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RECTAL TRANSIT IN PATIENTS WITH DISORDERED
DEFAECATION. Kumar D. Benson M*, Grant E, Britton A',
Gains G, Jazrawi R*, Joseph A'. Departments of Colorectal
Surgery, Gastroenterology* and Radiology', St George's Hospital,
Tooting, London, UK.

Assessment of rectal transit is commonly performed using barium
proctography. The result obtained from such measurements only
reflect total percentage evacuation from the rectum and do not take
into account the rate of evacuation. The aim of this study was to
evaluate the impact of the rate of evacuation and total.
We studied 104 patients with a history of constipation. Rectal

transit was measured using isotope defaecography in an unprepared
rectum. Gamma camera images were obtained at 5 second intervals
during the act of defaecation. The rectal transit was normal in 29
patients with a total percent evacuation of > 70% and a rate of
evacuation of > 1.5% per second [70.5 (3.5), 1.5 (0.22)]. There
were no associated anatomical abnormalities such as a rectocele in
this group. The remaining 75 patients had impaired rectal transit.
The total percent evacuation in this group was significantly lower
than the one with >70% evacuation (70.5 (3.15) vs 60.5 (1.9).
The rate of rectal evacuation in those with reduced percent
evacuation was significantly slower (p <0.05) than those with
normal evacuation. There was a significant correlation between the
rate of evacuation and total percentage evacuation (r=0.46,
p<0.0001). There was an inverse correlation between the rate of
evacuation and the presence of a rectocele (r=0.28, p<0.005).

These data suggest that the rate of evacuation is an important
factor in the dynamics of defaecation and should be routinely
measured in patients with disordered defaecation.
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FAECAL INCONTINENCE IN PATIENTS WITH NORMAL
ANAL SPHINCTERS - EVIDENCE FOR AN AFFERENT
DEFECT. Benson M*, Grant E, Jazrawi R*, Lloyd R*
Leicester RJ. Kumar D. Departments of Gastroenterology* and
Coloproctology, St George's Hospital, Tooting, London, UK.

Patients with faeca! incontinence (Fl) often have impaired
function of either the internal (lAS) and/or external (EAS) anal
sphincters. The underlying cause is either a primary neuropathy or
traumatic disruption of the anatomical integrity of the sphincter(s).
However, a proportion of patients have no demonstrable
physiological dysfunction of either the IAS or EAS. The
pathophysiological mechanism of in this subgroup remains unclear.

Method: In the last 15 months, 134 patients with Fl (median age
57 [IQR:34-68]) underwent anorectal physiological measurement.
Sphinteric basal (BP) and maximum squeeze (SP) pressures were
measured using water-fillea microballoon system. The average of
4 separate measurements was calculated for both variables. Rectal
sensation was assessed by filling an intra-rectal latex balloon with
SOmI aliquots of air at 60s intervals. Values were established for
the threshold volume (TV), volume of constant sensation (VCS) and
maximum tolerated (MTV). Endoanal ultrasound was also
performed on all patients.

Results: The basal and squeeze pressures were normal in 27 of
134 (20%) patients with FI. Endoanal ultrasound was also normal
and did not reveal sphincter defect in all these 27 patients. The
rectal threshold sensation was normal in all patients. Seven of 27
patients (25%) showed an abnormal constant volume sensation
(<120-iSOmls). The remaining 20 (75%) had impairment of VCS
as well as MTV (<200-220 mIs). None of the patients had
impairment of MTV alone.
These data suggest that in patients with a manometrically and

morphologically normal anal sphincters, abnormalities of rectal
sensation may be responsible for faecal incontinence.
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COIL EMBOLISATION - A SAFE AND EFFECTIVE OPTION FOR
MAJOR COLONIC BLEEDING.
kA.Nicholson*,HuJl1ack,LCurzon*,DI.Etles*,G.S.Duthie
P.W.RLee,J.R.T.Monson. The University of Hull, Academic Surgical
Unit Castle Hill Hospital, Cottingham HU16 SJQ, and *Dept of
Radiology, Hull Royal Infirmary, Anlaby Road, Hull HU3 2JZ.

The management of major colonic bleeding is problematicaL
Although the majority of patients setde with conservative measures, a
proportion of patients require emergency surgery which is associated
with high morbidity and mortality. Selective angiography can localise
the source of haemorrhage in actively bleeding patients prior to surgery.
However, therapeutic angiography, though technically feasible, has not
gained widespread support.
Since January 1995 eight patients (2 males, 6 females mean age 8lyrs,

range 72-87yrs) with major colonic bleeding have undergone coil
embolisation of bleeding points. All patients had failed to respond to
conservative measures (mean haemoglobin at angiography 6.5g despite
mean transfusion volume of 6 units), were haemodynamically unstable
at the time of angiography (mean systolic pressure 85mmHg), and were
destined for emergent laparotomy should embolisation fail. The source
of bleeding was identified in all patients. In 5 patients single bleeding
"end-vessels" were embolised with a single coil, with arrest of
haemorrhage. None of these patients required further intervention for
bleeding. A 6th patient with Crohn's disease required surgery for
continued bleeding, despite embolisation of multiple left colonic
bleeding points. A further patient had 2 discrete bleeding points
successfully embolised at the caecum and hepatic flexure. Subsequent
barium enema and colonoscopy with biopsy revealed an ischaemic
stricture at the hepatic flexure, from which the patient is asymptomatic.
The final patient developed ischaemic colitis after embolisation had
arrested haemorrhage from the left colon. On this occasion, in contrast
to the earlier cases, the bleeding "end-vessel" could not be entered, and
the marginal artery was therefore embolised. This latter complication
was managed conservatively.
This preliminary experience demonstrates a role for coil embolisation

in the management of patients with major colonic haemorrhage.
Significant colonic ischaemia is unlikely provided the marginal artery is
preserved. Given appropriate angiographic facilities and levels of
expertise, the use of these techniques in selected groups of patients can
obviate the requirement for emergency surgery in this notoriously high
risk scenario.
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SYMPTOMS, CONSULTATION, MEDICATION AND WORK-
LOSS AFTER ERADICATION OF H. PYLORI: A THREE YEAR
FOLLOW-UP OF DUODENAL ULCER T.G.Reifly. D Stone, RP
Walt. University Department ofMedicine, Queen Elizabeth Hosjuital
Binningham.

Introduction: We have previously shown benefit following
eradication ofHelicobacterpyloni in ulcer patients. We have
extended the follow-up in this cohort of ulcer patients.
Methods: A validated questionnaire was sent to patients treated

for ulcer by eradication therapy and tested at 4 weeks by "C-urea
breath test, asking details ofsymptoms, consultations with doctors,
use of nwedication including antisecretory drugs and NSAIDs, and
time lost from work. All responders were invited to repeat the
breath test.
Results: From 203 patients sent a repeat questionnaire 22-52

months (mean 31±6.0) after treatnent, 140 (69%, 109 Hp negative)
replies were received. The mean age ofresponders was 56 yrs
(*13.8, range 27-83). There was no significant difference between
Hp-pos and Hp-neg in terms of age, sex, length offollow-up, use of
tobacco and NSAIDs, or response rate. The results of the
questionnaire were:2questiomarewere:Eradicated Failed i2test
Current 'ulcer pain' 15/107 12/29 p=0.0021
Beliefthat ulcer was cured 92/106 10/30 p<O.0001
Treatrnent in last year for ulcer 12/103 18/30 p<0.0001
Consulted GP in last year about 10/109 16/31 p<O.0001

ulcer symptoms
Lost work (if in work last 18/12) 3/51 7115 p=0.0005

due to ulcer (Yates)
Eradication successes had the same frequency of heartburn and

irritable bowel symptoms as failures. Heartburn was associated
with 'ulcer pain' (p="0.039), current use of medication (p<0.0001)
and beliefthat the ulcer WaS not cured (p=0.017). Those with
heartburn were not more likely to report current NSAJD usage than
controls (p=0O.82). Of51(9 positive) patients who had a repeat
breath test, one previously negative patient became positive.
Condusions: Eradication ofH. pylon in patients with peptic ulcer

gives long term benefits. Heartburn is more often a feature in those
with continued symptoms than those without, regardless ofH.pylon
status. A 4-week breath test is a good predictor of long term
H.pylori status.
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EFFECT OF OMEPRAZOLE THERAPY ON
DETERMINATION OF HELICOBACTER PYLORI STATUS BY
'4C UREA BREATH TEST. Adil El-Njurmi, T.E. Hilditch, KE.L.
McColl, University Department of Medicine and Therapeutics,
Western Infirmary, Glasgow, Scotland.

Proton pump inhibitor therapy is being used increasingly in
patients with dyspeptic disorders. In addition, determination of
Helicobacter pylori status is important in determining the
management of patients with dyspepsia. We have assessed the
effect of omeprazole treatment on determination of H. pylori status
by the 14C urea breath test.
Patients and Methods: Twenty (13 male and 7 female)

Helicobacterpylori positive and 13 (9 male and 4 female)
Helicobacter pylori negative patients were examined. Their H.
pylon status in each group was confirmed by 14C-urea breath test,
histology, CLO test and culture of antral biopsy. All patients were
treated with omeprazole 40mglday for one month then omeprazole
20mg/day for 6 months. The '4C urea breath test was repeated at
the end of each dose of omeprazole and 4 weeks after stopping the
drug.
ResuIts: Median (range) 20 min 14C urea breath test value

(Kg% dose/mmol CO2 x 100)
Pre-omeprazole After 1 mth After 6 mths 1 mth

omeprazole 20mg omeprazole post
40mg/day /day omeprazole

H. pylori 4 19 6 5
-ye group (2-9) (9-51) (4-19) (3-9)

H. pylon 186 29 74 217
+ve group (95-352) (3-173) (7-212) (25-252)

The 40mg omeprazole dose lowered 14C urea breath test value
in the H. pylon positive subjects and increased it in the H. pylori
negative subjects, resulting in a loss of statistical difference
between the two groups. The effect was less marked on the 20mg
omeprazole dose, and resolved within 4 weeks of stopping the
proton pump inhibitor.
Conclusion: The 14C urea breath test is of limited value in

determining H. pylori status during proton pump inhibitor
therapy.

HELICOBACTER PYLORI INFECTION AND EXOGENOUS TUMOUR
NECROSIS FACTOR ALPHA (TNFa) PRODUCE SIMILAR EFFECTS
ON GASTRIN RELEASE FROM HUMAN ANTRAL FRAGMENTS
lan L. P. Beales and John Calam
Gastroenterology Unit, Royal Postgraduate Medical School. London. J3K

The mechanism of the hypergastrinaemia of chronic H. pytlon (Hp)
infection is not fully understood. In previous work. with canine cells we
have shown that cytokines. particularly TNF a which is liberated in the H.
pylon infected antum can regulate gastrin (G-)and somatostatin (D-) cell
function. Therefore we have characterised the effects of both endogenous
Hp infection and exogenously added TNF a on the regulation of gastrin
release from human antral fragments.

Methods: Human antral biopsies from 15 Hp -ve and 11 Hp --ve
patients. were sliced into fragments and incubated for 6 hours in DMEM
at 37 'C with continuous gassing with 95 % 0./ 5 % CO, with or
without added TNFa (20 ng/ml). Following a medium change the gastrin
released over the ensuing 2 h stimulation period. in the presence or
absence of lOnM bombesin (BBS) was measured by RIA. The integrity of
the paracrine feedback loop inhibiting gastrin release was tested by
stimulating D-cells with lOnM CCK. during this 2 hour period.

Results: Fragments from Hp +ve patients showed similar basal gastrin
release to Hp-ve but significantly- higher gastrin release in response to
BBS (97 ±13 % over basal vs 67 +17 %: Mean+SD:p<0.05). TNFa
preincubation with Hp -ve fragments enhanced both basal and BBS
stimulated release (by 35 +16 and 25 +11 % respectively: both p<0.05).
TNFca increased gastrin release in Hp+ve fragments but not significantly.
The inhibition of gastrin release produced by CCK in Hp-ye (19+7 % of
basal and 52+17 % of the BBS stimulated release). was siginificantly
greater than that seen with either Hp+ve fragments: 8+5 % reduction of
basal (p<0.05) and 24+9 % of BBS (p<0.01) or with TNFa treatment of
Hp-ve fragments: 11+5 % inhibition of basal and 32+9 % of BBS
stimulated (both p<0.05).

Conclusions: H. pylon infection was characterised by enhanced gastrin
release but particularly by impaired local inhibitory mechanisms. TNF a
produced a similar pattern of abnormalities in gastrin secretion. This
supports the hypothesis that cytokines are important causes of
hvpergastrinaemia in Oivo.

THE RELATIONSHIP BETWEEN GASTRIC ACID OUTPUT
AND BACTERL COLONISATION DENSITY OF THE
GASTRIC PITS IN H. PYLORI INFECTED PATIENTS. PD
Mullins',P Sarsfield2,D Fine',HW Steer3.Departments of
Medicine',Pathology2 and Surgery3.Southampton General
Hospital,Southampton UK.

H. pylori preferentially colonises the gasric antrum and is found in
greatest numbers adherent to the mucous secreting epithelium of the
gastric pits.The inflammatory response may be responsible for changes
in gastric acid secretion. The pattern of intragastric H. pylori
colonisation may be affected by the level of gastric acid secretion. Aim:
To test whether a relationship exists between H. pylori antral pit
colonisation density and gastrin releasing peptide (GRP) and peak
(PAO) acid outputs. Methods: 12 Hp+ve patients (1 1 men,mean age 51
years,range 33-72) were studied.H.pylori was detected by Giemsa
stained sections of antral biopsies taken at gastroscopy.Sections from
two biopsies were immunocytochemically stained with polyclonal anti-
Helicobacter pylori immunoglobulin (Dako).Sections were viewed with
light microscopy by one observer blinded to case clinical details. A
semi-quantitative method of scoring H.pylori organisms was devised
(on a 0-6 scale) which reflected extent and density of colonisation of
gastric pits. Studies of acid output were performed in response to GRP
(40pmolJkg hr iv) and pentagastrin (6pg/kg im). Results: Values for
acid output were as follows; BAO (mean 4.2, range 0.9-6.9). GRPAO
(7.9, 1.2-22.1) and PAO (35, 9-59) in mmol/hr. Pearson rank
correlation coefficient (r) between pit density and acid output were as
follows; BAO (r-0.23, p>0.2), GRPAO (r-0.09, p>0.2), PAO (r-
0.58,p<0.05). Conclusion: PAO has a significant negative correlation
with H. pylori antral pit colonisation density, Gastric acid secretory
capacity may determine H.pylori gastric antral pit colonisation
density.Gastric acid secretory capacity may itself be determined by
intragastric H.pylori colonisation.

GASTRIC MUCOSAL AND GASTRIC JUICE Ci-TOCOPHEROL LEVELS IN
PATIENTS WITH AND WITHOUT HELICOBACTER PYLORI. ZW Zhang. SE
Patchett, D Perrett, P Domizio, MJG Farthing. Digestive Diseases Research
Centre, Depts of Medicine & Histopathology, St Bartholomew's & The Royal
London School of Medicine & Dentistry, London.

Introduction ce-tocopherol. the major active component of vitamin E, is a
principle antioxidant in biomembranes. Epidemiological data suggest that it
may protect against gastric cancer perhaps through trapping reactive oxygen
radicals and reducing carcinogen formation in the stomach. As chronic
H.pylori infection is now felt to be an important aetiological factor in gastric
carcinogenesis, we have measured a-tocopherol concentrations in gastric
antral mucosa and gastric juice and related them to H. pylori infection and
antral histological change. Mlethods a-tocopherol concentrations vere
measured in gastric antral mucosa, gastric juice and serum of 43 consecutive
patients attending for gastroscopy. Six antral biopsies and 5-15 ml of gastric
juice were obtained from each patient for determination of ct-tocopherol
levels, H. pylori status and for assessment of antral histology. All biopsies
were examined by a single histopathologist according to the Sydney system.
a.-tocopherol measurements were performed in duplicate using
HPLC/electrochemical detection and expressed as median with interquartile
range(IQR). Bomb& There was no association between a-tocopherol levels
and patient age, sex or endoscopic diagnosis. Gastric mucosal a-tocopherol
levels were significantly lower in H. pylori infected patients
(5.4nmol/g.wet.wt IQR 3.8-7.1) compared to uninfected patients(8.7 IQR 5.8-
9.6, p=0.03). Although there was a considerable variation in serum a-
tocopherol levels, the mucosa to serum ratio of a-tocopherol was
significantly lower in patients with chronic active gastritis(p=0.02) and in
patients with gastric mucosal atrophy(p=0.04) compared to those without
these histological abnormalities. Similarly, gastric juice to serum ratios were
significantly reduced in patients with chronic active gastritis(p=0.05) and
those with gastric atrophy(p=0.007). CondLuson Gastric colonisation with H.
pylori and the associated histological abnornalities are associated with
decreased ca-tocopherol concentrations. This reduction of nutrient antioxidant
concentration may be relevant to the development of gastric neoplasia in
subjects with chronic H. pylori infection.
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MIETRONIDAZOLE OR TINIDAZOLE WITH OMEPRAZOLE
AND CLARMIROMYCIN FOR THE ERADICATION OF H.
PYLORI. AE~dwd, RPH Logan, S Lawes, CJ Hawkey & RC Spiller.
Div of Gastroenterology, University Hospital, Nottingham. NG7 2UH.

Introduction One-week low-dose triple therapy with omeprazole,
clarithromycin and either tinidazole (OCT) or metronidazole (OCM) give
H. pylori eradication rates of over 90%. Tinidazole is much more
expensive and less widely available than metronidazole, but is said to
have fewer side effects and be more suited to twice daily dosing. We
compared the efficacy and side effect profile of OCT and OCM in a
randomised double-blind study.

Methods Patients with endoscopically proven H. pylori (two of CLO-
test, histology and culture) requiring treatment were randomised to
receive one week twice daily omeprazole 20 mg and clarithromycin 250
mg with either metronidazole 400 mg or tinidazole 500 mg. Eradication
was assessed at 6 wveeks with '4C-urea breath test and side effects (eg.
taste disturbance) and compliance assessed by a tablet diary. Pre-
treatment H. pvlori susceptibility testing was performed wherever
possible. Eradication rates were assessed using per protocol (PP) and
intention to treat (ITT) analyses. Eradication rates, side effects and effect
of pre-treatment sensitivities were compared using Chi-squared testing.

Results 120 patients were randomised with results, expressed as mean
(95%CI), available on 111 at present. The study had a power of 90% to
detect a difference in side effects of 30%.

QC OCM P-value
n 56 55
Eradication rate (PP) 96% (88-100) 98% (90-100) NS
Eradication rate (ITT) 95% (85-99) 96% (88-100) NS
Side effects (all) 69% (53-82) 58% (42-73) NS
Side effects (severe) 11% (4-24) 5% (1-16) NS

All 3 treatment failures harboured pre-treatment strains resistant to
metronidazole compared to 27% of treatment successes (P<0.05).
Conclusions Although both regimes are highly effective at eradicating

H. pylori, OCM is the treatment of choice, being cheaper and as well
tolerated as OCT.

THE wvac PRODUCT FROM RHESUS MONKEY Hclicobacter pylori
IS CYTOLETHAL BUT CAUSES LITI'LE VACUOLATION
JC Atherton, G Gonzalez-Valencia, A Dubois, MJ Blaser, TL Cover. Div
Infect Dis, Vanderbilt Univ & VAMC Nashville, TN; Jefde Invest Medica,
IMSS, Mexico; Dept Med USUHS Bethesda, MD. (Intro by CJ Hawkey)

Rhesus monkeys are naturally infected with H.pylon. We aimed to
characterize putative H.pylon virulence markers in monkey isolates.
METODS H.pylori isolates from 12 Rhesus monkeys were examined.
The genes vacA, cagA and picB were typed by PCR and/or colony
hybridization. Cytotoxin activity was assessed by adding 40-fold
concentrated culture supernatants (CCSs) to HeLa cells in 5 to 160-fold
dilutions. Blocking experiments used antiserum against purified cytotoxin
from human H.pylori. A vacAk isogenic mutant of a monkey strain was
created by allelic exchange and rescue of a kanamycin resistance marker.
For confirmation of monkey H.pylori identity, 1.3kb of the 16SrRNA gene
was PCR-amplified and sequenced. RESULTS All 12 monkey isolates
were vacA signal sequence type si; 11 were sla and 1 was not PCR-
amplified by either sla or slb primers. All were mid-region type ml,
although probe hybridization was weaker than with human ml strains. Eight
were cagA+ and the same 8 were picB+. All monkey isolate CCSs induced
> 80% HeLa cell death (at mean 7-fold dilution, range 5 to 20 fold). Minor
vacuolation was common, but only 2 isolates gave > 80% vacuolation and
this accompanied cell death. Human (U.S.) vacA sla/ml isolates produced
less cell death (only 2 of 5 isolates gave > 80% death at 5-fold dilution, and
then accompanying extreme vacuolation, p<0.05), but more vacuolation
(all 5 isolates gave >80% vacuolation, even diluted 160-fold, p<0.001).
HeLa cell death induced by monkey isolate CCS was confirmed by failure
to exclude trypan blue, and unlike vacuolation, was not enhanced by
NH4C1. Neither the cytolethal nor the vacuolating effect was related to
cagAlpicB status. Both effects were blocked by anti-cytotoxin antiserum and
neither was exhibited by a vacAK isogenic mutant. Partial 16SrRNA
sequencing of a cagAIpicB- monkey strain showed 100% homology with
human strain 11638 over a 127bp region previously used to distinguish
Helicobacter species. CONCLUSIONS The vacA product from monkey
H.pylori causes greater HeLa cell death and less vacuolation than that from
genotypically similar human isolates. Structural comparisons may allow
identification of domains responsible for these two effects.

IMPORTANCE OF THE vacA PROMOTER REGION AND SIGNAL
SEQUENCE ANALYZED BY CONSTRUCTION OF vacACHIMERAS
JC Atherton, MR Morales, Mi Blaser, TL Cover. Div Infectious Diseases,
Vanderbilt Univ and VAMC, Nashville, TN, USA. (Intro by C J Hawkey)

H.pyloni strains with vacA of signal sequence (ss) type sla express greater
vacuolating cytotoxin (Tox) activity in vitro than s lb strains, and s2 strains
do not express Tox activity. Type sla strains are associated with more
inflammation and peptic ulceration in vivo than s lb or s2 strains. We sought
to define experimentally whether the vacA promoter/ss region was a
determinant of VacA production, and hence Tox activity.
METHODS H.pylori vacA chimeras (containing vacA elements derived
from Tox+ and Tox- strains) were constructed by natural transformation,
allelic exchange, and selection for a chloramphenicol resistance gene (cat)
inserted upstream of the vacA promoter. The promoter/ss region from strain
60190 (sla, Tox+) was exchanged into vacA of 86313 (s2,Tox-), 84183
(sib, weaker Tox+). and as a control, 60190. The promoter/ss region from
strain Tx30a (s2, Tox-) was exchanged into these strains and Tx30a. VacA
production was measured by antigen-detection ELISA of concentrated
culture supernatants (CCSs), corrected for backgrond and bacterial density.
Tox activity in the same CCSs was measured by a HeLa cell vacuolation
assay. RESULTS (MEAN±SEM) As expected, cat insertion upstream
of the vacA promoter in strains 60190 and Tx30a did not affect VacA
production or Tox activity. Inserting a Tox-(s2) promoter/ss into Tox+
strains reduced VacA production compared with inserting a Tox+(sla)
promoter/ss [ELISA optical density x100 (OD) for 60190: 24±5 vs. 60±4
(p<O.00l, t test); for 84183 22±5 vs. 84±13 (p<0.002)]. A
corresponding reduction in Tox activity was observed. Western blots
confirmed that a - 9OkDa immunoreactive band was produced. Inserting a

Tox+(sla) promoter/ss into 86313 slightly increased VacA production
compared with inserting a Tox-(s2) promoter/ss [OD 2.1 ±0.3 vs. 0.3 ±0.5
(p <0.05)1. This was not due to differences in VacA antigenicity, as it
persisted for chimeras in which the N terminal of the mature protein was

unchanged. Insertion of the 60190 promoter/ss and cat into 84183 increased
both VacA production [from OD 18±3 to 84± 13 (p<0.001)], and Tox
activity. CONCLUSION The vacA promoter/ss region is a determinant
of VacA production and thlus of cytotoxin activity. This may explain why
vacA ss type is a marker of gastric inflammation and duodenal ulceration.

CONTINUOUS MAINTENANCE WITH LOW-DOSE LANSOPRAZOLE
VERSUS H.pylorl (HP) ERADICATION IN THE PREVENTION OF
DUODENAL ULCER RECURRENCE.
F.Parente, SBargiggia, G.Maconl, E.Colombo, G.Bianchi Porro.
Departments of Oaero.nterology, LSacco Hospial & Garbagnate
Hospital, Milan, Italy.

Continuous maintenance treatment with antisecretory agents and H.pylori
eradication constitute the most effctive therapeutic options in preventing
duodenal ulcer recurrence. These two strategies, however, have not yet
been compared extensively in controlled clinical trials. The aim of this study
was to compare the efficacy of a 12-month low-dose lansoprazole
maintenance treatment with HP eradicafion in the prevention of duodenal
ulcer (DU) recurrence.
Ninety-two patents with active HP-positive DU were enrolled into the acute
phase of the study; they were randomly assigned to a four week full-dose
therapy with lansoprazole (30 mg/day) or to an eradicating regimen
(lansoprazole plus 1 or 2 antibiotics). Patients with healed ulcer were
assigned, according to their HP status (determined by histology and rapid
ureas test 4 weeks after the completion of acute therapy), to a continuous
antisecy maintenance therapy or no tre ent during the following 12-
month follow-up period. Thirty-egth HP-posive patients we trd with
15 mg lansoprazole at bedtime., whereas 46 HP-negative (eradicated)
patients received no active therapy during the follow-up period. The twa
treatnent groups were well band conceming all demographic
characteristics. Clinical controls were performed every 3 months while
endoscopy was repeated at 6 and 12 months or if symptoms recurred. In
terms of per protocol analyis, the overall rate of ulcer relapse at 6 months
was 5% (2/38) in the maintenance group and 0 (0/42) in the antibiotic
group. The corresponding figures at 12 months we 20% (7/34) and 5%
(2137),respectively (p: ns, 95% Cl for the diffence -0.30 +0.02). No
significant side effects were observed during lnterm maintenance with
lansoprazole.
In conclusion, our results have shown no significant dference between HP
eradication and continuous maintenance with PPIs in preventing DU ulcer
relapses and complications; undoubtely, In terms of cost/efficacy, the former
rgimen should be considered the treatment of choice in HP-positive
patents, hwver due to its efficacy and safety, long-term wdose
lansoraoe may conste a valuable altemaive in non eradicated
patients.
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ROLE OF H.pylorl INFECTION IN HEALING AND RECURRENCE OF
NSAID-ASSOCIATED PEPTIC ULCERS.
Blanohi Porro 0., Parent F., Im i V., Montrone F., Caruso 1.
Dpartnent ofOatn logy and Rhoumatology, L.Sacco
HospItal, Milan, Italy.

Since the relabtionship between H.pylon infection and NSAID-related pec
ulcers remains unclear we have evaluated prospecvy in a consecutive
series of 278 arthritic patients rceiving chronic NSAIDs the prevalence of
peptic ulcer as well as the efect of H.pylorl eradication on the healing and
recurrence of gstric and duodenal ulcer found. One hundred pepfic uicers
(59 gastic ulcers, 39 duodenad ulcers and 2 gastric ulcers concomiant with
a duodenal ulcer) wer diagnosed by gastr-scopy. Most of these ucers
(70%) were associatd with H.pylori inhfeion (diagnosed by histology and
rapid urease test). This frequency of infecion was significantiy infeior (p =
0.01) to that found in 178 patients with minor gastduodenal lesions
(erosions or hyperemia) or normal endoscopic finding (49%).
According to their H.pylori status, ulcer paents we randomized to receive
one of the following acute beat s: H.pyo eaive ulcers received
orneprazole 20 mg bid for 4-8 weeks, wherea H.pylori-posfiive ulcer were
treated with omperazole 20 mg bid plus amoxycillin 1 9 bid (the latter for the
first two wzeks) or omeprazole alone for 4-8 wks whilst continuing NSAID
therapy. Endoscopic healing rates for gastric and duodenal ulcers in the
thre different groups were similar both at 4 and 8 weks. H.pylori
eradication did not influence healing, which occurred in 14120 (70%) of
edicated patients, compared to 14/17 (82%) of pati with persistent
infection. Sixty-one patients with healed ulcer w endoscop cally followed-
up for six months after stopping antiulcer therapy while continuing NSAIDs.
Cumultive recurrence rates at 6 months did not statistically differ among
the three different groups (27% in H.pylon-ngative, 46% in H.pybri-poitive
and 31% in those eradicated during the acute phase), aithough a numerical
trend in favour of a higher recurrence rate in infected patients was evident.
These findings show that H.pyloui eradication does not confere any
significant advantage on the healing of NSAID-related gastric and duodenal
ulces in long-term NSAID-users. It remains to be estblished with certainty
whether eradication may be helpful to reduce recurrence in a specific
subset of NSAID-ssociated ulcers.

IBD and colorectal W54-W63
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MESALAZINE RELEASE FROM COATED TABLETS:
EFFECT OF DRUGS WICH ALTER
GASTROINTESTINAL PH F Hussain, R Ajan, N Trudgill
S Riley. Northern General Hospital, Sheffield,UK

Eurdagit S coated mesalazine aims to release its contents in
the relatively alkaline environment of the distal ileum and
proximal colon. Alkalinisation of the proximal gut may lead to
premature release of mesalazine with increased risk of systemic
toxicity whereas acidification of the gut may leave tablets to
pass whole. We have therefore studied the steady state kinetics
of coated mesalazine during concurrent administration with
omeprazole and lactulose. Six healthy volunteers (3male, age
17-53) took mesalazine 400mg tds for 21 days. Omeprazole
20mg daily and omeprazole 40mg daily were added from days
8-14 and 15-21 respectively. Urinary and faecal drug excretion
were measured on days 7,14,21. Seven constipated but
otherwise healthy volunteers (7 female,age 23-37) followed a
similar protocol with lactulose 30mls and 60ml daily in place
of omeprazole. Stool pH, frequency and whole gut transit time
were also measured. During the omeprazole study, median
values of N-Acetyl 5ASA (NASASA) and 5-aminosalicylic
acid (SASA) excretions on days 7,14,21 were: 1)urine
NASASA: 338, 429, 349; SASA 9, 25, 1 l(mg). 2)fieces
NA5ASA 174, 263, 199; SASA 206, 180, 349(mg). During
the lactulose study excretion was: l)urine NA5ASA 194, 394,
266; 5ASA 8, 14, 9.(mg) 2)faecesNA5ASA 322, 318, 243;
5ASA 134, 239, 162(mg) Lactulose 60mls significantly
increased bowel frequency from 2(1-4)week to 6 (2-9), but
not transit time: 71hrs (52-92) to 58 (42-77) or stool pH: 6.6
(5.6-7.5) to 6.4 (6.1-7.3). In conclusion, neither omeprazole or
lactulose (when adminfistered to subjects with constipation)
alter the disposition of coated mesalazine.
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PERSISTENT CLONAL EXPANSIONS IN PERIPHERAL
BLOOD CD4 T CELLS IMPLICATE CHRONIC ANTIGEN

EXPOSURE IN THE AETIOLOGY OF IBD
C.S.Probert,' A.Chott,2 J.R.Tumer, 'C.O.Elson, s S.P.Balk,2 R.S
Blumberg,'.'Brigham and Women's Hospital and 2Beth Israel
Hospital, Boston and 3University of Alabama, Birmingham, AL

The distribution of T cell receptr (TCR)-ct3 usage, which
provides an indirec indication of the complexity of antigens
recognized, is largely-unknown in IBD. CD4* and CD8* peripheral
blood T cells (PBT) were isoated from patients with active UC,
CD, diverticulitis and normal controls to assess the diversity of
TCR-f3 chains. We have shown, by analysis of the CDR3-region
lengths as well as cloning and random sequencing of 24 different
Vf families from CD4 and CD8* PBT cells, selective expansion of
T cell dones in CD, UC and diverticulitis; this was not observed in
the normal donors (Gastroenterology 1995;108A896).
We now provide eidence of clonal persistence and shared

clones in monzygtic twins wih CD. Reiterative TCR-J sequences,
which were persistently identifiable over a 4 month period, were
observed among TCR-f chain transcripts from CD4* PBT cells of a
CD subject The TCR-f sequence was identifiable in genomic (g)
DNAfrom as few as 1000 PBTs from a blood sample obtained one
year after the two cDNA samples. In addition, specific Vj
sequences for this CD4* PBT clone were be found by squencing
PCR products of gDNA, isolated from archival tissue blocks of CD
intestine resected 3 years prior to PBT gDNA analysis. Similarly,
reiterated PBT TCR-P sequences were shown in the genomic DNA
of the colon of a subject with UC. Finally, an identical twin-pair,
concordant for CD, shared the tuo reiterated TCR-f chain
sequences in their CD4' PBT cells; one of the shared sequences
(Vf8-P R G E A -JO2.1) may be part of a larger motif. The detection
of identical T cell clones in monozygotic twns in conjunction With
the identification of distinct T cell clones at widely separate times
and sites (peripheral blood and gut) implicates specific and
persistent stimulating antigen(s) in the pathogenesis of IBD.
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INCREASED MEASLES lgM IMMUNOREACTIVITY IN
PATIENTS WITH INFLAMMATORY BOWEL DISEASE.
F.A. Balzola+, K. Khan, A.Pera°, F.Bonino+, R.E.Pounder and
A.J.Wakefield'. Inflami7natoiy Bowel Diseaise Study Group, Royal
Free Hospital School of Medicine, London, UK, + Department of
Gastroenterologv and Clinical Niutrition, Molinette Hospital, and
`Division of Gastroenterology, Mauriziano Umberto I Hospital,
Torino, Italy.

In an International collaborative study, serum measles 1gM
immunoreactivity was assayed bv ELISA in consecutive
outpatients with Crohn's disease (n = 95), ulcerative colitis (n =
79), viral hepatitis (n = 63) and blood donors (n = 30). Results
were compared with; those obtained from a different commercial
measles IgM assay, seruim rubella and Epstein-Barr virus-specific
lgM immunoreactivity, total serum IgM, Rheumatoid Factor and
measles-specific 1gG. Twenty patients with inflammatory bowel
disease were studied serially over a 4 month period. At the
ELISA cut-off point for confirmation of recent acute measles virus
infection, there were no significant differences between groups.
However, increased serum measles IgM immunoreactivity (>
mean ± 2SD of blood donors) was significantly greater in patients
with Crohn's disease 39/95 (41%) and ulcerative colitis 33/79
(42%) compared with hepatitis patients 5/64 (8%) and normal
controls 0/30 (0%) (p<0.001). Those positive by ELISA were
also positive by indirect immunofluorescence on the same serum
sample. Serum measles 1gM immunoreactivity did not correlate
with eith.er total 1gM, rubella or Epstein-Barr virus IgM (not
raised), measles IgG, or disease activity. Patients not receiving
steroids were more likely to have raised measles IgM
immtlnoreactivity (p<0.5). All sera examined for Rheumatoid
Factor were negative. Of 20 patients with inflammatory bowel
disease studied over a 4 month 55%G showed raised measles 1gM
immuinoreactivity at some stage during the follow-up. The data
suggest an immuinological response to measles virus in patients
with Crohn's disease and ulcerati'e colitis, supporting a potential
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