
II UnitedEuropean Gastroenterology Week

Poster discussion II
PDII/1 563 i

REGULATION OF PANCREATIC ACINI BY PROSTAGLANDINS.
J.M8ssner, A.MUhlpfordt, R.Secknus, W.Fischbach,
Medizin. Poliklinik, University of WQrzburg,
Germany

Prostaglandins of the E-type (PGE) may play a
role in pancreatic physiology and pathophysiolo-
gy. We have shown that pancreatic acini have spe-
cific receptors for PGE and that PGE inhibit en-
zyme secretion stimulated both by secretagogues
acting via Ca2+ and cAMP (Am J Physiol 1991;260:
G711). The aims of the present study are to fur-
ther clarify their mechanism of action.. Isolated
rat pancreatic acini were incubated with various
concentrations of secretagogues in the absence or
presence of -PGE-2 -and amylase- secre-ti-on, intra-
cellular cAMP, inositol-1,4,5-trisphosphate, Ca2+
-fluxes, aird intracellular- Ca2+ -(FURA-24 mtea-
sured. Secretin and VIP caused a dose dependent
stimulation of amylase release and increase of
intracellular cAMP. Coincubation of acini wi-th
PGE-2 at 10 pMol/l had no effect. At PGE-2 concen-
trations of 10 nMol/l both amylase secretion and
cAMP stimulated by either secretin or VIP were
markedly inhibited. However, at _h-i-gher-PGE--2_con--
centrations (10 uMol/l) VIP or secretin stimula-
ted enzyme secretion were no longer inhibited
whereas cAMP was still decreased. The formation
of IP-3 induced by CCK-8 was markedly inhibited
by simultaneous incubation with PGE-2. PGE-2
slightly but significantly reduced the CCK-8
induced efflux of 45-Ca2+ from prelabeled acini
but had no influence on intracellular Ca2+ as
measured by FURA-2. We conclude that the inhi-
bition of secretagogue stimulated enzyme secre-
tion by PGE may be explained by their inhibition
of generation of second messengers. However, the
reversal of inhibition of cAMP mediated amylase
secretion at high PGE concentrations suggests
further still unkown intracellular sites of
action of PGE.
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MONOCYTE TUMOUR NECROSIS FACTOR ALPHA PRODUCTION IN
ACUTE PANCREATITIS IS RELATED TO OUTCOME.
C McKay, G Gallagher, CW Imrie, JN Baxter
University Department of Surgery, Glasgow Royal
Infirmary, Alaexandra Parade, Glasgow G31 2ER

Introduction: Many of the early clinical
features of severe acute pancreatitis are similar
to those seen in patients with sepsis. Although
tumour necrosis factor alpha (TNFa) has been linked
with the pathophysiology of septic shock, its role
in acute pancreatitis is unknown. In order to study
this further, and avoid the pitfalls associated
with plasma TNFa measurement, we have measured the
secretion of TNFa by monocytes isolated from 21
patients with prognostically severe, acute
pancreatitis during the first 5 days of their
illness.

Methods: Sequential patients admitted with
prognostically severe acute pancreatitis had blood
withdrawn on the first, third and fifth days after
admission. Monocytes were separated from peripheral
blood mononuclear cells using an immunomagnetic
method and TNFa measured in cell-culture
supernatants-using-arr--ini-house ELISA. Patients were
assessed daily by one observer and APACHE II score
measured. In-patient morbidity and mortality were
recorded.

Results: Of 21 patients studied, 4 died and a
further 6 had complications. TNFa production on
days 1 and 3 was significantly higher in those
patients with a complicated or fatal outcome than
in those with an uncomplicated course. Mean TNFa
production over 5 days was also higher in the
complicated group (complicated; TNFa=12 . Sng/ml,
interquartile range 4.7-23.7 ng/ml, uncomplicated;
TNFa=3.75ng/ml, interquartile range 2.5-5 .4ng/ml,
P<0.05, Mann-Whitney U test). A significant,
positive correlation was seen between TNFa
secretion and Acute Physiology Score on day 3 only
(r=0.700, P<0.001).

Conclusion: These results support the hypothesis
that TNFa is involved in the pathophysiology of the
systemic effects of acute pancreatitis.

EVIDENCE FOR A LUMINAL NA+H+ EXCHANGE IN THE
BOVINE MAIN PANCREATIC DUCT. C *artau, R.
Ducroc*, A. G6rolami. U260, Facult6 de Medecine,
26, bd Jean Moulin, 13385 Marseille Cedex 5,
FRANCE. *INSERM-U319, Universite Paris 7.

Previous results have shown that juice pH
decreases during the residence time of pancreatic
secretion in the ducts. A likely hypothesis is
that this is in part related to a Na+/H+ exchange
with Na+ and therefore, water absorption. The
present work studied sodium uptake by isolated
fragments of bovine pancreatic main duct mounted
in Ussing chambers. The unidirectional and net
fluxes of 22Na were measured in short-circuit
conditions at 370, the tissue bathing in standard
Krebs solution gassed with C02-02 (7% - 93%) at pH

7.4. In additional experiments H+ luminal
secretion was measured in slightly buffered
solutions without HC03- and CO2. We observed a net
luminal-serosal 22Na transport (2.12±0.19 JEq.cm2-
1.h-1) which was suppressed in presence of
amiloride (1mM) and decreased (50%) after
preincubat;ion with ouabain (1mM) . Luminal
acidification (2.75 ± 0.35gIEq.cm2-1.h-1) was
inhibited by amiloride (nmM) and by incubation in
sodium free solutions.These results are consistent
with the existence of an apical Na+/H+ antiport in
the epithelial cells of. the main pancreatic duct.
They suggest that the bovine pancreatic ducts may
concentrate some juice constituents by
hydroelectrolytic absorption.

NAFAMOSTAT MESILATE PROMOTES PANCREATIC
REGENERATION AFTER PARTIAL PANCREATECTOMY
F. Marotta, * C.C. Wu, *L. Benetti, C. Bassi, + K.
Suzuki, G.Id6o. Liver Unit C:espi, Niguarda Hosp.,
Milan, Italy; *Surg. Dept. Taichung Univ., Taiwan;
*Surg. Dept.Verona Univ., Italy; + Torni & Co.,
Ltd, Tokyo, Japan

Male Wistar rats underwent either sham
operation, 70% or 90% pancreatectomy. Then, each
group was administered one of the following 3-week
intraperitoneal treatments:
1) Saline 2ml,
2) Caerulein (CR) O.5pg/kg t.i.d..,
3) Na-famostat mesilate-- (FUT-175) 10mg/kg
4) Nafamostat mesilate (FUT-175) 25mg/kg.
Sacrifices-wererl, 3, 7, 10, 15 and 21 days later.
In each group, a time-course increase, peaking on
the 3rd day, of 3H-thymidine uptake occurred (90%
> 70% > sham, p<O.O1; both FUT > CR > saline,
p<O.05). Only in 90% pancreatectomy group under
treatment with CR or FUT-175 25mg/kg a significant
increase occurred in pancreas/body weight ratio
(CR: 2.1% ± 0.3%; FUT-175: 2.0% ± 0.2%-). As-
compared to saline-group, CR and both FUT-175
treatments significantly increased tissue amylase
activity (90%: CR 1. 6 ± 0.2%, FFUT 1.9 ± 0.2%. 70%:
CR 2.0 ± 0.3%, FUT 2.1 ± 0.3*), protein content
(90%: CR 2.0 ± 0.2%, FUT 2.1 ± 0.3%. 70%: CR 2.1 ±
0.4%, FUT 1.7 ± 0.3%) and total DNA content (90%:
CR 1.5 ±+0.2%, FUT 10mg 1.7 ± 0.1%, 25mg 2.3 ±
0.3. 70%: CR 1.2 ± 0.1, FUT 10mg 1.6 ± 0.1%, 25mg
2.0 ± 0.2%).
These data show that FUT-175 induces significant
hyperplasia and, unlike CR, also hypertrophy in
the remnant pancreas after partial pancreatectomy
in rats, while correlating with the extension of
the resection. These findings, whose underlying
mechanisms are under investigation (? different
trophic effect related to distinct maturation of
the acinar cells), are of potential clinical
application after acute pancreatitis and in
pancreatic transplant.
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FIBR NECTI IN HUMAL BILE FLUID - A NEW PARAMETER FOR DIAGNOSIS
OF MALIGNANT BILIRY TRACT OBSTRECTIONS - PRELIMINARY RESULTS

Th. Kdrner,D.Jaspersen,W.Schorr,C.-H.Hammar, J.Kropf*, A.M.
Gressner*, Dept. of Gastroenterology, Academic Hospital of
Fulda, Dept.of Labaratory Medicihe, University of Marburg*,
Germany

Within the framework of a pilot study it was checked if the con
centration of the glycoprotein fibronectin in the bile fluid
can assist in differentiating between malignant an benign
biliary tract obstructions. During endoscopic retrograde
cholangiography and percutan endoscopic. transhepatic cholangio-
graphy (n=3) native bile was aspirated in 29 patients.
The concentration of fibronectin was determinated by time re-
solved fluorescence irnmno - assay (1). In 19 patients no
biliary malignoma was present (choledocholithiasis: n=9, normal
finding: n=10). Ten patients suffered from a biliary or
pancreatic cancer (infiltrating pancreatic cancer: n=6, primary
biliary tract cancer: n=3, Klatskin tumor n=l). In the non -

malignant collective a median fibronectin concentration of 12.0
ng/ml_Clower.-_ upper uyartile 5 - 30 ng/ml) was found. A highly
significantly elevated (p(O.OOl, non parametric Kruskal -

Wallis - test) median fibronectin concentration of 1.675 ng/ml
(lower - upper quartile 155 - 3.430 ng/ml) could be determina-
ted in the malignant group. Our result3 show that analogously
to ascites (2) the- concentration of biliary fibronectin is an
important and easily determinable parameter in the differential
diagnosis of benign and malignant diseases of the biliary
tract.

1) Kropf, J., Quitte, E., Gressner, A.M.: Time resolved-immuno-
fluorometric assays with measurement of a europium elielate
solution: application for sensitive determination of fibro-
nectin. Biochem. 197 (1991) 258-265.

2) Salmayeni,N., A. Sivas: Significance of fibronectin in
cirrhotic and malignant ascites. J. Clin. Biochem. Nutr. 9
(1990) 191-196.

NORMAL OESOPHAGEAL MOTXLITY IN RESPONSE TO EATING
IN HEALTHY VOLUNTEERS: EFFECTS OF POSTURE AND
COMPARISON WITH CONVENTIONAL MANOMETRY.
E. J. Howar*, L. Maher, A. Pryde, R. C. Heading. Department of
Medicine, Royal Infirmary of Edinburgh, UK and *Division of
Biochemical Medicine, St George's Hospital, London, UK.

We have previously suggested that emintion of oesophageal motility
during eating may be useful in patients with dysphagia, particularly when
conventional manometry is normal. The aim of. this study was to
examine distal oesophageal motility during eating in healthy subjects, as
qntitative indices of normal fed motility have not been established.
METHODS: In 12 asymptomatic volunteers, distal oesophageal
manometry was performed in both sitting and lying positions in response
to 5 ml water swallows at intervals of at least 20 seconds and again while
the subjects ate a slice of bread. RESUTS; _Contractions-were almost
all peristltic in response to water swallows in both positions. The
median percentages (range) of swallow types while eating bread were:-
52.4% (15-77%) peristaltic, 17.3% (0-50%) synchronous and 27.5% (0-
62.5%) non-conducted, sitting and 56.6% (25-92.6%) peristaltic, 24% (0-
62.5%) synchronous and 14.2 (0-59.9%) non-conducted, lying (p<0.001
compared to erect and supine water swallows). Mean (SD) peistaltic
velocities (cm/sec) were greater for water compared to bread swallows in
both erect and supine positions (4.15 (0.66) v. 3.06.(1.13) erect and 3.45
(0.65) v. 2.80 (0.67) supine; p<0.005). Velocities were also greater for
erect compared to supine water swallows (p<0.005). Peristaltic
amplitudes were not significantly different for bread and water swallows
in-either position (bread swallows 83.9 (SD) 34.0 mmHg sitting and 91.4
(31.0) lying; water swallows 75.2 (36.5) sitting and 76.4 (32.8) lying).
CONCLUSIONS: Normal oesophageal motor patterns during eating
differ significantly from those in response to standard water swallows.
The nature of the swallowed bolus has a much greater effect than posture
on resulting oesophageal peristalsis.
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INTESTINAL PERMEABILITY INCREASES IN NORMAL VOLUNTEERS
RECEiVING TOTAL PARENTERAL NUTRITON. A.I lurhm2n, A.A.
Moukarzel, M.E.Ament, D. Hollder. Dlv. of Digestive Diseases, Emory
Univ. School of Medicine, Atlanta, Ga, USA, Div. of Pediatric
Gastroenterology, Maimonides Med. Center, Brooklyn, N.Y., USA, Div. of
Pediatric Gastroenterology/ Nutrition, UCLA School of Medicine, Los
Angeles, CA, USA, Div. of Gastroenterology, Univ. of California, Irvine
School of Medicine, Irvine, CA, USA.

Studies in unstressed and septic rats provided with TPN exclusivel:
have demonstrated the rapid occurence of intesdnal atrophy. The loss
of villus surface area is thought to lead to a decrease in small
compound absorption such as mannitol.because of the preferential
permeability of the tight junctions of the villus epithelium to smaller
probes- An increase in larger compound-absorption such as lactulose
may -occur-when --the-accesibility of the paravillus- space increases,
allowing_the probe to reach-the crypt-tight junctions at a-more rapid
rate. An increased urinary lactulose:mannitol ration therefore
signifies increased intestinal permeability which has been
hypothesized as one cause of bacterial translocation.

8 normal volunteers (4M, 4F) aged 22-34 yrs. were hospitalized in the
Clinical Research Center at UCIA for 2 weeks. They were provided
with TPN at 116% of their measured resting energy expenditure. All
subjects had normal folate, beta carotene,vitaminE-andprorhrombin
levels. No subject was taking any medication or had any known
underlying illness. The subjects were administered an oral solution
containing lOg lactulose and 2g mannitol over a 10 minute period
followingan ovemight fast immediately prior to beginning the TPN.
Urine was collected for 6 hours for lactulose and mannitol
determinations. During the 2 weeks of TPN the subjects were

permitted only water to drink. The intestinal permeability test was

repeated at the end of the TPN period.
Both urinary lactulose and mannitol excretion decreased during TPN

(lactulose 0.1-1 + .05 to 0.09 + .05g. p-NS; mannitol: 1.59 + .41 to 0.80 +

.41 g, p-NS). The lactulose:mannitol ratio decreased significantly
during TPN from 16.2 + 1.7 to 11.0 + 1.6, p-.046. Our results suggest that
increased intestinal permeability occurs in patients provided with
TPN. The clinical significance of this finding remains to be
determined.

DISORDERS OF GASTRIC EMPTYING IN LONG-STANDING
DIABETES (type I): WHEN TO RECKON WITH SUCH EVENTS?
RNW Li=g. HF Hammer, W Schnedl, A Passath, G Leb, GJ Krejs.
Deparument of Intemal Medicine, University of Grz, Austria.

Long-standing diabetes mellitus may result in gastroparesis which is
held responsible for symptoms such as gastric congestion, nausea or
vomiting. Gastroparesis is thought to be a gastrointestinal manifestation of
autonomous neuropathy.
The aim of the study was to determine: a) the frequency of gastroparesis in
patients with long-standing insulin-dependent diabetes (IDD, type I: 6
males, 10 females; age: 49±16; duration: 30±10 years) and with HbAlc
values above normal (8.8±L9 %); b) the correlation between symptoms of
gastroparesis and-gastric emptying; and c) the correlation between gastric
emptying disorders and other late diabetic complications.
Method:-MpTcD-test: Ingestion of 200 gmashed potatoes labelled with 37
MBq (1 mCi) Tc-99m carried by 0.5 g Dowex particles followed by 100 ml
tape water. The scintigraphy was performed on patients in supine position:
dynamic 15 sec exposures during a period of 140 min.
Results: Scintigraphy demonstrated gastroparesis only in 3 patients
although 10 of the 16 patients presented with symptoms compatible with
this gastric disorder. One patient with scintigraphically verified
gastroparesis-and-2-patients-with-dumping were-free of symptoms. Twelve
patients demonstrated autonomous neuropathy, 14 patients a diabetic
retinopathy and 14 patients a diabetic nephropathy. Fifteen of the total of 16
patients revealed at least 2 of these 3 complications. In 1 patient who lacked
all of these 3 complications gastdc dumping was verified scintigraphically.
Conclusion: A) In our study group the prevalence of gastric emptying
disorders was 25 %. Therefore, it was less common than autonomous
neuropathy, diabetic retinopathy and nephropathy. B) Gastroparesis may
occur as a single late complication of IDD type L C) An additional possible
consequence of IDD is gastric dumping. D) In most cases postprandial
symptoms like congestion, nausea or vomiting do not correlate with gastric
emptying disorders. These symptoms may be due to a disorder of adaptive
gastnc relaxation rather than gastroparesis.
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EFFECTS OF SLEEP DEPRIVATION (SDp) ON GASTRIC EMPTYING
(GE) AND ON FOOD INTAKE IN HEALTHY VOLUNTEERS. ACTION
OF FEDOTOZINE. A. Bergin, J.-L. Abitbol', J. Daly, G. Meric', M. Lopez',
B. Fraitag'. N. W. Read. Center for Human Nutrition, University of Sheffield,
Northem General Hospital. Sheffield SS7AU; UK; Institut de Recherche Jou-
veinal, 94265 Fremsnes, France.

We have previously reported that SDp can enhance rectal sensitivity. The
aim of this study was to investigate (1) whether SDp can influence GE and
food intake; (2) whether any changes induced by SDp could be prevented by
fedotozine (FZ), a ir agonist acting in periphery which was previously shown to
prevent stress-induced gastric motor abnormalities in dogs'.
Methods. Gastric half emptying time (tI./2) of a 9"mTc labelled fatty soup (320
kcal, 92% lipids) was measuied by scintigraphy. After a basal assessment of
GE, 20 healthyvolunteers were randomised in 2 equal parllel groups receiving
orally, double-blind, either FZ. 30 mg three times a day or placebo.(PL) during
5 days. At day 4, GE was measured at 10.00 am and spontaneous food intakes
(SF1) were quantified after the evening meal (6.00 pm) by weighing the food.
Subjects were sleep deprived from day 4, 8.00 am, until day 5, 6.00 pm. GE and
SFI were reassessed on day 5 at the same times.
Results. There was no significant difference between PL and FZ for basal and
day 4 assessments of GE. The effects of SDp were as follows:

200 lH tYi 1(miS) ffi±sem Day 4 Day 5 a
Placeb.l FdsieePsaotb Fdozi

tl/,2 PL 61±15 101±17 40±7
ISO / (min) FZ 49±7 71±14 22±14
100 < 7 SFI PL 2064±259 1747±229 -317±80

so 2 !i (kcal) FZ 1855±142 1606±149 -248±51so
. The main effect of SDp was highly significant

o zarfor both tl/2 (p=0.0008) and SFI (p=0.0001).
Day4 DayS5Day4 DayS5

While there was no interaction between treatment and SDp (01/2, p=0.25; SF1,
p=0.52), FZ reduced the effect of SDp (A) on GE by 50%.
Condusion. SDp can delay the emptying of a lipid-rich liquid meal and reduce
food intake in healthy volunteers. These findings may explain the digestive
symptoms often experienced after SDp. There was a trend for FZ to reduce the
effect of SDp on GE.
tGud M. et al. J Gastrointest Motil 1990;2:258-64.

DETERMINANTS OF RESPONSE TO CISAPRIDE IN ADULTS W1TH
CHRONIC INTESTINAL PSEUDO-OBSRUCIION. M. Camifleri RJL
Balm, ARL Zinsmeister, Gastroenterology Research Unit, Mayo Cinic,
Rochester, MN, U.SA

Cisapride's efficacy in symptomatic treatment of paticnts with chronic
intestinal pseudo-obstruction (CIP) is variable. One parameter reported to
predict lack of response in childhood CIP is the absence of interdigestive
migrating motor complexes (MMCs). However, this may merely reflect lack of
efficacy in myopathic rather than neuropathic diseases. Our aim was to assess
the influence of etrinsic denervation on the dose response to cisapride in
adults with neuropathic CIP syndromeL Methods: We performed a
randomized, double-blind, placebo-controhed, two-dose (10 and 20 mg tid ac)
study of cisapride in 37 patients with- neuropathic CIP diagnosed by clinical
and manometric criteria. We assessed: (1) sympathetic cholinergic and
adrenergic function by means-of standaed-autonomic. tests; (2). abdominal
vagal function by plasma pancreatic polypeptide response to modified sham
feeding; (3) postprandial antral motility by manometry-, and (4) a composite
overall symptom score at 6 and 12 weeks (based on nausea, vomiting, bloating,
pain, appetite, early satiety). Data were compared with previously published
normal values (1,2). Results: The causes of CIP were: idiopathic (n=17),
diabetes mellitus (n=11), identified neurologic syndromes-(n=4), and post-
gastric surgery (n=5). Autonomic tests indicated the following dysfunctions:
sympathetic adrenergic (n=2); generalized sympathetic (n=13; 4 also had
vagal dysfunction); and vagal (n=13). Seventeen patients had antral
hypomotility; in 53%, this was associated with vagal dysfunction. The dose-
related responses to the overall symptom score at 6 and'12 weeks (adjusted
for baseline score) were affected by generalized sympathetic neuropathy
(p=0.06 at 6 wk; p<0.05 at 12 wk), and by vagal dysfunction (p<0.05-at 6 wk;
p=0.2 at 12 wk); 76% of patients had fasting MMCs. Cisapride reduced
overall symptoms in the absence-of these dysfunctions. Antral hypomotility or
lack ofMMCS did not consistently alter the response to cisapride.
Conclusion: Generalized sympathetic and vagal dysfunctions affect the
response of CIP to two doses (10 and 20 mg) of cisapride in adults. Our data
suggest that idiopathic CIP, unassociated with autonomic dysfunction, is more
likely to respond to cisapride, and argue for detailed characterization of
patient subgroups in trials of prokinetic agents.
1. Mayo Clin Proc 1990;65:825-46; 2. Gastroenterology 1991;100:.1311-8

INTRALUMAL ELECTRIC IMPEDANCE MEASUREMENT: A NOVEL
METHOD FORWARDING INVESTIGATION OF INTESTINAL MOTITY.
PRELIMINARY RESULTS. H.N. NIuven, J. Silny, G. Rau, S. Mater hird
Department of Intemal Medicine and Helmholtz-Institute for Biomedical Engineening,
University of Technology, RWTH-Aachen, Germany:
We introduce a technological approach forwarding investigation of intestinal motility. It

bases on measurement of electric impedance between electrode pairs during pasage of a
bolus and associated wall contraction. Healthy subjects and patients with juvenile diabetes
were studied.
Subiects and Methods:
Studies were performed in 16 normal subjects and 5 patients with long standing juvenile
diabetes. A 16-channels catheter (15 measuring segment I 2cm - 30cm total, diameter
2.3mm) was used. The catheter was inserted through the working channel of the
gastroscope into the duodenum and its position was controlled fluoroscopically. Resting
time was 30-45 min. Measurement wias performed in fasted state (6 normal subjects) for at
least 6 hours-and-postprandial (10 normal subjects and S patients) for 1,5 hoursafter meal-
containing 50o8 of Joghurt. The interdigestive phase and postprsndial motor patterns in
duodenum were analyzed. Bolus passage with associated wall contraction called bolus
contraction can be well identified by typical impedance curves over seversl channels.
Results:
The catheter has been positioned within 5-10 min. The measuring procedure was well
tolerated by all subjects. 'Te interdigestive phase was characterized according to known
nanometric features (n=6, Mean ± SE):
MMC: total duration (m=) Phase 3: duration (min) velocity (cm/s) frequency (/min)

32 87±36 6.2±15 9.4±3.4 11.7± 0.5
In duodenum of normal subjects (n=10)the postprandial state (1 hour after meal) was
characterized by a number of several kinds of bolus contraction with various propagation
velocity: number of bolus contraction propulsion velocity (cm/s)

total 784 (100%) proximal 2.03 ± 0.32
propulsive 721 ('92%) middle 2.14 ± 0.45
retrograde 63 ( 8%) distal 2.36 ± 0.65

Patients with long standing juvenile diabetes showed significant lower number of
propulsive bolus contraction than normal subjects (Mean ± SE, range):

normal (n=10) patients (n=5)
total 72.1 ± 9.2 (57-90) 100% 46.5 ± 7.4(37-57) 100%
long range 58.5 ± 6.3 (44-67) 81% 40.5 ± 62(31-47) 87%
short range 13.6 ± 7.6 (6-30) 19% 6.0 ± 4.6 (2-14) 13%
(long range: spread distance > 12cm)

Conclusion:
A new technology forwarding investigation of intestinal motility is introduced. This method
provides informations about intestinal motility in fasted state and morever, postprandial.
Several postprandial motor patterns called bolus contraction have been identified in human
duodenum. Significant lower number of bolus contraction was found postprandial in
duodenum of patients with long standing juvenile diabetes. Further studies are on going
evaluating the clinical usehiless of this new technique.

EFFICACY OF FEDOTOZINE (F) IN THE ITABLE BOWEL SYNDROME (IBS). A
DOUBLE-BLIND PLACEBO-CONTROLTE DOSE-RANGE MULTICENTER STUDY.
M. DaXoignv". M Homerint, B. Scherrerta, B. Fraitgta, (1) Departrnent of
Gastroenterology, Hotel Dieu, 63003 Clermont-Ferrand Cedex. (2) Institut de Recherche
Jouveinal, 3-9 rue de Ia Loge, 94265 Fresnes Cedex.

The efficacy and safety of 3 doses of F (3.5. 15 and 30 mg Li.d.), a new ligand of
peripheral opioid receptors, have been compared to those of a placebo (P) in the MBS in a
double-blind multicenter study carried out in 68 centers in France, Belgium and Tunisia.

After a 2 week P run-in period in 316 patients at the end of which P responders were
excluded, 238 paticnts (88 male, 150 female, mean age X s.d.: 47.2 i 12.2) were
randomized to one of the 4 tatment groups for 6 weeks and 198 completed the trial.

Patients were included if they were aged 18-65, if they had an MBS defined by lower
abdominal pain (or discomfort) of at least moderate intensity at least 3 times a week
accompanied by at kast 2 of the other classical symptoms of lBS (bloating, transit and/or
defecation disorders) for at least one year, with no abnormality upon clinical examination.
colonoscopy (or barium enema + sygmoidoscopy), upper-gastro-intestinal endoscopy, biliary
ultrasonography, ECG and routine biology. Patients had to give their written informed
consent. The protocol was approved by the Ethics Committee of the University Hospital of
Clermont-Ferrand. There was no intergroup difference at inclusion except for the sex-ratio
and the proportion of patients treated for IBS within the 2 weeks prior to the study; On their
diary cards, patients had to give a daily rating of the intensity of their abdominal pain (or
discomfort) over the 4 periods of the past 24 hours (night, moming, aftemoon, evening) on
a 0-4 scale, as well as that of the other symptoms. An analysis of variance for repeated
measurements (intention to treat) showed a statistically significant superiority of F 30 mg
t.i.d. over the other groups on the main zssessment criterion (weekly mean of maximal daily
intensity, p=0.008) as well as on several secondary criteria (mean daily intensity, p=0.01 1 -
bloating, p=0.034 - proportion of well-formed stools, p=0.004). A statistically significant
difference was also found on the investigator's assessment of the overall intensity of IBS,
with a significant dose-response relationship, and on the analysis carried out after adjustment
for baseline intergrup differences (p=0.010 for the main criterion).

Side-effects were benign and evenly distributed among the 4 groups. Te proportion of
drop-outs decreased significantly as the dose increased.

Fedotozine 30 mg t.i.d. appears to be a safe and effective treatment of IBS.
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