse. The results were compared with 30 age and sex
matched controls. Results: In the control group mean pH both after breakfast
and after lunch was 7 (range 5-8). Only 5 patients had pH below 6. However
in patients on Omeprazole, 27 patients (90%) had a pH of 5 and in the other
3 it was 5.5. None had urinary pH greater than 6. The differences between
the two groups were statistically significant (p value less than 0.05). Conclu-
sion: A post prandial urine pH greater than 6 in patients on Omeprazole is an
indication of non compliance with treatment.

545 Gallstones in Rural Residents with Abdominal
Symptoms

P Varmann, E. Lond, T. Litvinenko, V. Bushina, M. Mumma. Department of
Gastroenterology, Institute of Experimental & Clinical Medicine, Tallinn,
Estonia

The aim of the present study was to estimate the prevalence of gallstones in
rural residents with abdominal symptoms.
We interviewed 2304 residents (74.6%) of a rural district of Estonia above

15 years of age about the occurrence of abdominal symptoms. All the
854 persons with abdominal complaints were offered ultrasonography; 750
(87.2%) agreed to be investigated. Among these persons 59 had gallstones;
22 had undergone cholecystectomy for gallstones previously. The mean age
of persons with gallstones was 57.5 years; male to female ratio 1:3.1. The
overall prevalence of gallstone disease (gallstones and previous cholecys-
tectomy) in persons with abdominal symptoms was 10.8%. The prevalence
increased with age to the maximum of 22.9% in females in their sixth life
decade and 18.2% in males two decades later.

The 22 cholecystectomized persons (27.2%) had been operated due to
clinically manifested gallstones or its complications. About 1/3 (35.6%) of
persons with gallstones did not have any pain and can be regarded as asymp-
tomatic. The selectiveness of our target population does not allow to make
further conclusions about the true prevalence of gallstones.

5 Circulating Immune Complexes In Chronic Hepatitis C
J.F Tsai, Z.Y. Lin, W.Y. Chang. Department of Internal Medicine, Kaohsiung
Medical Coliege, Kaohsiung, Taiwan, Republic of China

Circulating immune complexes (CIC) may be involved in viral clearance and/or
hepatocellular injury. For assessing the role of CIC in chronic hepatitis C, the
relative frequency of CIC was determined in 54 patients with chronic hepati-
tis C, 15 asymptomatic hepatitis C virus (HCV) carriers, and 54 healthy con-
trols. IgM and lgG containing CIC were determined using both Clq and con-
glutinin (K) in an immunoglobulin specific solid-phase enzyme immunoassay.
There was no statistical difference in the levels of each type of GIG between

IgG-K CIC and IgG-Clq CIC (r = 0.445, P = 0.002), IgG-K CIC and IgM-Clq CIC
(r = 0.348, P = 0.020), IgM-K CIC and aspartic aminotransferase (r = 0.321,
P = 0.015), IgM-K CIC and alanine aminotransferase (r = 0.301, P = 0.027).
Compared to patients with chronic lobular hepatitis and chronic persistent
hepatitis, patients with chronic active hepatitis have a higher prevalence of
abnormal IgG-K CIC (77.2% vs 40.0%, P = 0.029) and IgM-K CIC (56.8% vs

20.0%, P = 0.038). The concentration of IgG-K, lgM-K and IgM-Clq CIC in the
former was significantly higher than that in the latter, respectively. In conclu-
sion, IGG class CIC is the major type of CIC in chronic hepatitis C. Conglutinin-
binding CIC correlates with more severe tissue damage. CIC may play a role
in the pathogenesis of chronic hepatitis C.

i Efficacy of Triple Therapy in Refractory Peptic Ulcer
with Helicobacter pylorn Infection

K.H. Lai, C.H. Lin, C.K. Lin, G.H. Lo, R.L. Huang, CF. Chang, S.M. Chen,
J.S. Huang, H.H. Tseng 1. Division of Gastroenterology, Veterans General
Hospital-Kaohsiung, Taiwan, R.O.C.; 1 Division of Pathology, Veterans
General Hospital-Kaohsiung, Taiwan, R.O. C.

Aim To evaluate the therapeutic effects of triple therapy in the peptic ulcers
refractory to 8 weeks of ranitidine treatment. Methods Ninety-two patients
with refractory peptic ulcers (gastric ulcers [GU] 48, duodenal ulcers [DUI 31,
combined GU & DU 13) were enrolled to our study. All patients had benign
ulcers > 5 mm in size and Helicobacter pylori (HP) infection, but no systemic
disease or drugs abuse. HP was detected by mucosal urease test and his-
tological examination of antral and fundal mucosa. Triple therapy was given
as followings: Colloidal bismuth subcitrate (Denol®) 120 mg q.i.d., tetracy-

cline 250 or 500 mg q.i.d., metronidazole 250 t.i.d. for two weeks, followed
by Denol 120 mg q.i.d. for 6 weeks. Repeated endoscopic examination and
HP detection were performed at the end of triple therapy. Results Seven pa-

tients were excluded from our study due to refusal for follow-up endoscopy
(3), persistent symptoms (2), severe headache (1), and bleeding (1) after treat-

ment. At the end of treatment, HP clearance was found in 88.2% (75/85) of
patients (GU 39/45, DU 27/30, GU & DU 9/10), ulcer healing was found in
57.6% (49/85) of patients (GU 37/45, DU 19/30, GU & DU 3/10). There were

no statistical differences in HP clearance (39/44 vs 36/41) and ulcer healing
rates (30/44 vs 19/41) between the patients who received tetracylcine 250
mg q.i.d. or 500 mg q.i.d. Symptomatic improvement was achieved in 96.5%
(82/85) of patients at the end of treatment. Six (7.1%) patients had healed
ulcers but persistent HP infection, and 31 (36.5%) patients had HP clearance
but unhealed ulcer at the end of therapy. Conclusion 1. Triple therapy can

effectively clear the HP infection but only promote healing in 57.6% of refrac-
tory ulcer. 2. HP may be not the major factor in the pathogenesis of refractory
peptic ulcer. 3. Low dose tetracyline (1 gm daily) had the same effect as usual
dose (2 gm daily) in the clearance of HP

ISimple, Efficient and Tolerable Triple Therapy with
Omeprazole for Helicobacter pylori (HP) Eradication

F. Lerang 1, B. Moum 1, E. Ragnhildstveit1, T. Hauge2, P Tolas2, E. Aubert2,
M. Henriksen 2, PS. Efskind 2, K. Nicolaysen 2. 1 0stfold Central Hospital,
Fredrikstad; 2 0stfold Gastrogruppe 2, Norway

Introduction: Cure of HP infection reduces the rate of ulcer relapse. Triple
therapy with bismuth cures HP infection in 85-95%, but is encumbered with
side effects and inconvenient dosage.

Aim: To compare two triple therapies of 2 weeks duration in patients
with HP positive duodenal ulcer (DU) disease: Bismuth subnitrate 75 mg

qid, oxytetracycline 500 mg qid and metronidazole 400 mg bid ("BTM") and
omeprazole 20 mg bid, amoxicillin 750 mg bid and metronidazole 400 mg bid
("OAM").

Methods: Patients with DU and HP infection, were randomised to treat-

ment with "BTM" or "0AM" after ulcerhealing treatment with H2-blocker. HP
infection was confirmed by biopsis cultured up to 12 days, microscopy and
urease test. MTZ susceptibility was determined by the E-test, and MTZ resis-
tance defined as MIC > 16 mg/. The patients completed a self-assessment
questionnaire with grading of side effects. Follow up endoscopy with HP sta-

tus was performed six weeks after treatment.
Results: Of all the 128 patients included in this study, 27% had MTZ re-

sistant HP strains. Eradication rates irrespective of MTZ susceptibility: 91.801o
for "BTM" and 90.9% for "OAM". HP eradication in primary resistant strains
were 95.7% (n = 23) with "BTM" vs. 63.6% (n = 11 ) with "OAM". There were
differences in reported severe side effects; 25% in "BTM" vs. 7% in "OAM".

Conclusions: 1. Both treatment regimens are highly efficient for HP erad-
ication. 2. Eradication rate with omeprazole triple therapy seems reduced in
MTZ resistant strains. 3. "OAM" therapy is more tolerable than triple therapy
with bismuth.

asymptomatic HCV carriers and healthy controls. Using the 95th percentile of
healthy control as cutoff value for abnormal CIC, CIC was a common feature
of chronic bepatitis C with 96.3% of cases having at least one abnormal test
result. The prevalence of abnormal IgG-K, IgM-K, IgG-Clq, and lgM-Clq CIC
were 70.3%, 50.0%, 64.8% and 35.1%, respectively. The prevalence of ab-
normal lgG class CIC was higher than abnormal IgM class CIC (P = 0.038 for
K-CIC and P = 0.01 for Clq-CIC, respectively). There are correlation between
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Simple Low Cost Triple Therapy with Bismuth for
Helicobacter pylori (HP) Positive Peptic Ulcer Disease
(PUD)

F. Lerang 1, B. Moum 1, E. Ragnhildstveit2, T. Hauge3, E. Aubert3,
M. Henriksen 3, PK. Sandvei 3, P Tolas3, T. Soberg 3. PS. Efskind 3. 1 Med.
Dept., 0stfold Central Hospital, Fredrikstad; 2 Microbiol. Dept., 0stfold
Central Hospital, Fredrikstad, 3 0stfold Gastrogruppe, Norway

Introduction: Two weeks bismuth triple therapy qid is efficient in HP eradica-
tion, but encumbered with side effects and inconvenient dosage.

Aim: To evaluate a 10 days triple therapy consisting of bismuth subnitrate
150 mg tid, oxytetracycline 375 mg tid, and metronidazole 400 mg tid for
treatment of HP positive PUD.

Patients and methods: 40 patients with a history of PUD or erosive duo-
denitis have been included (26 with duodenal ulcer, 5 with prepyloric/pyloric
ulcer, 5 with gastric ulcer and 4 with erosive duodenitis). HP infection was

confirmed by biopsis cultured up to 12 days, microscopy and urease test.
Metronidazole (MTZ susceptibility was determined by the E-test, and MTZ
resistance was defined as MIC > 16 mgA. 5 patients (12.5%) had primary
MTZ resistant HP strains. The patients completed a self-assessment ques-
tionnaire with grading of side effects. Follow up endoscopy with HP status
were performed six weeks after treatment.

Results. All ulcers were healed atfollow up. The HP infection were sucess-

fully treated in 34 patients (85%) and 6 were "failures" (all those with origi-
nal MTZ sensitive strains (416) became MTZ resistant). Reported side effects
were as follow: none 7%, mild 35%, moderate 42% and severe 16%.

Conclusions: 10 days tid bismuth triple therapy with reduced tetracycline
dosage achieves acceptable HP eradication rates. Side effects are compara-
ble with standard qid triple therapy.

Efficacy and Side Effects of Bismuth-based Triple
Therapy and Dual Therapy with Omeprazole and
Amoxicillin in Eradication of Helicobacter pylori in
Routine Hospital Practice

S. Olafsson, D. Maim, T. Olafsson. Tromso University Hospital, Tromso,
Norway
Objective: Bismuth-metronidazole-tetracycline (BMT) has been reported to
eradicate H. pylori in over 90% of patients but side-effects are frequent. When
reports were published indicating that dual therapy (DT) with omeprazole and
amoxicillin was able to eradicate the bacteria in 85% of patients with minimal
side effects, some of our physicians switched to this therapy while others
continued to use BMT. This is a retrospective study comparing eradication
and side effects of these two regimes.

Patients and methods: 269 patients received BMT or DT. 211 returned for
follow-up. 20 were excluded because they were examined too early follow-
ing completion of therapy (< 4 weeks). Evaluation of H. pylori eradication
was done in the remaining 191 patients, 107 men and 84 women. 49 had
had stomach ulcer, 77 duodenal ulcer, 20 both; 45 had other diagnoses. The
dosage of BMT was bismuth subnitratr 10 ml qid, metronidazole 400 mg tid
and oxytetracycline 500 mg qid for 10 days. The dosage of DT was omepra-
zole 20 mg bid and amoxicillin 1 g bid with meals for 14 days.

Results: (1) Eradication rate

All Men Women

Perc No. P Perc No. P Perc No. P

BMT 81% 52164 0.002 83% 29135 0.002 79% 23/29 0.36
DT 57% 731127 50% 36/72 67% 37155

(2) Side effects. 7% (17/67) of BMT and 4% (17/144) of DT patients were

not able to finish the whole course of therapy; p = 0.5. Side effects of therapy
were noted for 25% of BMT and 12% of DT; p = 0.02. The most common

side effects with BMT were diarrhea (15%, NS difference) and abdominal pain
(6%, p = 0.02). The most common side effects with DT were diarrhea (6%)
and rash (3%, NS). Severe side effects making it impossible for the patients
to work were noted with 12% of BMT and 0% of DT; p = 0.0001.

Conclusions: Triple therapy had better eradication (81 %) but was assosi-
ated with frequent and at times severe side effects. Dual therapy was asso-

ciated with infrequent and mild side effects but its very poor efficacy (57%)
makes its use inadvisable.

IFeatures of Autoimmune Hepatitis In Primary
Sclerosing Cholangitis

K.M. Boberg, 0. Fausa, T. Haaland, E. Holter, A. Spurkland, E. Schrumpf.
Rikshospitalet, Oslo, Norway
Purpose of the study: Overlapping features between primary sclerosing
cholangitis (PSC) and autoimmune hepatitis (AIH) have previously been noted.
To assess similarities between PSC and AIH more systematically, we have
scored 106 consecutive PSC patients according to a scoring system for the
diagnosis of AIH recently proposed by The International Autoimmune Hepati-
tis Group.

Methods: The scoring system for AIH is based on the parameters gender,
ratio of elevation of serum alkaline phosphatase versus aminotransferase,
serum levels of gammaglobulins and autoantibodies, viral markers, history of

drug and alcohol intake, genetic factors, histology, and response to therapy.
Cholangiography confirmed the diagnosis of PSC in all the 106 patients (31
females; 75 males).

Results: The aggregate scores of AIH obtained by the PSC patients before
evaluation of response to therapy, are shown in the table below.

Classification Score No of patients (%)
Definite AIH >15 2 (2)
Probable AIH 15 0 (0)

14 1 (1)
13 1 (1)
12 8 (8)
11 4(4)
10 9 (8)

Not AIH 5-9 59 (56)
<5 22 (21)

When response to therapy with corticosteroids was evaluated as well (n
= 20), none of the patients could be classified as definite AIH, but 12 patients
(11 %) retained a classification of probable AIH.

Conclusion: Clinical, biochemical, and histologic features of AIH are often
seen in patients with PSC, who may even obtain aggregate scores of the
categories definite or probable AIH according to diagnostic criteria for AIH.

Systemic Load of 5-ASA in Patients with Inactive
Ulcerative Colitis Treated with Olsalazine and
Mesalazine

G.V. Papatheodoridis, V. Xourgias, T. Sdonas, K. Triantafyllou, M. Tzouvala,
D.G. Karamanolis. Department of Gastroenterology, 'Tzaneion" General
Hospital, Piraeus, Greece

The purpose of this study was to compare the systemic load of 5-ASA as a
basis for potential long-term toxicity during treatment in usual dosage with
olsalazine [Dipentum (D)] and one controlled release mesalazine preparation
[Salofalk (S)] in patients with inactive ulcerative colitis.

Fifteen patients (12 M/3 F, age: 18-70 y) with ulcerative colitis in endo-
scopically confirmed remission for at least one month were given seven-day
courses of D (1.0 g/day) and S (1.5 g/day) in an open randomized, cross-over
design without a wash out period prior or between treatments. A morning
predose plasma sample and a 24 hour urine collection on day 6 and 7 of each
course were obtained from all patients and analyzed for 5-ASA and acetyl-5-
ASA (Ac-5-ASA) by high performance liquid chromatography (HPLC). All anal-
ysis were performed blindly on coded samples.

Treatment with S compared to D gave significantly higher levels of 5-ASA
and Ac-5-ASA in plasma and urine. The ratio S/D in plasma and urine are pre-
sented below

Variable Point estimate 95% lower P value
confidence limit

5-ASA in plasma 9.83 5.43 <i0-4
Ac-5-ASA in plasma 5.20 3.75 <10-4
5-ASA in urine/24 hrs 39.07 28.27 <10-4
Ac-5-ASA in urine/24 hrs 3.87 3.15 <10-4
Total 5-ASA in urine/24 hrs 5.03 4.10 <10-4
Equimolar total 5-ASA in urine(%) 2.97 2.42 <lo-4

Mean (range) concentrations after S and D treatment were a) in plasma
(ltmol/l) - 5-ASA: 5.91 (0.16-18.95) and 0.36 (0.067-0.875) and Ac-5-ASA:
9.36 (1.65-20.15) and 1.71 (0.46-3.30), b) in urine/24 hrs (j.mol) - 5-ASA:
1451 (701-3150) and 46 (9-129), Ac-5-ASA: 4022 (3013-5650) and 1 1 17 (430-
2164) and total 5-ASA: 5473 (3714-8801) and 1 163 (439-2234) and c) in urine
(% of given dose)- equimolar total 5-ASA: 56 (38-90) and 20 (8-39) respec-
tively.

In conclusion: 1. Systemic 5-ASA load is significantly higher in patients
with inactive ulcerative colitis treated with Salofalk than with Dipentum, 2.
Extremely high levels of 5-ASA and Ac-5-ASA in plasma and urine were de-
tected in some patients on Salofalk treatment, 3. No overlapping in range of 5-
ASA and Ac-5-ASA urine concentrations after Salofalk and Dipentum courses
was observed and 4. Lower systemic absorption of 5-ASA during olsalazine
treatment may have long-term safety implications.

5581Comparison of Immunohistochemistry and Histology
for the Diagnosis of Hellcobacter pylorl Infection After
Treatment

E. Navratil 1, J.-C. Soule2, M. Rousseau3, V. Sallerin4, F. Megraud 5
L. Brejeaud 1, S. Tessiore 1, D. Henin 1, J.-F. Flejou 1. 1 Institute of Pathology,
H6pital Beaujon, 92 Clichy; 2 H6pital Louis Mourier, 92 Colombes;
3 INBIOMED Lyon; 4 Laboratoires Houde, 92 Puteaux; 5 Bordeaux, France

There is no consensus on the best method to diagnose Helicobacter pylori
(H. pylori) infection especially in the post treatment period.

The aim of this study was to compare the value of immunohistochemitry
(IHC) and histology for the diagnosis of H. pylori infection after treatment.

Material and methods: 86 H. pylori infected patients (positive urease test
and histology) were treated during four weeks (Lansoprazole D1-D28 + one
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or two antibiotics D1 -D 14). At day 56, all patients were evaluated for the pres-
ence of H. pylori: they had two antral and two fundic biopsies for histology
(using HE and cresyl violet stains) and for IHC (using a polyclonal antibody,
DAKO: B0471), one antral biopsy for culture, one antral biopsy for polymerase
chain reaction (PCR) and a C13 urea breath test.

Results: - IHC was positive in 27 cases and negative in 59 cases. - Histol-
ogy was positive in 28 cases and negative in 58 cases.

- In 83 cases, IHC and histology gave concordant results.
- Two patients had positive histology and negative IHC, and one patient

had negative histology and positive IHC. In these three cases, culture, PCR
and C13 urea breath test were positive.

Conclusion. Histological examination is specific (100%) and sensitive
(96%) for the diagnosis of persistant H. pylori infection after treatment. IHC
allows to arise the sensitivity level to 100%. IHC could be useful after treat-
ment to assert H. pylori eradication, when histology is negative.

55 Effect of Fedotozine on Gastric Nociception Assessed
by a Reflexologic Technique

D. Bouhassira, B. Coffin, R. Chollet, B. Fraitag, J. Geneve, J.C. Wilier, R. Jian.
INSERM U290 & U16 1, Hopital Saint-Louis and Institut de Recherche
Jouveinal, Fresnes, France

Fedotozine, a peripheral K agonist, has been shown to increase discomfort
threshold to gastric distension. The aim of this study was to assess this ef-
fect with a reflexologic technique, based on the inhibition of a spinal cutaneo-
muscular flexion reflex (Rill), that allows an accurate and objective evaluation
of visceral nociception and does not involve suprathalamic structures or non-
specific emotional or stressful reactions (1).

Methods. 10 healthy subjects received, for 1 week, fedotozine (F, 30 mg
tid) and placebo (P) in a randomized, double-blind, cross-over study. Exper-
iments were performed before (basal) and at the end (day 7) of each ther-
apeutic sequence. Rill was continuously elicited by electrical stimulation of
the sural nerve and recorded from the ipsilateral biceps femoris muscle. Iso-
volumic gastric distensions (1000 mL) were done with an electronic barostat
during 3 min. Results (lm ± SD) were evaluated by a 3 way analysis of vari-
ance.

Results.
Rili intensity (percentage of basal values)

Placebo sequence

Basal(BP) Placebo (P)
Fedotozine sequence
Basal (BF) Fedotozine (F)

lstmin 49±16 51±21 46:±18 72±38*
2nd min 380 10 51 ± 19 36 ± 20 60 ± 31`
3rd min 47 ± 16 62 ± 15 41 ± 15 56 ± 31

p = 0.008 vs BP BF, P; --p = 0.012 vs BP and BF

Fedotozine significantly decreased Rill inhibition, but this effect was lim-
ited to the first minute of the distension period.

Conclusion. These results confirm that fedotozine decreases gastric no-
ciception by acting on the visceral afferent pathway. They show that, under
experimental conditions used presently, its effect is limited to the induction
of nociception. These results illustrate the interest of Rill technique to assess
pharmacological action of drugs on visceral sensitivity. (1) Bouhassira et al,
Gastroenterology, 1994, 107, 985-992.

Clostridilim Difficile Toxin a in Pseudomembranous
Colitis (PMC), Inflammatory Bowel Disease (IBD) and
Chronic and Acute Diarrhoea (CD, AD)

K. Kossa, K. Adrych, A. Samet, A. Kryszewski. Gastroenterology Clinic,
Dept. of Clinical Bacteriology, Medical University of Gdansk, Poland

Strains of C. difficile that produce toxins detectable in the stool have been
identified as the major cause of colitis in patients with antibiotic-associated
diarrhoea. We determined the presence of the toxin A of Cl. difficile with
enzyme-linked fluorescent immunoassay (ELFA) in stool samples from 127
patients aged 17-72 with preliminary diagnosis of PMC, IBD, CD and AD. All
patients had bowel frequency higher than six times per 36 hours. Results are
presented below:

Preliminary diagnosis Number of cases Presence of toxin A l%l
PMC 22 (45.0)
IBD 44 (25.0)
CD 51 (20.0)
AD 10 (20.0)

The drugs implicated most commonly in C. difficile enteritis were aug-
mentin, ampicillin, clindamycine and cefalosporins. 40% of patients with con-
firmed presence of toxin A of C. difficile were without antibiotics treatment.

The Cl. difficile toxin A ELFA is a sensitive, specific and quick method,
what has been confirmed by other investigators. The presence of toxin A of
C. difficile was not only diagnosed in patients with PMC but also in the other
groups of examined patients. Low frequency of toxin A of C. difficile in pa-
tients with PMS could be explained by the fact that some of this patients were
treated with appropriate antibiotics, before the stool samples were taken for
the laboratory investigation.

i566 Effect of Drugs Used in Inflammatory Bowel Disease on
Generation of Cytokine mRNA in Peripheral Blood
Monocytes and a Monocyte-Macrophage Cell Line

K. Kossa, A.C. Selden, H.J.F. Hodgson, K. Kryszewski. Gastroenterology
Clinic, Medical University of Gdarhsk, Poland; Dept of Medicine, Royal
Postgraduate Medical School, Hammersmith Hospital, London, UK

Pro-inflammatorycytokines, often monocyte-macrophage derived, are impor-
tant mediators of inflammation in ulcerative colitis and Crohn's disease. Cor-
ticosteroids and 5-amino salicylates reduce release of cytokines from mono-
cytes, although sulphasalazine may enhance some cytokine production; this
study investigated these events at the molecular level, by assessment of the
changes in RNA transcription induced by therapeutic drugs in cultured mono-
cytes in vitro. 2 x 1 06 LPS stimulated peripheral blood monocytes, ora similar
number of cells from the monocyte-macrophage cell line U937 were cultured
with prednisolone (10-8 to 10-4 M), 5-amino salicylic acid (10-6 to 10-3 M),
salazopyrine (10-6 to 10-3 M), and sulphapyridine (10-5 to 10-3 M) for 24
hours. Total RNA was extracted, and Northern analysis performed for iL1p,
IL6, and TGFf.

For IL1P and IL6, doses of prednisolone at 10-7 M orgreater resulted in a
striking decrease of expression of mRNA. 5-aminosalicylic acid and salazopy-
rine also reduced IL lf and IL 6 mRNA production, although to a lesser extent.
At the highest dose tested, sulphapyridine was associated with enhancement
of expresiosion of these cytocines. In contrast, the expression of TGFff mRNA
was unaffected by any of the drugs including prednisolone. Thus the effects
of anti-inflammatory drugs utilised in inflammatory bowel disease are com-
plex. Whilst modulation of IL1 ,f and IL6 may be largely transcriptional, effects
of drugs on TGFfi production probably reflect post-transcriptional events.

5 Previous Appendectomy and Smoking as Preventive
Factors in Ulcerative Colitis

P Milkiewicz, R. Kosik, Z. Szymanski, H. Kordecki, J. Mietkiewski. Dept. of
Gastroenterology, M. Curie Hospital, Szczecin, Poland

The etiology of ulcerative colitis (uc) remains unknown. Among several areas
of suggested pathological importance the disturbances in balance of colonic
immunological factors like T helper and T supressor cells are taken into con-
sideration. Since the appendix is mostly T helper organ a previous appen-
dectomy may potentially play a preventive role in uc (Gastroenterology 1994,
106, 1251-53).

The aim of this study was to estimate the prevalence of previous appen-
dectomy in patients suffering from uc diagnosed in our Endoscopy Unit. Ad-
ditionally we have evaluated their smoking habits. Sixty three patients (28
male, 35 female, mean age 47.5) with endoscopically detected and in ma-
jority of cases confirmed by histopathologic examination uc included to our
study. The control group (33 male, 39 female, mean age 43) consisted of 72
patients admitted to Traumaology and Surgery Dept. of our hospital.

Only 2 patients (3%) from the uc group compared to 18 (25%) of the con-
trol group had undergone appendectomy. In both cases it was respectively
5 and 14 years before first symptoms of uc had started. The difference is
statistically significant (p = 0.0009, x2 = 1 1.1).

Considering the smoking habits 10 uc patients (16%) claimed to have
smoked at least one year before the onset of the disease as compared to 43
patients (60%) of the control group. The difference is also statistically signifi-
cant (p = 0.00001, x2 = 17.36). The relative risk of uc developing in subjects
who have undergone an appendectomy is 10.2 times lower relative to the risk
of uc developing in subjects with appendix in place (x2 = 11.1 p = 0.0009).
We conclude that previous appendectomy as well as a history of smoking

may play an important role in prevention of uc.

[3 Anal Sphincter Repair Improves Anorectal Function and
Endosonographic Image

R.J.F. Felt-Bersma, M.A. Cuesta. Dept of Surgery and Gastroenterology, Free
University Hospital, Amsterdam, The Netherlands

Sphincter defects after surgical or obstetric trauma can cause fecal inconti-
nence by damaging the anal sphincters. The aim of this study was to inves-
tigate the effect of anal sphincter repair on continence and correlate these
changes with anal endosonography and anal manometry.

Eighteen patients (7 male, 11 female) were studied before and after
sphincter repair with endosonography and anal manometry. The cause of the
fecal incontinence was obstetric trauma (7), surgical trauma (7), both (3) and
impalement injury (1). Five patients had previous surgery. Ten patients had
fecal incontinence and fecal soiling (= liquid discharge), 5 had fecal incon-
tinence and 3 had fecal soiling. Three of the 18 patients had liquid feces.
Pre-operative endosonography showed a defect of both sphincters in 9 pa-
tients, a defect of the external anal sphincter in 5 patients and a defect of the
internal anal sphincter in 4 patients. Defects of the sphincters were treated
by overlapping sphincter repair.

Postoperative clinical result was graded subjective (S) (patients view) and
objective (0) (frequency of incontinence). There was a discrepancy in 3 pa-
tients. Coding for S, 13 (72%) patients became continent or improved, in 5
(28%) patients the complaints were unaltered (S). For 0 these figures were
12 (67%) and 6 (33%). Endosonography was coded according to the size of
the defect and scars. Images had improved in 14 (77%) patients:defects of
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the sphincters had (almost) disappeared (4) or were smaller (10). In the other
4 patients the defects were still large. In two patients the overlapping of the
muscle was clearly visible with anal endosonography. The clinical result (S
and 0) of the sphincter repair correlated with the changes in anal endosonog-
raphy (S RO.64, p < 0.004, 0 RO.51, p = 0.03) and anal manometry (S RO.54,
p = 0.038, 0 n.s).

In Conclusion: In 77% of our patients after sphincter repair the endosono-
graphic sphincter defect had diminish or disappeared. A coding for en-

dosonographic sphincter scars and defects is presented. There was a good
correlation between the clinical effect of the sphincter repair with anal en-
dosonography and anal manometry. Post-operative persistent incontinence
is due to remaining sphincter defects. Another attempt or another surgical
technique should be considered.

Evaluation by Limiting Dilution Polymerase Chain
Reaction (PCR) of Hepatitis B Virus DNA (HBV-DNA)
Decrease In a Double Blind Randomised Six Month Trial
of Lamivudine for Chronic Hepatitis B: Implications for
the Use in HBV-DNA Positive Liver Transplant
Recipients

R.A. de Man 1, H.G.M. Niesters 1, J. Fevery2, J. Main 3, F. Nevens2
SW. Schalm 1, H.C. Thomas3, D.L. Tyrell4. 1 UniversityHospital Rotterdam,
the Netherlands,' 2 University Hospital Leuven, Belgium; 3 St. Mary's Hospital
Medical School, London, England; 4 University of Alberta, Alberta, Canada
Lamivudine, the (-)enantiomer of 3'-thiacytidine, a 2'3'-dideoxynucleoside
was reported last year to inhibit HBV-DNA in patients treated for one month
with doses ranging 5 to 600 mg/day. To pursue these findings we studied in a
randomised double blind study 51 stable HBeAg (+) patients. They received
oral doses of 25, 100 and 300 mg Lamivudine daily for 24 weeks. Eligible
participants had to have HBsAg in serum over 6 months, HBV DNA over 10
pg/ml (Abbott) and ALT < 300 IUA. The number of HBV-DNA genome equiv-
alents was estimated by limiting dilution PCR in comparison to the validated
Eurohep standard in patients becoming not detectable in the Abbott assay.
Appropriate control samples were included during sample preparation and
pcr procedure. All assays were performed in duplo. The detection limit of the
assay is 103 genome eq/ml. PCR results are presented as log transformed
data.

Dose group

25mg 100mg 300mg
Number patients/PCR tested 16/9 16114 19117
Age (years, mean, range) 35.6 (17-64) 34.4 (17-65) 35.7 (17-61)
Sex (male/female) 10/6 13/3 1316
Baseline ALT (mean, range, IUI) 71 (15-130) 77 (20-184) 91 (23-352)
Week 0 PCR (mean genome eq/mI) 6.9 7.1 7.3
Week 12 PCR (mean genome eq/ml) 4.3 3.6 3.4
Week 24 PCR (mean genome eq/mlI) 3.2 3.2 2.8
Week 24 not detectable PCR (%) 22 36 41

These results show a significant decrease in all dosage groups particularly
in the 100 and 300 mg groups. In conclusion, Lamivudine may become an
important drug to reduce HBV viraemia in HBV-DNA positive patients before
liver transplantation. Subsequent studies to evaluate this application as well
as the use in patients with re-infected liver allografts have started.

jIs Lansoprazole 30 mg as Effective as Omeprazole 40
mg in the Treatment of Acute Reflux Oesophagitis Grade
11, Ili and IVA? Results of a Dutch Multicenter Study

W. Dekker1, C.J.J. Mulder2 and the Study Group. 1 Dept. of Internal
Medicine, Kennemer Gasthuis, Haarlem, the Netherlands; 2 Dept. of
Gastroenterology, Rijnstate Hospital, Arnhem

Lansoprazole 30 mg o.d. has been shown to be highly effective in healing
reflux oesophagitis. Omeprazole in higher doses is widely used in patients
with severe reflux oesophagitis. In this double-blind, randomized, multicenter
study the efficacy and safety of lansoprazole 30 mg o.d. (LAN30) and omepra-

zole 40mg o.d. (OME40) in the treatment of moderate (Savary-Miller grade 11)
as well as severe reflux oesophagitis (grade I11/lVa) were compared. The pri-
mary criterion of efficacy, healing, was defined as complete re-epithelization
of the erosions. Endoscopy was performed on admission, after 4 weeks and
after 8 weeks if the patient was not healed after 4 weeks. The secondary cri-
terion of efficacy, symptom relief, was determined by symptom assessments
at the same time points. Safety was evaluated by determining the incidence
of adverse events. Two-hundred-eleven patients (LAN30: 106; OME40: 105)
were enrolled and 184 patients (LAN30: 93; OME40:91) were evaluable for
the per-protocol analysis. No differences in demographic profile, risk factors
and severity of disease between patient populations were observed (overall:
mean age 55 years, range 18-86; grade 11: 69%, grade Ill/IVa: 31%).

The overall healing rate as determined by the per-protocol analysis was

95.7% in the LAN30 group and 93.4% in the OME40 group. After 4 weeks
treatment, the healing rate in the LAN30 group was 86.2% and in the OME40
group 79.6%. There was no statistically significant difference in healing rates
after 4 weeks and in the overall healing rates between the LAN30 and the
OME40 group (Fisher's exact test). Overall symptom relief at 4 weeks as

well as 8 weeks did not differ significantly between the treatment groups.
No difference in the incidence of adverse events was observed between the
groups.

Conclusion: This study shows that treatment of patients with reflux oe-
sophagitis grade 11, Ill or IVa with lansoprazole 30 mg o.d. is as effective as
omeprazole 40 mg o.d. with respect to healing as well as symptom relief.

5 High Frequency of Coeliac Disease in Down's
Syndrome

E.K. George 1, M.L. Mearin 1, J. Bouquet2, B.M.E. von Blomberg3,
S.O. Stapel 4, R.M. van Elburg 5, E.A. de Graaf 6. 1 Dept. of Pediatrics,
University Hospital Leiden, The Netherlands, 2 Sophia Children's Hospital
Rotterdam, The Netherlands, 3 Free University Hospital, The Netherlands;
4 Central Laboratory for Blood transfusion, Amsterdam, The Netherlands;
5 Beatrix Children's Hospital Groningen, The Netherlands,. 6 Dutch Down's
Syndrome Foundation, the Netherlands

The frequency of coeliac disease (CD) in Down's syndrome (DS) has been
reported to be 1-4%. The incidence of childhood CD in The Netherlands is
1 :2200 live births. We screened 115 Dutch children with DS for CD sero-
logically by measuring the IgA-class of antigliadin- (AGA), antiendomysium-
(EmA) and antireticulin (ARA) antibodies, and functionally by using a lactu-
lose/mannitol test (LM) to study their intestinal permeability. In case of at
least 1 positive test, a jejunal biopsy for diagnosis of CD was offered. Of the
115 children screened, 43 (37.4%) had at least 1 positive screening test. 34
Children underwent a jejunal biopsy, 8 of them had villous atrophy. Elevated
numbers of intraepithelial yA T-cells (IELy8TCR), characteristic for CD, were
found in all 7 biopsies with flat mucosa in which immunotyping could be
done.
Abnormal results

AGA EmA ARA LM Biopsy IELy5- HLA-
(n = 34) TCR* D02

non-CD 26 0 0 15 0 0 not
n = 107 (23.0%) (13.3%) (n = 23) done
CD 7 7 5 5 8 7 7
n = 8 (7.0%) (n = 7) (n = 7

*>2 per 100 epithelial cells.

We have found a frequency of CD in DS of 7.0%. Concerning the screening
methods, we found a specificity and positive predictive value of 100% for
both EmA and ARA. However, ARA were in 3 cases false-negative. AGA and
LM were surprisingly often false-positive, resulting in a low specificity for
both. Considering the high frequency of CD in DS found in our study (1 in 14),
we think that all persons with DS should be screened for CD, using at least
EmA.

579 Gastro-oesophageal Reflux Disease (GORD) in Severely
Mentally Handicapped

C.J.M. Bohmer 1.2, M.C. Niezen-de Boer 1, E.C. Klinkenberg-Knol 2,
J. Nadorp,' S.G.M. Meuwissen 2 1 Bartimeus, Zeist, The Netherlands;
2Antonius Hosp, Nieuwegein, The Netherlands;, Free Univ Hosp,
Amsterdam, The Netherlands

We investigated the prevalence of GORD in the complete population of 211
severely retarded persons. 138 inhabitants (77 men, 61 women; mean age
29.8 yrs, range: 11-45) had an 10 < 30, while in 73 (42 men, 30 women;
mean age 30.2 yrs, range: 13-62) the 10 was between 30 and 50. GORD was
suspected clinically in 38 patients. At endoscopy reflux oesophagitis (RO)
was established in 25 of 38 patients (65.8%), 9 (36%) grade 1, 6 (24%) gr. ll,
6 (24%) gr. Ill and 4 (16%) gr. IV RO (Savary-Miller). Complicated GORD was
present in 5 of 25 (20%) patients: 3 with Barrett's oesophagus and 2 with
peptic strictures.

All 25 were scored for predisponating factors and compared with all reg-
istrated instituted mentally handicapped (controls): 17 of 25 (68%) were non-
ambulant (p = 0.0075), 15 (60%) had scoliosis (ns), 17 (68%) suffered from
constipation (p = 0.001), while 23 (92%) showed an IQ < 30 (p = 0.006). Char-
acteristic reflux symptoms such as vomiting were found in 16 of 25 (64%, p
< 0.0001), haematemesis in 8 (20%, p = 0.002), iron deficiency anaemia in 8
(20%, ns), rumination in 11 (44%, p < 0.0001) and changed behaviour in 16
(64%) patients in comparison with controls. 4 of 25 (16%) underwent antire-
flux surgery, of whom 3 successfully. 21 (84%) were treated medically: 1 with
cisapride, 1 with antacids, 16 with H2-blockers, and 3 with omeprazole. After
long-term medical treatment of mean 38.6 months (range: 3-96) only the 3
patients on omeprazole therapy remained symptom free. All other patients
showed no significant change of symptoms.

In conclusion: In this group of severely mentally retarded patients RO was
diagnosed frequently, and of severe degree. Severely mentally handicapped,
with RO at endoscopy, showed significant more "reflux symptoms" than men-
tally retarded controls. More studies concerning the prevalence, predisponat-
ing factors, symptoms, and particularly, effective treatment of this largely ne-
glected patient group is certainly needed.
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[ Is There any Association Between Helicobacter pylori
Infection and Reflux Esophagitis?

D. Boixeda, J.P Gisbert, R. Cant6n, I. Alvarez Baleriola, E. Sanz, C. Martin de
Argila. Servicio de Gastroenterologia, Hospital "Ram6n y Cajal'; Madrid,
Spain

Purpose: To describe the prevalence of H. pylori infection in patients with re-

flux esophagitis, and compare it with that in patients with normal endoscopy.
Methods: Fifty-five patients with endoscopic peptic esophagitis and 55

symptomatic patients with normal endoscopy were studied. Age and sex dis-
tribution was similar in both groups. At endoscopy biopsy specimens were

taken from gastric antrum and body (H&E, Gram stain and culture).
Results: H. pyloriwas found in 74.5% (95% Cl = 62-84%) of patients with

reflux esophagitis, and in 76.4% (Cl = 64-86%) of cases with normal en-

doscopy (a non-significant difference). In patients with esophagitis and H. py-
lori infection normal histologic antral mucosa was observed in 7.3% of cases
(Cl = 2.5-19.4%). In patients with normal endoscopy the corresponding fig-
ure was 4.8% (Cl = 1.3-15.8%) (a non-significant difference). At gastric body
from infected patients the percentages of patients with normal histologic mu-
cosa was 29.3% (n = 12) and 23.8% (n = 10), in both groups respectively.

Conclusion: The prevalence of H. pylori infection in patients with reflux
esophagitis was 74.5%, and no difference was observed when comparing
with infection rate in patients with normal endoscopy (76.4%). Therefore, a

non-significant association was found between this esophageal disorder and
H. pylori infection.

585 Disappointing Results of Omeprazole Plus Amoxycillin
In Eradicating H. pylori Infection in a Mediterranean
Country

J.P Gisbert, D. Boixeda, I. Alvarez, C. Martin, J.1. Per Garcia 1, M. Garcia.
Garcia Plaza A. Servicio de Gastroenterologia, Madrid, Spain; 1 Hospital
Ram6n y Cajal, y Hospital de la Princesa, Madrid, Spain

Purpose: Omeprazole plus amoxycillin therapy has been described to reach
high eradication rates of H. pylori (HP). However, there are also reports with
disappointing results. Our purpose was to know the efficacy of this therapy
regimen in duodenal ulcer patients.

Methods: Twenty-nine patients with active duodenal ulcer and HP infec-
tion were studied (mean age 46 yrs; 66% males). Biopsy specimens from
gastric antrum and body were taken (H&E). A 13C-Urea breath test was also
performed. Patients were treated with omeprazole (20 mg bid, 2 wks) and
amoxycillin (1 gr bid, 2 wks). Three patients had received pre-treatment with
omeprazole for the 2 wks prior to endoscopy. Patients were investigated en-

doscopically one month after completing therapy (antrum and body biopsies),
and a repeat breath test was also performed at that moment. Eradication was
defined as the absence of HP infection both by histological and breath test
methods.

Results: Eradication was achieved in 17% of cases (n = 5; 95%CI = 8-
35%). No patient who had received pre-treatment with omeprazole (n = 3)
had the organism eradicated. The Corresponding healing rates for success-

ful and failure therapy were 100% and 46% (P < 0.05). An improvement on

antral active chronic gastritis was observed after HP eradication (from 100%
to 20%; P < 0.05). No histological changes were observed when eradica-
tion failed. Compliance was good in all cases. No adverse effects were ob-
served.

Conclusion: In our experience omeprazole + amoxycillin had a low efficacy
in the eradication of HP Additional studies are necessary to determine factors
influencing on the success of such therapy.

Prevention of Recurrent Hemorrhage from Peptic Ulcer
Disease Associated to Helicobacter pylorn. Reinfection
Rate During a Year Period

C. Santander, R.G. Gravalos, A.G. Cedenilla, J.M. Pajares. Gastroenterology
Department, Hospital Universitario de La Princesa, Madrid, Spain
Helicobacter pylori (HP) eradication prevents peptic ulcer recurrence. Our aim
was to assess the effectiveness of HP eradication in preventing rebleeding in
patients who initially showed upper gastrointestinal hemorrhage from peptic
ulcer.

Patients and methods: 125 consecutive patients (mean age: 61.2; M/F:
83/42) presenting a first episode of major upper gastrointestinal hemorrhage
from H. pylori-positive ulcer disease (22 gastric ulcers and 103 duodenal ul-
cers) were included. Patients who had previously undergone gastric surgery,
or had taken corticosteroids, antiinflammatory drugs, or antibiotics in the
eight weeks before entry were excluded. HP infection was diagnosed when
at least two of the following tests were positive: histologic examination of
antral biopsy specimens in frozen tissue sections on H-E and/or Giemsa, rapid
urease test (Jatrox) on antral samples and/or 13C-urea breath test. After the
acute phase of bleeding patients were allocated into two treatment groups:
Eradication therapy, 84 patients, in one of the following three regimes, A.
Amoxicillin 500 mg tid for 10 days + Omeprazole 20 mg bid for 30 days, B.
Claryhromycin 500 mg tid for 12 days + Omeprazole 20 mg bid for 30 days,
or C. Amoxicillin 500 mg tid for 10 days + Metronidazole 500 mg tid for 10
days + Colloidal Bismuth Subcitrate 240 mg bid for 30 days. If HP infection
recurred, a second course of eradication therapy was given. Long-term main-

tenance treatment, 41 patients randomly allocated to either Omeprazole 20
mg once a day or Ranitidine 150 mg once a day for one year.

Recrudescence was defined as the revival of HP infection after 4-6 weeks
ending therapy, demonstrated by 13C-urea breath test; and Reinfection as the
new HP infection after a year period of the eradication 13C-urea breath test).
Mean follow-up: 2.12 years. Statistical analysis: Chi-square test and Yates
correction.

Results:

Therapy No. Recrudescence Reinfection Ulcer relapse Rebleeding
Eradication 84 18/84 (21.4%) 3/84 (3.5%) 6/84 (7.140/) 2/84 (2.3Yo)
Maintenance 41 13/41 (31.79% 5/41 (12.1l)

p < 0.001 p < 0.1

Conclusions: (1) H. pylori eradication reduces peptic ulcer recurrence and
rebleeding in ulcer disease. (2) HP eradication therapy is more effective in
preventing recurrent bleeding from ulcer disease than long-term maintenance
therapy. (3) HP reinfection rate is 3.5% during a year period.

592 In Vivo IGA Coating of Anaerobic Bacteria in Human
Feces

L.A. van der Waaij, PC. Limburg. G. Mesander, D. van der Waaij. Dpts. of
Medical Microbiology and Internal Medicine, University Hospital Groningen,
The Netherlands

The bacterial flora in the human colon, though extremely diverse, has a sta-
ble composition and is predominated 1>99.9%) by non-infectious anaerobic
bacteria. The flora forms a pool of numerous different antigens separated
from mucosal immunocompetent cells by just a single layer of epithelial cells.
However, despite of this thin barrier, the colonic mucosa is physiologically
only mildly inflamed. In the current opinion mucosal secretion of IgA is im-
portant in the prevention of inflammation. Secretory IgA may inhibit antigen
penetration into the mucosa and may prevent local activation of comple-
ment. Here, we studied the in vivo IgA coating of anaerobic bacteria in human
feces.

By flow cytometry analysis the in vivo IgA coating of anaerobic bacteria in
fecal samples of 22 healthy human volunteers was determined. In a previous
study by our group, flow cytometry analysis of fecal bacteria has been found
to be a very sensitive method to detect immunoglobulins on fecal bacteria.

With this new technique we show that in vivo only ±45% (range 24-74%)
of the (anaerobic) bacteria are coated with IgA.

An important conclusion that can be drawn from these data is that coat-
ing with IgA is not the only mechanism that prevents mucosal inflammation.
We hypothesize that immunological non-responsiveness to most antigens of
anaerobic bacteria may be another, and even more effective, mechanism.

i551 Re-defining Abdominal Syndromes: Results from a
Population Based Study

L. Kay, T. Jorgensen. The Glostrup Population Studies, Glostrup County
Hospital, Surgical Department K, Bispebjerg Hospital, Copenhagen,
Denmark

The present study was undertaken with the aim to re-define abdominal syn-
dromes, by finding statistical support for which combination of symptoms
that occur together more often than could be expected by chance. The study
population was a sex and age stratified random sample of 4,851 subjects
drawn from the National Civil Registration System among 330.000 inhabitants
living in the western part of Glostrup County. Eligible subjects were invited for
an interview concerning abdominal symptoms. After five years participants
were reinvited for an identical study. The participation rate was 79% for the
first and 85% for the second study. It was found that independent of age,
sex and time, the following three definitions describe subjects with symp-
toms, occurring together more often than could be expected by chance: 1)
subjects who stated that they often experienced both abdominal pain disten-
sion, and in addition either borborygmi or altering stool consistency; 2) sub-
ject who stated that they often experienced all of the following: abdominal
pain, heartburn and acid regurgitation; and 3) subjects who stated that they
often experience both abdominal pain and nausea. It is suggested that these
three definitions are used as standards for Irritable Bowel Syndrome, Upper
Dyspepsia-heartburn type and Upper Dyspepsia-nausea type, respectively.

E5971A New Manometric Method for Studying Lower
Esophageal Sphincter Relaxation

K. Aksglade, P Funch-Jensen, P Thommesen. Dept of Radiology R and
Dept. of Gastroenterol. Surgery L, Aarhus Kommunehospital; Hvidovre
Hospital, Aarhus and Copenhagen, Denmark

Introduction: The manometric diagnosis of achalasia involves the demonstra-
tion of absent or incomplete lower esophageal sphincter (LES) relaxation.
This may be difficult to interpret at a standard manometric investigation due
to movement of the esophagus during swallowing.

Consequently the aim of the present study was to evaluate the diagnostic
value of a new method, where incomplete LES relaxation is identified by an
increase in esophageal body baseline pressure during swilling.
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Materialand methods: A prospective trial comprising 186 consecutive pa-
tients (93 women, 93 men) with a median age of 44 years (range 14-85),
without previous esophageal or gastric surgery. Manometric recording was
performed simultaneously 5, 10. and 15 cm above the LES employing a hy-
draulic capillary infusion system during swilling of 180 cc liquid.

The results were compared with the clinical classification according to
videoradiology, upper endoscopy, and standard manometry.

Results: An increase in baseline pressure was clearly noticed in all the
patients with achalasia, who were able to swill (14 out of 17. Three patients
had discomfort and were unable to swill). Furthermore, one patient with a
severe esophageal stricture showed the same pattern.

Conclusion: Manometric recording of an increase in esophageal body
baseline pressure during swilling is a reliable method when determining in-
complete LES relaxation, provided that the patient is able to co-operate, and
that no gross morphologic abnormalities are present.

600 Efficacy of Nizatidine, Clarithromycine, Bismuth
Subcitricum Therapy for Helicobacter pylori Eradication
in Duodenal Ulcer Patients

J. Papp, L. Juhasz, L. Lakatos. J. Lonovits, I. Sz6kely, F. Tarnok, Zs. Tulassay.
T. Varkonyi. Multicenter Study in Hungary
Aim of the study: To evaluate the efficacy of a triple drug therapy including
nizatidine (NIZ), clarithromycin (CL), and colloidal bismuth subcitrate (81) for
eradication of Helicobacter pylori (Hp) in patients (pts) with duodenal ulcer
(du).

Patients and methods: 80 consecutive Hp. positive du pts were assigned
to receive NIZ 300 mg bid/2 weeks and afterwards 300 mg od/4 wks and CL
500 mg bid/plus 81 120 mg qid during the first two weeks in an open multicen-
ter uncontrolled study. Endoscopy was performed before and after the 6 wk
treatment. The presence of Hp. was assessed in antrum and corpus biopsies
by urease test and histology. Complains of the pts, compliance concerning
the intake of the study drugs and adverse events were also documented.

Results: 74 pts (45 M/29 F, mean age 45.9 y) complied the study. All but
two pts 72/74 (97%) healed till the 6 wk control endoscopy. Hp. eradication
was successful in 68174 (92%). The "intend-to-treat"success rate were 91%
and 85% respectively. Neither the ulcer healing, nor the Hp eradication had
any relation to the ulcer size, smoking habits, the duration of history, the pre-
vious treatment with H2 blokkers, proton pump inhibitor or antibiotics. In 1 pt
we registered clarithromycin allergy otherwise there was no significant side
effect. The study drugs were well tolerated.

Conclusion: CL and 81 in combination with NIZ is effective in DU healing
and it is able to eradicate Hp.

6 Plasma Gonadal Hormones Levels in Ulcerative Colitis
A.A. Gidayatov, E.G. lsaev, V.A. Gidayatova. Azerbaijan Medical University,
Baku, Azerbaijan
Much is still unknown about the etiology 6 pathogenesis of ulcerative colitis
(UC). The present work deals with the results of the study of the concen-
tration of the gonadotrophic (follicule stimulating hormone-FSH & luteinizing
hormone-LH) & sexual (testesteron-T & estradiol-E) hormones in 42 males with
UC diagnosticated radiologically, endoscopically, histologically. The control
group consisted of 22 healthy persons of the same sex & age.

Methods. The levels of hormones were determined by RIA.
Results. In the patients at the acute stage of UC the T levels were consid-

erably decreased (P < 0.001). The E concentration was significantly high (P
< 0.01). Levels of FSH & LH were also elevated in patients (P < 0.05). The
most marked changes of the hormones content (especially E) were found in
the patients with the severe cours of the disease.

Thus, the marked changes of hypophysial-gonadal system in the males
with UC were observed, which are characterized by the increase of secretion
of hypophysial hormones, intensification of estrogenic & weakening of andro-
genic activity of sexual glands, that is of certain importance for the pathogen-
esis of this disease.

6 Changes of Gastrointestinal Tract of the Children in
Radioactive Area

T.V. Matkovskaya, N.N. llienskih, G.A. Suhanova, V.V. Klimov, S.A. Horeva,
O.O. Kaminskii, V.D. Checkcheeva, TI. Selitskaya, E.B. Kravetz. Siberian
Medical University, Tomsk, Russia

213 children and teenagers at the age of 6-17 years from the radioactive area
after the accident in April, 1993 and 73 children from ecologically secure area
were examined. 4 children dead during 1.5 years after the accident.

Clinical, genetical (level of chromosome aberrations in T-lymphocytes, ac-
tivity of DNA-reparative systems in limphocytes), immunological, radioim-
munological (T3, T4 cortisol), biochemical research were being carried on.

At once after the accident the predominent complaints were connected
with nausea, vomiting, headache, sleepiness, weakness, loose stool. In 6-
7 months dynamics of complaints accured. During the primary examination
97.1% of children had changes of gastrointestinal tract. 52.8% had damage
of a nervous system, 28% had damage of a thyroidgland. The examination
of 30 children under clynical condition increased the earlier defined level of

damage. Genetic, immunological, harmonal, biochemical data confirmed the
gravity of damage in the gastrointestinal tract, the nervous system and the
thyroidgland of these children.

Thus the explosion at the pentonium plant showed the damage of a num-
ber of organ among most of children.

6 Antiulcerogenic Action of Stress-induced
Corticosteroids are Provided by Maintenance of Gastric
Blood Flow

A.A. Filaretov, L.P Filaretova, Yul Levkovich. Pavlov Institute of Physiology,
St. Petersburg, Russia

Our previous results show that corticosteroids released in response to stress
protect gastric mucosa against stress-induced ulceration. The present study
was conducted to clarify whether gastric microcirculation is involved in the
mechanism by which the corticosteroids protect gastric mucosa.

Intravital microfilming by means of dark-field contact epiobjective was
used for estimation of gastric blood flow in microvessels of submucosa and
muscular coat and diameters of mucosal microvessels. Microvascular vol-
ume blood flow velocity was calculated from measurements of red cell ve-
locity and vessel diameters. We evaluated the effect of corticosteroid insuffi-
ciency, induced by inhibition of hypothalamo-pituitary-adrenocortical system
(HPAS), on gastric microcirculation as well as on gastric ulceration after 3 h
water-restraint stress in rats.

Water-restraint stress induced gastric erosions, dilatation of mucosal mi-
crovessels and significant decrease in volume blood flow velocity in mi-
crovessels of submucosa and muscular coat. These changes were greater
in rats with insufficiency of corticosterone response to stress than in animals
with normal corticosteroid rise. Replacement corticosterone decreased the
effect of HPAS inhibition. Thus, stress-induced corticosterone rise restricted
the reduction of volume blood flow velocity in submucosal and muscular coat
microvessels, the dilatation of mucosal microvessels as well as gastric ulcer-
ation.

These findings indicate that antiulcerogenic action of endogenous gluco-
corticoids can be provided by maintenance of gastric blood flow.

E6131 Effect of Different Therapeutic Regimens on Duodenal
Ulcer Relapse and Helicobacter pylori (HP) Reinfection

S. Bagci, M. Gusen, C. Uygurer, M. Karalar, N. Karaeren, A. Alper. Deptof
Gastroenterology, Gulhane Military Medical Academy, Ankara, Turkey
The aim of this study was to assess duodenal ulcer relapse and HP reinfec-
tion rates following the eradication, and to compare the efficacy of different
therapeutic regimens.

Method: Sixty-one pts with endoscopically proven HP-positive duodenal
ulcers, who were cured with omeprazole alone (OMP) (21 pts) or two different
triple therapy (TT), were studied. In the TT group, 19 pts received omeprazole
+ amoxycillin + metronidazole (OAM) whereas 21 pts were given colloidal
bismuth subcitrate + amoxycillin + metronidazole (BAM). Pts who remain
HP-positive in the OMP group and who became negative in the TT group
4 wks after cessation of treatment, were followed up for 1 year-period. All
pts were endoscoped at entry, at 8 wk and at 1 yr or sooner, if symptoms
recurred. HP was identified by urease test and histology.

Results: Duodenal ulcer relapse occurred in 9 pts (42.8%) in the OMP
group and in 7 pts (17.8%) in the TT group (P < 0.05). The recurrence rate
of ulcer in OAM group was higher (5/19) than that in BAM group (2/21), in-
significantly. The recurrence of HP infection were detected in 14/40 (35%)
pts, of these, 7 pts had ulcer relapse. In contrast, of the 20 pts who remained
negative for HP at 1 yr, none developed ulcer relapse (P < 0.02). The recur-
rence rate of HP infection was lower in the BAM group (11 pts, 57.8%) than
that in OAM group (3 pts, 14.2%) (P < 0.05).

Conclusion: The presence and the recurrence of HP infection has an im-
portant role on duodenal ulcer relapse. In this state, triple therapy regimens
are more effective than omeprazole alone, by way of eradicating HP The re-
currence rate of HP infection is higher following TT with omeprazole than
bismuth whereas it may depend on many different factors.

Duodenitis with Concentric Exulcerations
S. Bataga, A. Bratu, C. Haydu, L. Bancu. University of Medicine and
Pharmacy, 1st Medical Clinic, Tg-Mures, Romania

In the last few years Giardia lamblia is more frequent in our area, the clini-
cal manifestations are polymorphic and a lot of endoscopic changes appear.
The aim of the study is to correlate the endoscopic findings with clinical and
histopathological aspects.

Methods: upper gastrointestinal endoscopy revealed at 17 patients a pe-
culiar duodenitis: the bulb and the second part of duodenum had deep,
concentric exulcerations. Biopsies were made from the second part of duo-
denum, from the bulb and from the antrum. The clinical symptoms were:
epigastralgia (88.8%), meteorism and flatulence (82.3%), nervous complains
(64.7%), allergic symptoms (58.8%), nausea (47.0%), loss of weight (41.1%),
diarrhoea (29.4%).

Results: at all 17 patients in the duodenal biopsies was found a large num-
ber of Giardia lamblia, a villus atrophy was obvious together with an inflam-
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matory reaction, neutrophilic and eosinophilic infiltration. Antrum biopsies
showed 4 cases of Helicobacter pylori and 2 cases of intestinal metaplasia
with Giardia lamblia, too. The gastric acidity was normal or lower, no case of
hyperacidity.

Conclusion: we consider that this particular type of duodenitis with con-
centric exulcerations is due to a high degree of Giardia lamblia infestation.
After treatment with Metronidazol, fasigyn and Furazolidon, the clinical symp-
toms and endoscopic aspects disappeared. We could say that the duodenitis
with concentric exulcerations is a specific lession of Giardia lamblia.

E Effect of Gastric Prophylactic with Shorttime
Non-steroidal Anti-inflammatory-therapy: A Prospective
Randomized Multicenter Study

K. Miller, J. H utter. 2nd. Surgical Department, Salzburg, Austria

Nonsteroidal anti-inflammatory drugs (NSAIDs) are known to cause gastroin-
testinal mucosal injury and several authors recommend the concurrent ad-
ministration of gastric prophylactics in patients with rheumatoid disorders
[1,2]. The present study was designed to determine the effect of enhance-
ment of life quality and risk factors for drug-associated gastrointestinal events
of patients undergoing short-term NSAID therapy. In nineteen centers (gen-
eral practitioners) 228 patients have entered the prospective randomized
study. The patients are administered sucralfate suspension (2 x 2 g/day) as

a prophylactic to prevent gastric side effects during NSAID medication. The
control group is not given any adjuvans. Forty patients (38.8%) in the sucral-
fate group and 71 (67.6%) in the control group had gastrointestinal symp-

toms, with a statistically significant difference. Six patients (5.7%) with gas-
trointestinal hemorrhage and 2 patients (1.9%) with ulcer duodeni perforation
were noted in the control group. No gastrointestinal hemorrhage and perfo-
ration were observed in the sucralfate group. The gastrointestinal-comfort-
score is calculated by a questionnaire about gastrointestinal symptoms and
is statistically significant different in both groups (Fig.). Statistically signifi-
cant differences and clinically relevant risk factor for gastrointestinal symp-
toms are age over 61 years, smokers, and patients with adjuvant steroids.
Sucralfate reduces the frequency of both symptoms and early gastrointesti-
nal lesion in patients receiving short-term NSAIDs.
20.0 - GI-Score

x6
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[1] McCarthy DM. Scand J Gastroenterol 1992: 27 Suppl 192; 9-16
[2] Fries JF, Williams CA, Bloch DA, Michel BA. Am J Med 1991: 91; 213-222

Healing of GD Ulcer with a Two Weeks Treatment
Course

M. Deltenre, C. Jonas, E. De Koster, M. Buset, P Denis. UnivHosp.
Brugmann ULB-VUB, Brussels, Belgium
139 patients with endoscopically proven HP positive benign GD ulcer (mini-
mal diameter 1 cm) have been treated by Omeprazole (OM) 20 mg bid plus
either Amoxicillin (AM) 1000 mg bid (n = 66 group A), or Clarithromycin (CL)
500mg bid (n = 10 group B) or Clarithromycin 500 mg tid (n = 63 group C) for
14 days. Ulcer healing and eradication were assessed at least 4-6 weeks after
the end of treatment by endoscopy and Sydney System biopsies. A patient
was considered to remain HP positive if one specimen (histology or culture)
was positive. 116 patients completed the study, 3 left for side effects, 1 for
bad compliance, 19 were lost for follow-up.

n per HP- HP + HP + HP -

protocol No Ulcer No Ulcer Ulcer + Ulcer +

A: 59 33(56%) 12 (20%) 13(22%) 1 (2%)
B: 10 9(90%) 1 (10%) - -

C: 47 29(62%) 11 (23%) 5(11%) 2(4%)
Total: 116 71 (61%) 24(21%) 18(16%) 3(3%)*
*Two patients with erosive gastritis (recent NSAID intake), one with biopsies in intestinal
metaplasia area (false eradication?).

A two weeks course of Omeprazole plus antibiotics heals GD ulcer in 82%
of the cases and provides eradication of HP (so, possibly definite healing of
GDU disease) in 64% of the cases. These results might have a tremendous
impact in term of pharmacoeconomics. Nevertheless, on an ITT basis, the
latterfigure decreases down to 51% (71 patients/139), showing the necessity
for a better patient's motivation by a precise and detailed information.

6231Omeprazole Based Therapies for Eradication of
Helicobacter pylori

M. Deltenre, E. De Koster, M. Van Gossum, M. De Reuck, C. Jonas. Univ
Hosp. Brugmann ULB-VUB Brussels, Belgium
217 HP positive patients (Sydney system), 163 PUD, 54 NUD (M/F: 1.5)
were included in four eradication trials combining Omeprazole (OM), Clar-
ithromycin (CL), Amoxicillin (AM), and Tinidazole (TI). Compliance was
checked by pills count at the end of treatment, eradication was assessed
at least 4 weeks after discontinuation of the treatment either by Sydney Sys-
tem (PUD cases) or Urease Breath Test (NUD cases). From 35 drop out cases
(16%), 6 left for side effects, 2 for protocol violation and 27 were lost for
follow-up. Eradication rates are shown in the table

n Doses in mg, Per protocol All patients treated Intent to treat
W: week

77 OM 20 bid 39169 39/70 39/77
AM 1000 bid 2W 57% 56% 51%

24 OM 20 bid CL 16121 16123 16124
500 bid 2W 76% 70% 67%

80 OM 20 bid CL 38/60 38/65 38180
500 tid 2W 63% 58% 48%

36 OM 20 uid CL 23/32 23/32 23/36
500 bid TI 72% 72% 64%
500 bid 1W

There is no significant difference between combinations using CL (77/140
55% eradication rate on an I.T.T. basis) vs AM (39/77 51%). The number of
cases lost for follow-up was slightly superior in OM-CL groups (201140 vs
7/77 NS) and side effects rate was similar in all groups (5/120 vs 1/70). For
patients having completed the study, the eradication rate is 68% (77/113) for
CL groups vs 57% (39/69) for OM-AM combination (p = 0.079).

[625 Bile Reflux and Gastric Cell Proliferation
M. Deltenre, E. De Koster, M. Buset, E. Fernandes, P Galand. Brugmann
University Hospital, and Laboratory of Experimental Cytology and
Cancerology, ULB-VUB, Brussels, Belgium
Bile reflux is a known risk factor for the development of intestinal metaplasia,
which is an important intermediate step in gastric carcinogenesis in the Cor-
rea model. We wanted to investigate the influence of bile reflux on gastric
histology and gastric cell proliferation in the non-atrophic stomach without
intestinal metaplasia.

Patients and methods. In 70 dyspeptic patients, 3 endoscopic Sydney Sys-
tem and 1 PCNA biopsies in antrum and corpus each were performed during
gastroscopy. The total bile acid concentration was determined in gastric juice,
aspirated during endoscopy. Gastric cell proliferation was estimated by the
PCNA labelling index (LI).

Results. There is no correlation between the gastric bile acid concentration
and the intensity of antral active (r = 0.077, ns.), antral chronic gastritis (r =
-0.02, ns.), corpus active (r = 0.05, ns) or corpus chronic gastritis (r = 0.07,
ns). We found no correlation between the gastric juice bile acid concentration
and the PCNA LI, neither in the antrum (r = -0.13, p = 0.26), nor in the corpus
(r = 0.13, p = 0.27).

Conclusion. At variance with the intensity of inflammation, salt intake, and
the presence of Helicobacter pylori vacuolating toxin, we found no evidence
of bile reflux influencing gastric cell proliferation. This suggests that the influ-
ence of bile reflux on gastric carcinogenesis is not mediated by increased cell
proliferation (the promotion-side of carcinogenesis); obviously, this does not
exclude an influence of bile reflux on the induction-side of carcinogenesis,
which was not tested in this experimental set-up.

M627 IChronic Obstructive Pancreatitis (COP) in Man is a
Lithiasic Disease

V Di Francesco, P Bovo, M. Filippini, B. Vaona, L. Frulloni, L. Rigo,
M.P Brunori, M. Marcori, M. Tebaldi, G. Talamini, G. Angelini, C. Procacci 1,
P Pederzoli 2, G. Cavallini. Gastroenterology Unit, University of Verona,
Verona, Italy; 2 Surgical Dpt., University of Verona, Verona, Italy; 1 Radiology
University of Verona, Verona, Italy
In experimental animals the chronic administration of ethanol is able to pro-
duce neither the lesions typical of chronic pancreatitis nor ductal stones, ex-
cept when there is an associated partial legation of the pancreatic duct. In
man COP is thought to be a disease devoid of intraductal stones. The aim
of our study was to verify the presence and frequency of calcifications in pa-
tients with COP and to compare them with those of patients with chronic
calcifyinglcalcific pancreatitis (CCP). By means of ERCP performed by 2 inde-
pendent observers (G.A., C.P), we retrospectively investigated 115 patients
definitively known to have been suffering from chronic pancreatitis over the
past 5 years. Only 75 patients could be classified with certainty as COP or
CCP 53 patients (M: F ratio = 5.6:1; mean age 38.1 + 12 yrs) were suffering
CCP; 46 of these (86.8%) presented calcifications. 22 patients (M:F ratio =
3.4:1; mean age 45.3 + 16:p < 0.05 vs CCP) presented a picture of COP at
ERCP; 9 of these (40.9%) showed ductal calcifications (p < 0.0001 vs CCP).
COP was secondary to acute pancreatitis in 9 patients, to oddities in 10, to
ampulloma in 1 and to hypertrophy of Oddi's sphincter, in the last 2 cases. The
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two patients groups showed no differences in drinking and smoking habits,
in the number of painful relapses, in duration of the disease or in incidence
of diabetes, gallstones and need for surgery.

Conclusions: 1) the formation of ductal stones is a by no means infrequent
event in the course of COP; 2) this latter nosological entity should be classi-
fied in the lithiasic pancreatic group: 3) the findings of stones in the course
of chronic pancreatitis does not necessarily mean that the diagnosis must be
CCP

628 Acute and Chronic Alcoholic Pancreatitis: Are There
Any Clinico-Epidemlological Characteristics
Distinguishing Between These Entities?

G. Talamini, V. Di Francesco, L. Frulloni, M. Tebaldi, M. Falconi, B. Vaona,
P Bovo, M.B. Casarini, M.C. Andreaus, P Pederzoli 1, G. Cavallini.
Gastroenterology Unit, University of Verona, Verona, Italy, 1 Surgical
Pathology, University of Verona, Verona, Italy

The study was conducted to assess whether patients suffering from a first
episode of acute alcoholic pancreatitis (AAP) presented different clinico-
epidemiological characteristics from patients suffering from chronic alcoholic
pancreatitis (CAP). Two groups of male subjects with an alcohol intake greater
than 40 g alcohol/day were considered. Women were not recruited into the
trial on account of their known reluctance to confess their alcohol intake. The
first group consisted of 67 patients with a diagnosis of AAP without any other
potential pathogenetic factors; in this group, 48 of the 56 patients surviving
the acute attack were submitted to follow-up over a median period of 9 years,
which included abdominal ultrasonography and ERCP The second group con-
sisted of 396 patients with CAP with a median follow-up period of 10 yrs. The
variables considered at onset of the disease are indicated in the table.

Variable AAP (67) CAP (396) p

Mean SD Mean SD

Age (years) 42.6 (13.6) 40.9 (10.3) 0.74
Body Mass Index (BMI) 24.4 (4.2) 22.1 (3.2) 0.0095
Cigarettes/day (all subjects) 21.9 (17.2) 22.6 (13.6) 0.80
Cigarettes/day (only smokers) 28.0 (14.4) 24.6 (12.4) 0.0454
Length of smoking (yrs) 27.1 (14.4) 24.2 (9.8) 0.32
Alcohol grams/day 154.9 (88.5) 167.4 (102.0) 0.30
Length of drinking (yrs) 22.0 (11.9) 22.5 (10.4) 0.32
Number of smokers (%) 52 (77.6%) 365 (92.2%) 0.0001'

'Mann-Whitney U test; 'Fisher's exact test two-tail

Logistic regression analysis using the variables listed above selected (by
the backward method) only BMI, with an Odds ratio of 1.1933 (95% Cl
1.0698-1.3309; p = 0.00015). Conclusions: From the epidemiological stand-
point there would appear to be no significant differences between the two
types of pancreatitis studied. Reduced BMI in patients with CAP may merely
be an indirect indicator of a disease which at the time of diagnosis was more
demanding on the patient.

i629 Aberrant HLA-DR tissue Expression and Activated
Lymphocyte Response in Different Types of Chronic
Pancreatitis

P Bovo, F. Merigo. L. Frulloni, D. Sgarbi, M. Filippini, B. Vaona, V. Di
Francesco, G. Talamini, L. Rigo, M.P Brunori, A. Gaudio, P Pederzoli 1
G. Cavallini. Gastroenterology Unit, University of Verona, Verona, Italy;
1 Surgical Dept., University of Verona, Verona, Italy
It has been recently suggested that chronic pancreatitis could be pathogeni-
cally attributable to an obliterating primary inflammatory of the main endlor
secondary pancreatic ducts. Aberrant ductal HLA-DR expression, promoting
lymphocyte periductal infiltration then fibrosis, could be an early pathogenetic
factor in development of the disease. The aim of the study was to assess the
aberrant HLA-DR expression and lymphocyte infiltration in pancreatic speci-
mens from 6 normal pancreases and from 19 chronic pancreatitis patients,
all but one with calcifications, submitted to pancreatico-jejunostomy, accord-
ing to the following breakdown: 10 patients with primary chronic calcifying-
calcific pancreatitis (CCP) (8 M, 2 F; mean age 45.8 ± 9.1 yrs; alcohol intake
1 16.2 ± 32.9 g/day); 5 patients with primary chronic hereditary pancreatitis
(CHP) (2 M, 3 F; mean age 17.8 ± 9.3; teetotallers); 4 patients with chronic
obstructive pancreatitis (COP) (2 M, 2 F; mean age 42.2 ± 10.7 yrs; alcohol in-
take 67.5 ± 47.2 g/day). Pancreatic tissue sections were stained by direct im-
munofluorescence (biotin-avidin system), and monoclonal antibodies against
the B and T-lymphocyte populations and the non-polymorphic region of the
HLA-DR molecules were used.

Groups (n.) CCP (10) CHP (5) COP (4)
% of ducts HLA positive 0% 2 2 1

<50% 1 0 0
>50% 7 3 3

HLA-DR reactivity - 2 2 1
+ 6 0 3
++ 2 3 0

Periductal lymp. infiltration + 0 1 0
++ 2 1 1
+++ 3 1 0

Results: In normal no reactivity of HLA-DR expression nor lymphocyte in-
filtration were observed. A large percentage of CCR CHP and COP showed
a high frequency of HLA-DR expression. However CCP and CHP showed the
highest reactivity of HLA-DR expression and the major periductal lymphocyte
infiltration. In conclusion these results suggest a possible primary (auto) im-
munonologic pathogenetic mechanism in CCP and CHP but not COP

6311 Excess Familial Clustering of Colorectal Cancer:
Clinical and Epidemlological Identification of Hereditary
Colorectal Cancer

A. Arrigoni, M. Pennazio, M.P Rocci, F.P Rossini. Gastroenterology Division,
Dept of Oncology, S. GiovanniA.S. Hospital, Turin, Italy
Familial adenomatous polyposis (FAP) and hereditary non polyposis colorectal
cancer (HNPCC) account for 5-6% of colorectal cancer (CRC). Excess familial
clustering of cancer is also frequently recognized in patients with "sporadic"
CRC. Aims of the study were to determine the frequency of a family history of
malignancies in CRC patients and to identify typical FAP and HNPCC families
as well as kindreds not fulfilling all the classical criteria for these syndromes.
We determined the frequency of CRC, stomach, endometrium, breast and
lung cancer in relatives of 350 consecutive patients with CRC and in 350 sex
and age matched controls, in whom a CRC was excluded. The frequency of
a positive family history for CRC is significantly higher in CRC patients than
in controls (17.4% vs 6.7%, P < 0.0001). The frequency of a family history of
CRC cancer was higher in younger CRC patients (20.2% in < 50 years, 18.8%
50-70 years, 10. 1 % > 70 years) but was unrelated to the site of the tumor. 9
CRC patients had 2 or more relatives with CRC. At the time of diagnosis they
were younger than CRC patient with a single relative with CRC or with non
family history (mean ages 49 ± 8, 59 ± 9, 61 ± 11 respectively). 6 of their
families fulfilled the Amsterdam criteria for HNPCC and 3 other kindreds non
completely fulfilling the criteria were strongly suggestive for HNPCC. More-
over a previously undetected FAP was identified. None of the controls had
more than one relative with CRC. No differences were found for a family his-
tory of gastric, endometrial, breast and lung cancers. Two or more relatives
with CRC are strongly suggestive for a genetic syndrome and previously un-
diagnosed HNPCC or FAP can be identified through a careful evaluation of
the pedigree of all incidental cases of CRC. The frequency of a positive first
degree family history of CRC in "sporadic" cases of CRC, increasing with de-
creasing age, suggest that a genetic background cannot be excluded in these
patients too. First degree relatives of patients with CRC should be considered
at increased risk of CRC and screening procedures are advisable in them.

Ilntraoperative Enteroscopy Using a Push Type
Videoenteroscope

A. Arrigoni, M. Pennazio, F. Calvo 1, F.P Rossini. Gastroenterology, 1 Surgery
Divisions, Oncology Dept. S. GiovanniA.S. Hosp., Turin, Italy

lntraoperative enteroscopy (HE) is the final step toward diagnosis when other
techniques failed to identify small bowel lesions. IE is usually performed with
a 164 cm colonoscope that occasionally fails to reach the caecum when in-
serted trans-orally and that can cause considerable trauma to the small bowel
mucosa. Advantages has been reported with the use of sonde type entero-
scopes that however lack of tip deflection and operative channel. IE using a
push type videoenteroscope (Olympus SIF 100) was performed in 2 patients
with bleeding of obscure origin (GBO), and in 2 patient with x-ray evidence
(enteroclysis) of multiple small bowel polyps or of an ileal involvement by
lymphoma. The videoenteroscope was passed orally and guided with push
technique up to the third portion of the duodenum. Further progression was
obtained by combined manoeuvre of insertion of the instrument by the en-
doscopist, telescoping of the bowel on the endoscope by the surgeon and
retrieval of the instrument. Visualization of the mucosa was obtained dur-
ing both insertion and retrieval of the scope, besides transillumination of the
bowel wall that magnificates the visualization of angiodysplasias (AGD) was
improved by switching off the scialytic lamp. In 3/4 cases the instrument
reached the caecum. Two patients required lysis of adhesions. No compli-
cations occurred and minor traumatic mucosal artifacts seen during retrieval
of the scope were easily distinguishable by the AGD. Small bowel AGD was
detected in one patient and previously undetected caecum AGD in the other
one presenting with GBO. Polyps were removed by endoscopic polypectomy
(6) or marked with a suture placed on the serosal surface (2) and removed
with intestinal resection. In the fourth case IE fails to demonstrate abnormal-
ities but surgical biopsies confirmed an IPSID. Postoperative ileus resolved
in a normal period. IE using a push type videoenteroscope is a useful tool
to visualize the entire small bowel. Mucosal lacerations, perforations, bowel
ischemia and prolonged postoperative ileus seem avoidable by an accurate
lysis of adhesions as well as by avoiding an excessive traction on ligaments.

[35 ICost Analysis of Gastrointestinal Endoscopy
A. Arrigoni, M. Pennazio, FP Rossini. Gastroenterology Division, Oncology
Dept. S. GiovanniA.S. Hospital, Turin, Italy
In spite of the growing importance being attached to economical consider-
ation in health care management, few studies have addressed the question
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