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THE ERADICATION OF HELICOBACTER PYLORI IN
PRACTICE: AN AUDIT OF THEE YEARS CLINICAL
EXPERIENCE WITr PEPTIC ULCER PATIENTS.
TG Reilly, V Poxon & RP Walt. Department of Medicine, Queen
Elizabeth Hospital, Birmingham.
AIM: to compare the performance of different eradication regimens in
the everyday management of Helicobacter-positive peptic ulcer.
Between February 1 1992 and February 10 1995, 668 unselected
patients with proven peptic ulcer (467 males, 201 females, median age
53, range 18-83) ofwhom 574 had duodenal ulcer (4 perforations, 3 GI
bleeds), 78 gastric ulcer, 13 both, 3 unspecified, underwent a course of
eradication therapy and had a subsequent 13C-urea breath test at least 4
weeks after finishing. Age, date, type of treatment, test result and side-
effects were recorded. The main therapeutic regimens were as follows:

Regimen Eradicated Failed Rate (%6) 95% Cl
OAMI 339 65 83.9 80.3-87.5
S1T2 149 46 76.4 70.5-82.4
OACI 19 0 100 82.4-100
Overall 544 124 81.4 78.5-84.4

tomeprazole 20mg bd, amoxycillin 500mg tds and metronidazole
400mg for one week.
tStandard triple therapy of colloidal bismuth 120mg qds, amoxycillin
500mg qds or tetracycline 500mgtds and metronidazole 500mg tds.
lomeprazole 20mng bd, amoxycillin 500mg tds and clarithromycin
250mg tds 400mg for one week, all patients in whom previous courses
had failed.
Side effects (diarrhoea, rash and headache) were reported in 205/668
(30.6%) and the incidence was the same in treatment successes and
failures (31% and 30%, NS).
CONCLUSIONS: Simple one week Helicobacter pylori eradication
regimens are successful in everyday practice, and a one week course
not containing metronidazole was highly successful in those whose
treatment had failed.
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HIGH EFFICACY OF A CLARITHROMYCIN-AMOXYCILLIN.
OMEPRAZOLE ASSOCIATION FOR H. PYLORI ERADICATION
AND TREATMENT OF ULCER-LIKE OR REFLUX-LIKE
DYSPEPTIC SYMPTOMS.
E. Trespi, L.Villani, F. Broglia, 0. Luinetti, C. Colla, R. Fiocca.
E. Solcia - Digestive Endoscopy and Pathology Services, IRCCS
Policlinico San Matteo and Departm~nt ofPathology, University of
Pavia, 27100 Pavia, Italy.
Among a series of 179 patients undergoing endoscopy for dyspeptic
symptoms, 117 were found to be H. pylori positive by both urease
test and histology (Giemsa stain and immunoperoxidase test on j
antral, angulus or corpus biopsies). All the 117 patients were treated
for 10 days with omeprazole 20 mg b.i.d., amoxycillin 1 gr. b.i.d.
and clarithromycin 250 mg b.i.d., followed by 20 mg omeprazole for
additional 18 days in 10 patients found to have duodenal or gastric
ulcer and for 46 days in 13 esophagitis cases. Endoscopic and
histologic evaluation 3 months after treatment in 102 patients (15
were lost to follow-up) showed bacterial eradication in 99 (97%) with
complete suppression of gastritis activity and cytotoxic epithelial
lesions and regression of total inflammatory cell scores.
Administration of a questionnaire (blind as regards endoscopic and
histologic findings) covering 10 dyspeptic symptoms before and 3
months after treatment showed, in 79 ulcer- and esophagitis-free
patients, significant regression of 4 ulcer-like (a-d) and 2 reflux-like
(e-f) symptoms with poor or no response of the remaining 4
symptoms (g-j). A similar trend was found in 30 patients whc
completed one year follow-up.
Symptom A B C p .
a) Pain releaved by food/antacids 37 5 1 <0,001
b) Penodic pain 12 6 4 0,001
c) Postprandial pain 41 3 1 <0,001
d)Nocturnalpain 18 0 0 <0,001
e)Heartbum 22 3 2 <0,001
fOAcidregriation 18 2 1 cO,001
g) Nauseaand/orvwomitus 26 24 4 NS
h) Early satiety and/or anorexia 43 37 2 NS
i) Abdominal distension 42 34 2 NS
i) Excessive belching 18 14 3 0.044
Patients with symptom before (A) persisting after (B) therapy and
patients with newly aquired symptom after therapy (C)
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r. P':.vc:ATED .AS.ROUt'JNAL ..SSr:diRV r :
:''SIC-AN'' V:EWS. C. Babbs, tept. c'f as:elre. . :

Hospital, hR:hdale, Ensland cn beralf cf th.e H. ,i cr: ne

The H. pylon Review Groupi, ten -.lni- ans represerntaci.r,
^entres, hoan.tals, and gerieral pra3tices r.: r:t.r, ies .-.e
^l-questioDn. sorvey to assess British phsic-.3ns' poto e
3bout the seterti-n and n;anagement of pat erts w. X.H.
gastr--duoden3a disease. The AIM was t esatabis :. -ae
database up.on whi zh further initiatIves cu:i tbe b3sed par:i-_:
in view z'f the :_rr-ent c.nfusion over aetet on a': mar.aeer.:
H.pyor_: infectio:. Mlst survey guest.ors'niatener.:_ uared a

r,unero-a, resp:rnve between . (agree) a,d S dsaore T. JUlT::;
_f the 2c66h sur%.e% recip,ents - 60 ccnsul-arnts ir. nasoroe-ni- 5.
_5 FHSA. adisrs, 94 ccnsu:tants inte:ested in sastrer
Ops interested in gastro-enterology, and 124 OPs wito t a s.-
interest in gastroenterology - completed and returned the su-veys.
Overall, responrd.ents believe F. pylori eradicat-ior; cres tiosai1
and gastric ul-ers, alth.:ugh some also consider H.Fy.or
to the path- genesis of non-ulcer dyspepsia arnd ro-sc
gastritis. *'% !396) respondents lad Initiated H.y; 1rin
c;er the rrevi:s year, fus ailyy bio:,p.sy 3nd nis logy ', c -
sareement that patients with endoscopy--onofirmed ducoena
could ree..ie H. ponri eradication to,erapy wit u--
presence *-f t';e organism. It was agreed that therapy Ou.O bt
initiates by the GP in H. pylori-pnositive, unzonif.rned o
ratients (new dysp,eptiou less than 45 years) alt'; o:e: vas n:;
agreement on treatment regimen. Of those respondents wr,c had
prescribed eradiration therapy, over h,alf o f IPs and aprovan.ate'
third of hospital-based physicians had last rot-iated a8 ua. agert
regimen. Ho spital physicians preferred triple aaent to,erapies
without t.smuth. Rather tharn confirming eradicatior. afte:
treatmernt, GPs would rather assess response ty monit-ring sympo-ns.
it was agreed that patients who fail to respond to GP initiated
therapy should be referred to hospital for further investigation.
Noncompliance, which was expected to be higher with triple thar! d.al
agent cornbirations, was considered the most important factc,r
associated witn poor eradication response. S:M~ there is
widespread awareness am,ong all UK physician categories acrut the
relationship between H. pydori and gastrcduodenai disease. Opinion
about detection and management opticns renairs very variatle and
indicates the need fcor guidelines to be developed fo. H. pybond
related gastroduodenal disease.
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TREATMENT OF PATIENTS WMTH NEW DYSPEPTIC SYMPTOMS AND
DUODENAL ULCERS: GUIDELINES FOR THE GENERAL PRAC1TMIONER
B. Rathbone, Dept. Gastroenterology. Leicestr Royal Infirmary,
England on behalf of the H. pylori Review Group.

Peptic ulcer disease affects 5% to 10% of the British population at some time
during their lives with 70% to 80% of gastric ulcer patients (pts) and up to
95% of duodenal ulcer pts infected by H. pylori. As our understanding about
the causal relationship between H. pylori and peptic ulcer disease has evolved
over the last five years, so have approaches to the management of H. pylori
associated disease. While H. pylori-associated duodenal ulcer disease is now
curable, strategies for pt selection and management are in evolution. The H.
pylori Review Group, nine clinicians representing academic centres, hospitals
and general practices in Britain was formed to develop, based on clinical data
and experience, consensus treatment (tx) guidelines for use by GPs caring for
pts with new symptoms of dyspepsia and proven duodenal ulcer. The results
of their efforts are presented. Among pts with newly presenting dyspeptic
symptoms, those < 45 yrs old should be considered for H. pylori detection
(by serological testing or carbon isotope urea breath test) and eradication tx.
Those <45 Years old should undergo endoscopy first to exclude carcinoma.
Pts ofany age with new dyspeptic symptoms and who take NSAIDs, who
have additional symptoms indicative ofmore severe disease (eg anorexia.
dysphagia, haematamis or melaena), or who have presumed motility
problems (eg gasro-oesophageal reflux disease), may also be suitable
candidates for eradication once other potential causes have been assessed.
For pts with proven duodenal ulcers receiving maintenance acid suppressant
tx, eradication should be initiated without testing for H. pylori, while those
without a confirmed ulcer should be managed according to the age guidelines
specified above. No single eradication regimen is regarded as optimal. Showing
potential are various combinations, including dual (an acid suppressant plus
antibiotic), triple (acid suppressant plus two antibiotics) or quadruple (acid
suppressant, a nitroimidazole antibiotic, another antibiotic and bismuth) agent
tx. Factors for consideration when selecting an eradication regimen include cost,
antibiotic resistance, side-effects and pt compliance. Monitoring of symptoms
was tougt appropriate for response assessment following eradication tx,
although confirming eradication after tx is important for pts at increased risk.
Should apt remain symptomatic after receiving adequate eradication tx, he/she
should either undergo endoscopy (those without a proven ulcer diagnosis)
or be referred to hospital.

 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_1.A
87 on 1 January 1995. D

ow
nloaded from

 

http://gut.bmj.com/


European H pylori Study Group

349

350

351

352

HELICOBACTER PYLORI, DYSPEPSIA AND PEPTIC ULCER:
PERSPECTIVES AND PRACTICE FROM PRIMARY CARE. RPH
Log1n, JC Aldous, M Ramsay, PG Wallace, JH Baron. Parkside
Helicobacter Study Group, St Mary's Hospital, London, W2 INY.

Introduction: In 1994, 10 years after Helicobacterpyloni (H.pyloni) was
first proposed to cause gastritis, a Consensus Conference recommended
H.pylori treatment for all infected peptic ulcer (PU) patients. However
the impact on H.pyloni in general practice is unknown.
Aim: to describe the attitudes and practice of British GPs on the
management of dyspepsia and H.pyloni.
Methods: an independent postal questionnaire to a 1:3 random sample
of GPs (stratified by group and singlehanded) in two North West
Thames Regional Health Authority districts included workload,
attitudes/management of dyspepsia and H.pylori.
Results: the overall response rate was 112/160 (70%), and included
fundholding (13%), single handed (18%) and suburban/rural GP (55%).
Open access endoscopy was available to 40% ofGPs. Of 112 GPs, 98
(88% 195%Cl 81-941) recognised that H.pyloni was an important cause
of DU and GU (n=87, 78% 195%C1 70-85%J), and that eradication
prevented PU recurrence. However H.pylori was identified as important
in NUD and reflux oesophagitis by 38% and 18% of GPs respectively.
Only half (53%) of the GPs appreciated the high prevalence of H.pyloni
but few that uninfected patients were unlikely to have DU (28%). Most
GPs (82%, 195%Cl 75-891) considered that H.pyloni had changed their
management of patients with dyspepsia by increased referral (54%),
H.pylori screening (7%), or by treating H.pyloni without investigation
(46%), (by 9/15 (60%) of fundholders compared to 42/47 (43%) of non-
fundholders (ns). For persistent reflux despite antacids 38% of GPs used
as 2nd line therapy omeprazole and 33% H2 antagonists.
Conclusion:GPs are knowledgeable about H.pyloni but much treatment
occurs without specialist opinion. Future research must lead to local
guidelines for the management of H.pylori and dyspepsia. Changes in
referral patterns need to be considered in the provision of specialist
care.

A POTENTIAL THERAPEUTIC TARGET IN
Helicobacter pylori. George L. Mendz and Stuart. L.
Hazell. The University of New South Wales, Sydney, NSW
2052, Australia.

Purpose: The potential of fumarate reductase as a target
for therapy against the bacterium was investigated by
studying the effects on enzyme activity and cytotoxicity of
morantel, oxantel and thiabendazole, known to inhibit the
enzyme in parasitic worms.
Methods: Nuclear magnetic resonance spectroscopy was
employed to measure the effects of the inhibitors on
fumarate reductase activity of laboratory adapted and wild
type bacterial strains. Cell growth and viability
techniques were used to examine the bacteriostatic and
bactericidal effects of the three anthelmintics.
Results: Production of succinate from fumarate in H.
pylori cells was inhibited by morantel, oxantel and
thiabendazole. The strongest inhibition was caused by
oxantel and the weakest by morantel. Each of the anti-
parasites arrested growth and produced cell death in
liquid cultures. The strength of the effects as measured by
miimal inhibitory and bactericidal concentrations was
oxantel > thiabendazole > morantel.
Conclusions: The findings suggested that fumarate
reductase is an essential component of the metabolism of
H. pylori, and as such constitutes a possible target for
therapeutic intervention in the treatment of the
bacterium.

ERADICATION OF HELICOBACTER PYLORI USING
CLARITHROMYCIN, OMEPRAZOLE AND AMOXYCILLIN FOR
ONE WEEK. AF Goddard', RPH Logan, KA Tonge PA Gummett, CJ
Hawkey-, JJ Misiewicz, JH Baron. Parkside Helicobacter Study Group,
London & Div of Gastroenterology', University Hospital, Nottingham
NG7 2UH.

lItroduction: Helicobacterpyloni (H.pylori) eradication of > 80% has
been reported with two weeks clarithromycin and omeprazole dual
therapy. Addition of another antimicrobial may shorten therapy, lower
drug dosage, and improve eradication.
Methods: Dyspeptic patients undergoing upper GI endoscopy entered
the study and received clarithromycin 500mg bd and amoxycillin lg bd
with omeprazole 20mg mane or omeprazole 20mg bd for one week.
Pre-treatment H.pyloni positivity was assessed by antral histology,
culture, CLO-test or "3`'C-urea breath test (UBT). Antimicrobial
susceptibility was assessed by disc diffusion or E-test, and side-effects
and compliance by direct questioning. Eradication was determined by
UBT alone 4 weeks after the end of treatment.
Results: Ninety-eight patients (62 male, mean age 46 y) with either

peptic ulcer disease (n=58), NUD (n= 18) or duodenitis/erosions
(n=22) entered the study. Three patients taking the omeprazole 20mg
bd regime were lost to follow-up. H.pyloni was eradicated in 75%

(95% CI=62-85) of patients receiving omeprazole 20mg bd compared
to 86% (95% C1=69-95) receiving omeprazole 20 mg mane (ns,
intention to treat analysis). Eradication was not influenced by diagnosis
and occurred in all patients (n =3) found to be infected with

metronidazole resistant stains. Taste disturbance occurred in 23% of

patients taking omeprazole 20 mg bd and 14% taking omeprazole 20 mg
mane (ns) though compliance was still excellent. Five of 15 failures had

previously failed to eradicate H.pyloni and 2 were infected with

clarithromycin resistant strains.
Conclusions:One week of clarithromycin, amoxycillin and omeprazole
is an effective treatment for H.pylori infection and may be of partcular
benefit for patients infected with nitromidazole resistant strains.

THE IN-VITRO ACTIVITY OF PROTON PUMP INHIBITORS
AGAINST H. PYLORI IS ATMOSPHERE DEPENDANT. P.D. Midolo,
J.R. Lambert, J. Turnidge, J.M. Bell. Department of Microbiology, Monash
Medical Centre & Gastroenterology Research Group, Mornington
Peninsula Hospital, Melbourne, Australia.
Omeprazole and lansoprazole are proton pump inhibitors (PPrs) that have
activity against H. pylori and other Helicobacter species when tested by
agar dilution. Disk susceptibility tests were performed to investigate the
effects of incubation atmosphere on H. pylori inhibitory zone sizes.
Methods: Omeprazole and lansoprazole disks (10g) were prepared after
dilution of drug in dimethylsulfoxide. Metronidazole disks (S5.g) were used
as controls. The three atmospheric conditions tested were 1: 5% C02/ 20%
02/ 0.01% H2/ balance N2 (5% CO2 incubator), 2: 10% C02/ 6% 02 0% H2/
balance N2 (Oxoid Camp Gas Pak) and 3: 7% C02/ 5% 02/ 8% H2/ 80% N2
(Evacuation of jar to -70Pa and replacement with a gas mixture of 10%
CO2, 10% H2 balance N2). Two type stains of H. pylori and 2 recent clinical
isolates were tested ten times against the 2 PPI disks and metronidazole
under the three incubation conditions. All tests were perfonned with a
standard inoculum on Horse blood agar plates and incubated at 35°C for
72hrs.
Results: Microaerophilic incubation using atmospheres 2 and 3 showed
little or no inhibition by either PPI against the 4 Helicobacters tested (total
mean zone diameter 13mm±4)("resistance"). Conversely incubation using
atmosphere 1 showed large zones of inhibition (total mean zone diameter
32mi±4)("susceptibility') which were significantly larger (p<0.005) when
compared to the other two atmospheres for both PPrs, but not for
metronidazole. pH changes were unlikely to explain the difference because
similar changes in surface pH were observed under all 3 conditions.
Conclusion: We hypothesise that oxygen concentration can influence
proton pump activity in-vitro with higher 02 concentrations leading to
greater susceptibility. The method of testing is important in determining the
anti-helicobacter activity of proton pump inhibitors.
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OMEPRAZOLE + AMOXICILLIN + CLARITHROMYCIN THERAPY FOR
H.PYLORI INFECTION. AfBu.rfth. Y.Glupczynski, C.Deprez, B.Ramdni .

Nouvelle Clinique do I Basilique, B-1080, Brussels, Belgium.
High eradication rate have recently been reported with amoxicillin (AMX)
+ clarithromycin (CLA) regimens in combination with either omeprazole
(OME) (>90% effective, Lamouliatte et al. Gastroenterol, 1994, 106:
A120) or ranitidine (>85% effective, Alassi et al. Alim Pharmacol
Therap, 1994, 8: 453-56). AIM OF THE STUDY: To evaluate the
efficacy of a combination of OM 20 mg bid + AMX 1 9 bid after meals
+ CLA 500 mg tid after meals for 12 days for eradication of H.pylori
(H.pylori). STUDY DESIGN: pilot, single blind, cohort study.
METHOD: 35 consecutive patients with Hp-associated ulcer disease,
esophagitis or severe dyspepsia were included in this study from april 1
to december 31 1994. Endoscopy was performed before and 4-6 weeks
post-treatment. The presence of Hp was assessed in antral and corporeal
biopsies by urease test, histology and culture. Eradication was defined
as the absence of Hp in all post-treatment biopsies. Susceptibility testing
of pre- and post-treatment isolates to CLA was performed by disc
diffusion method. Compliance with the study drug regimen was

assessed by questionning the patient regarding any discrepancies to
drug regimen and recording eventual side-effects. Patients were
considered compliant if they had taken > 80% of the prescribed
treatment. Patients with ulcer disease were given omeprazole 20 mg /d
for 10 more days while patients with esophagitis were given ranitidine
300 mg/d for 2 months after the anti-Hp therapy. RESULTS: 25 patients
are presently assessable (1 5M, 1 OF, mean age 49 y; 9 DU, 6 GU, 5
peptic esophagitis, 5 erosive gastritis). Two DU-patients dropped out
and 23 patients completed the study; 22/23 were considered compliant
to the study drug regimen, so that 25 pts were included in the all
patients treated (APT) analysis and 22 in the per protocol (PP) analysis.
Era of Hp was chirvd in 22/25 (88%) 22/22

(100%) hi APT ane PP a,na , and confimed by negative UBT >3
months post-therapy in all 10 patients who already presented for follow-
up examination. Height patients (35%) experienced sides effects:
dysgeusia (4 pts), asthenia (1 pt), aphtous glossitis (1 pt), cutaneous
rash/penicillin allergy (1 pt) & vaginal candidosis (1 pt); amoxicillin was

discontinued on the 9th & 12th day in 2 pts with glossitis or cutaneous
rash. CONCLUSION: Triple therapy with omeprazole, amoxicililin and
clarithromycin during 12 days is a safe, well tolerated and very effective
regimen for the treatment of H.pylori infection.

AN INCREASING DOSE OF OMEPRAZOLE COMBINED WITH
AMOYICILUN IMPROVES THE CURE OF HEUCOBACTER PYLORI
INFECTION
S. Miehike, G.A. Mannes, N. Lehn, E. Bayerd6rffer, C. Hele, M.
Stolte. Dept. of Intemal Medicine 11, Klinikum GroShadem, University
of Munich, Departmnt of Intemal Medicine, Krankenhaus der
Barmherzigen BrOder, Munich, Dept. of Microbiology, Klinikum Rechts
der Isar, Technical University of Munich, Dept. of Pathology, Klinikum
Bayreuth, Germany.

Background: The combination of omeprazole (OME) and amoxicilin
(AMX) has been shown to effectively cure Helicobacter pylon (H.
pylon) infection providing a very low rate of side effects.
Aim: The present study addresses the question whether the cure rate
of H. pyfon infection depends on the daily OME dose.
Design and Patients: In a randomized, controlled and investigator-
blinded trial 163 patients with H. pyton-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), Qr 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. pylon infection was achieved in 45 % (18/40),
56.5 % (22139), 65.8 % (25/38) and 82.5 % (33/40) in the respective
groups (p < 0.005). The decrease of activity of gastritis and H. pylon
colonisation correlates significanty with the OME dose. Decrease in
the grade of gastitis was similar in all groups. Side effects leading to
discontinuation of treatment occurred only in 1.2 %.
Conclusion: The cure of H. pyfod infection is significantly improved
by increasing the daily omeprazole dose indicating the importance of
a high daily dose of omeprazole for the success of this therapy
regimen. The combination of high-dose omeprazole and amoxicillin is
a highly effective and well tolerated regimen in the treatment of H.
pylon-associated diseases.

UGI BLEEDINGAND GASTRIC ULCER LOCATION ARE
INDEPENDENT CLUES TO NSAID USE IN PATIENTS WITH PEPTIC
ULCER REGARDLESS OF H. PYLORT STATUS. M.T. Al-Assi, RM.
Gena, T.J. Kart, D.Y. Graham. Dert of Medicine, V.A. Medical
Center and Baylor College ofMedcine, Houston, TX, USA.

Purpose: To ines te relationship between presen and location of
ulcers, H. pylon (Hp) ifeton, NSAID use, and major UGI blooding.
Patient: We sdied 100 co patien with duodeal ul=cr (DU) (99
men and 1 wma) and 145 consective paties with benign gastric ulcer
(GU) (142 menand 3 wo).
Results: 99o ofthe DU patien and 92% ofthe GU pat s hadHp
infecio all 12 GUpaes wihoutHp were ting NSAIDs. GU ocaton:
Gastric ulcers in paties withHp ifection witout NSAID use wr more
likely to be ona he ler curvatu (8S5/) than ulcers inNSAID uers in he
absnce ofHp inf (36%) (p <0.01). Conv y, only S% ofgastric
ulcers in Hp-posive pates wi NSAID use were ontegXrt
curvature, compared to 45% inHp-negativeNSAID uws (p<0.0I), and 23%
in patiet with both posble etiologies. UGI bleeding: Tbe frequency of
NSAID use was very high in paents preseting with UGI bleeding; 21 of25
(84%) with GU and 13 of21 (62%) with DU (p<0.01 for each compared to
bleding without talng NSAIDs). Overall 74% ofpaen with upper
gastroint al h efm pptic uler re tag NSAIDs. Aother
way to look atdr ofNSAID use and bleding is to exaine th
freqcy of bleding among al NSAID us. Eit-four ofthe 145 GU
patiet used NSADs and 21 bled (25%1). In contrast, bbleding ocmred in
nly 4 (6.3%/) ofGU piet nottldig NSAIs (p<O.Ol). Simlrly, 30 of

the 100 DU pa s reeed NSAID and 13 bled (43.3%/); a fequey dat
was higher th t among DU pat s who did not tkeNSAIDs; 11.44 (8
of 70, p<O.Ol c mpd toNSAID usr). Twenty-thr ofte 25 GU
p bleedingwil-m alsobadHp ietio which

ws not frquent d the group ofgatric patiet withu bleding
(92% vs. 92.8%h). All DU patients with bleding also hadHp infct
Coackusious: le locion ofa gstric ulr onthe grea t curvature an
presentation with UGI bleding are pa valuable ces to the in
ofNSAIDs. NSAD uw may ow b resiponsibe for most bbeding
mplications of ulc dise regardless ofH. pylorn sa .

SEVERITY OF GASTRITIS PREDICTS 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 Intemal Medicine II, Klinikum Grosshadem, University of
Munich, Dept. of Microbiology, Klinikum rechts der tsar, Technical
University of Munich, Dept. of Internal Medicine, Krankenhaus der
Barmherzigen Bruder, Munich, Dept. of Surgery, Klinikum
Grosshadem, University of Munich, Dept. of Pathology, Klinikum
Bayreuth and the Munich Ulcer Study Group, Germany.

Background: Helicobacter pylon (H. pylorn) 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. pylon 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. pylon 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. pylon infection showed significant
regression of all gastritis parameters studied. Patients with persistent
H. pylon infection after antibacterial treatment showed a temporary
regression of all gastritis 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. pylon gastritis. These data lend
considerable support to the hypothesis that H. pylon gastritis is the
most important factor among those leading to DU disease.
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OMEPRAZOLE BASED THERAPIES FOR ERADICATION
OF HELICOBACTER PYLORI M. Deltenre, E. De Koster, M.
Van Gossum. M. De Reuck, C. Jonas. Univ Hosp. Brugmann ULB-
VIJB 1020 Brussels
217 BP positive patients (Sydney system), 163 PUD, 54 NUD
(M/F: 1.5) were included in four eradication trials combining
Omeprazole (OM), Clarithromycin (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 System (PUD
cases) or Urease Breath Test (NUD cases). From 35 drop out

cases (1 6%0), 6 left for side effects, 2 for protocol violation and 27
were lost for follow-up. Eradication rates are shown in the table

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 (20/140 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).
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n Doses in mg, Per All Patients Intent To
W: week, Protocol Treated. Treat

77 OM 20 bid AM 39/69 57 % 39/70 56 % 39/77 51 %
1000 bid 2W

24 OM 20 bid CL 16/21 76 % 16/23 70% 16/24 67 %
500 bid 2W

80 OM 20 bid CL 38/60 63 % 38/65 58 % 38/80 48 %
500 tid 2W

36 OM 20 uid CL 23/32 72 % 23/32 72 % 23/36 64 %
500 bid TI 500
bid 1W __________

A RANDOMISED COMPARISON OF 3 OMEPRAZOLE-BASED
ERADICATION REGIMENS IN AN INNER-CITY AREA.
AH Gibbons, ILP Beales, R Boulton, RJ Mulla*, SV Want* and
J Calam. Depts. of Gastroenterology and Microbiology*,
Hammersmith Hospital, London.

Our inner-city practice contains many immigrants who are likely
to have metronidazole-resistant strains of H. pylori (MRHp).
Metronidazole is a frequent cause of side effects and poor
compliance in eradication regimes. Therefore we asked:(i) What
is the local prevalence of MRHp? (ii) Is it worth adding
metronidazole to omeprazole and amoxycillin in eradication
therapy in our area? (iii) Can the course of metronidazole be
shortened?
Method: We treated 60 of our patients with omeprazole 40 mg
OD and amoxycillin 500 mg QDS for 2 weeks, but randomised
them to receive either no metronidazole (OA), metronidazole 400
mg TDS throughout (OAM) or metronidazole at this dose for the
first 5 days only (OAM5). Patients found to be infected at
endoscopy were recruited. All had a positive 13C-urea breath test
and were retested by this method at least 4 weeks after
completing therapy. Metronidazole resistance was determined
using disc sensitivity testing.
Results: 65% of the isolates were metronidazole resistant. The
eradication rate In patients who received OAM (89%) was
significantly higher than in those who received OA (58%)
(p<0.03). In the OAM5 group it was slightly lower than OAM
(82%). Side effects led to the withdrawal of 1 patient from groups
OA and OAM. Mild side effects occurred in 4 patients on OA,
compared to 9 on OAM and 8 on OAM5.
Conclusion: Our population has a high rate of MRHp, as has
been reported in other inner-city areas. Despite this it is worth
adding metronidazole therapy to OA in our patients. Shortening
the duration of metronidazole therapy to 5 days only slightly
reduced the eradication rate.

Omeprazole has no effect on the gastric mucosal
bioavailability of amoxycillin.
G.'ardaci .!, JR Lambert ', J.Aranda-Michel (1),
B.-Jnderwood 2 Mornington Peninsula Hospital, Frankston,

As-ra Pharmaceuticals Sydney Australia (2)

O0ecrazc'e as svyr-irg-stic in its action when combined with
amoxyvclir. H. rylori eradi^ation. Recent studies suggest
- hat suppression of gastric acid secretion improves
amoxyciIin treatment of H.pyl.ri. Aim: The aim of this
s:>.y waS ie--ein=- if ,u^sal amoxyci'lln uptake is
affcted Cy .-nreasing gastti_ pH using omeprazole.
Methods: :2 m:>-s .-pyro-ve,2 H.pylor.i.ve) were

rar.do.os_i :n :h:s investtgao-r bl_nd crossover trial to
- -_''y5e th- --' Olwing; omeprazcle 20mg daily, omeprazole
agdaL,y, and placebo for 5-7 days prior to upper

ind2s-opy with a washout period of one week between
treatments. Amcxycilli,n syrup (500mg) was administered 30

-......s pr:cr upper endos2o-py. Biopsies were taken from

ea-h of the antrum, corpus and duodenum. Gastric juice
sam.pls were taken as well as serum. Results: Gastric

,u-ce amoxycillin was greater after omeprazole 80mg
-, mpared w--h 20mg (p<0.0i' There was no significant
d-:f8ee-ene in the am_xycil'.n levels between placebo,
>,_praz.e 2Jrgc and omepraz'.;e 80mg for all biopsy samples.

7c- effe-t _f gastric juice pH on antral amoxycillin [AMO]
a ar Shown below:

Sa=le st ze las-tri- -jice cH -AMO] in antrum
bt: s e. 'us/mq orotein) 16

_ 7 5

9 >2.5-<6.9 3.0 +/- 0.7

al >7 2.2 +/- 0.5

*Mean + SEM (p>0.05)
Conclusion: AdmInistration of omeprazole did not enhance

mucosal uptake of amoxycillin. Intragastric pH does not

influence the uptake of amoxycJilin. The synergistic effect

of omeprazcle and amoxycillin in eradicating H.pylori is

not dlue to a pH dependent increase in amoxycillin uptake.

PRESCRIBING OF COMMUNITY-DISPENSED ULCER-
HEALING DRUGS -- IMPLICATIONS FOR HELICOBACTER
PYLORI ERADICATION. AT Prach, MM McGilchrist, G White,
DG McDevitt, TM MacDonald, FE Murray. Medicines Monitoring
Unit, University Department of Clinical Pharmacology, Ninewells
Hospital and Medical School, Dundee, DD1 9SY, Scotland.

Few data are available regarding the pattern of prescribing of ulcer-
healing drugs (UHDs) in the community, despite their widespread use.
The aim of this study was to analyze the pattern of UHD prescribing in
Tayside, Scotland (population -400,000) between 1989-92.

Methods: We prospectively collected data on UHD prescriptions
dispensed in the community throughout this region, using a purpose-
designed database.

Results: Between 1989-92, 469,414 prescriptions (P) for UHDs were
dispensed to 60,007 patients (n) [=15% of the population]. 36.9% of
these patients received only one prescription for an UHD during the four
year period. The percentages of prescriptions for each drug for the four
year period were: ranitidine, 73.6%; cimetidine, 20.4%; nizatidine,
1.8%; famotidine, 0.5%; omeprazole, 2.5% and misoprostol, 1.1%.
Median dispensing per patient over the four year period was three
prescriptions for an H2-receptor antagonist (H2RA), two for omeprazole
and one for misoprostol. New prescribing (defined as no prescription in
previous 180 days) in each 6 month period for H2RAs increased from
1,906 patients (July-December 1989) to 2,815 (July-December 1992).
For patients aged <50 years, more H2RAs were prescribed to males
(P=67,513) than females (P=47,705). However, the reverse was true in
older patients. H2RA and omeprazole prescribing were highest in the
60-69 year age group but misoprostol prescribing was highest in the 70-
79 year group (P=1,261; n=363).

Conclusion: The rate of prescribing of UHDs in Tayside is high and
increasing. Helicobacter pylori eradication therapy in appropriate
individuals may make a favourable economic impact on prescribing
costs of UHDs.
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MACROLIDES AND HELICOBACTER PYLORI. A COSTV-zVzcTrIV, KURoPZAZ APPROACE TO 5. PYWRI SHADICATIOC.
DETERMINATION OF MICs AND EFFECT OF pH. V.
Darmaillac, S Bouchad, H. Lamouliatte*, F. M6graud. National

okGat terl
D Hyyde, C OHNortin.

Reference Center for Helicobacter, H8pital Pcllegrin, *Srvice de Dept. of Ctroenterology, dath/Adelaide Hospitals, Trinity college,

l'Apparcil Digestif, H8pital St. Andr6, Bordeaux, France. , Irld.

Macrolides are increasingly used in the treatment of Helicobacter IT CODCTIOC. In recent years, the efficacy of treatents aid at the
pylori infection. Their activity needs to be reevaluated since eradication of 5. pylori has improved significantly. The low dome,
resistance has emerged in certain areas in recent years. The aim of ine nsive, one week aologna regism (caprazole 20 eqs daily +
this study was to compare the MICs of 6 macrolides of potential use clarithreycia 250 ags b.i.d. + mtronidazole 400 egs b.i.d) and the
against H. pylori, including resistant strains. Moreover, since two ek Hordaux regim (t_prazole 20 ego b.i.d. + soxicillin 1 gram
acidity can impair their activity, a comparison of three pH was also b.i.d. + clarithreeycin 500 egs b.i.d.) achiee eradication in 90 - 100
prfo med. * of cas. There is as yet, however, no standardised approach to

Thirty-five consecutive gastric biopsy isolates obtained from erediustion therapy. A first line treatmnt should be reliable, well-
patients endoscoped in different centers in France were tested. tolerated, inxensive and efficacious.
Three other strains known to be resistant to macrolides were added. AXI. 1) To assess the suitability of the aologna regim as a first
The standard method of determination of MICs on agar was used. lino eradication treatmnt. 2) To deterintn the factors that lead to
Three pH were tested: 7.5 ± 0.2, 6.5 ± 0.2 and 5.5 ± 0.2. treatomet failure. 3) To wualate the Bordeaux regim as a second line
A cross resistance was found for 5 strains with all the macrolides. eradication treatmnt.
At pH 7.5, clarithromycin had the best activity with a MIC50 of PATIZRTS AMD NITHODS. Subjects with 5. pylori-associated duodenal
0.03 mg/l for the susceptible strains. The other macrolides could be ulceration (DO) or non-ulcer dyspepsia (MD) were recruited at
divided into 2 groups, the first including azithromycin (MICso, ndosecpy. H. ptlori status was assessed before and 4 weks after

0.1 ml)rxtroyi(IS, .5mg1 gdeyhrups,intreatmnt by histology (antral corpus x 2), culture (antral + corpus)

0.12 mg/l), roxithromycin (MIC5O, 0.25 mg/I) and crythromycin and CI-test (antral); subjects were positive if 2 more tests were

(M1C50, 0.5 mg/I). The M1C50 of the others (dinithromycin, +ve and negative if all tensts wre -we. All subjects were treated with

spiramycin, midecamycin) against H. pylori was 1 mg/l. the Holog r"ii.
Clarithromycin also had a better activity on the 5 resistant strains 535LT5. 162 subjects were enrolled (79 male), 141 MUD and 21 DO, man

(MIC, 16 to 64 mg/I versus >64 mg/l for the other macrolides). age 49 years (rge 18 78). 150 patients cepleted the follow-up. a.
When the pH was decreased, the activity of all the compounds pylorl eradicated in 121/150 (80.6t). Pre-treatment sensitivities

decreased by about 1 or 2 dilutions per unit of pH. The least available in 20 of the 29 patients in whom treatment failed. 18/20

affected compound was clarithromycin (M1C5O, 0.25 mg/l at pH (90%) had priary tronldasole resistance, 1/20 had mtronidazole and

5.5) and the most affected spiramycin (M1CSO, 32 mg/I at pH 5.5) clarithrceycin resistance d the remaining patient was sensitive to

followed by erythromycin and azithromycin. both antibiotics. 14 of the 29 subjects were subsqently treted with

In this study a cross resistance of H. pylori to macrolides was the bodaux regime. 5. pylori was eradicated in 13/14 (92.9%).
confinned as well as a pH dependence on their activity. The change COCOLION. The inexpensive, Bologna regime eradicated 1. pylori in

in pH, however, did not affect all the compounds equally. These in 80.6% of patients. Priry tronidazole resistance is an important
vitro data confirm clanithromycin as the most efficient macrolide factor in treatmnt failure. The more expensive Bordeaux regim is a

compound against H. pylori . highly effective seond-line treatmnt.
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TRIPLE THERAPY USING PROTON PUMP INHIBITOR -
AMOXICILLIN AND CLARITHROMYCIN FOR HEUCOBACTER
PYLORI ERADICATION. Lamouliatt R. Cayla, F. Zerbib, P.
Talbi, F. M6graud - Hopital St Andre - 33075 BORDEAUX - FRANCE

There is no gold standard treatment against Helicobacter pylori
eradication (HPE). Dual therapies using a proton pump inhibitor (PPI)
with one antibiotic such as amoxicillin (Amox) or clarithromycin (Clari)
can eradicate HP infection between 30 to 90%. In our center, the HPE
rates with dual therapies are low between 33 to 62%. The aim of this
study was to evaluate the triple therapy PPI - Amox and Clan for HPE.
Methods: 63 HP positive patients (47 male, mean age 45.5 years old, 32
with duodenal ulcer) were treated with 1 or 2 weeks regimens including a
PPI (omeprazole 20mg om or lansoprazole 30mg bid) with Amox lg bid
and Clari 250mg bid, 500mg bid or tid. HP status was assessed on antral
biopsies at the inclusion and 4 weeks after the end of the treatment by 3
different methods: histology, culture and PCR. Clari resistant strain was
defined by contact resistance using an agar diffusion method and
metronidazole (Metro) resistant strain by a MIC>8 mcg/ml (E-test).
Eradication was defined by negativity of all the methods. Drug tolerability
was evaluated at the end of the treatment .
Results: Pre-treatment HP Clan resistance rate was present in 10.5%
(n=6/57) and HP Metro resistance rate in 52.6% (n=30/57) among the
evaluable strains. 1/ C£mgliance: 4 patients (6.3%) were not compliant
L<60% of the prescribed regimen) and stopped treatment respectively at
day 1 (increasing of pain), day 3 (unknow etiology), day 5 (increasing of
arthralgia) and day 6 (major discontinuation protocol). 2/ Fradiation of
HP: in evaluable patients, the eradication rate was 91.5%
(n=54159 - 9s%IC: 84.4%-98.6%). Among the 5 non eradicated
patients, 80% (n=4/5) had a pre-treatment Clari resistant strain. In
evaluable patients, the Clari sensitive strains were eradicated
in 98% (n=48W49 - 95%IC: 93.9%-100%)). In intention to treat,
the cure of HP infection was 85.7% (n=54/63). 3/ Se effcgts: they were
all minor and appeared in 30.1% (n=19/63) with diarrhea in 11, metallic
taste in 12, moniliasis in 2, rash in 1, palpebral oedema in 1.
ConclusinsTMhe triple therapy PPI-Amox and Clari can eradicate HP
infection in 91% in evaluable patients and in 98% on Clan sensitive
strains. 2/Eradication is clearly dependant on the pre-treatment Clari HP
sensitivity. 3/Compliance is considered as good in 94%. 4/Side effects
are present in 30% but are minor without decrease of efficacy. This
association should be recommanded for HP eradication.

OMEPRAZOLE AND CLARITHROMYCIN vs. OMEPRAZOLE AND
AMOXICILLIN: A COMPARISON OF ONE-WEEK AND TWO-WEEK
TREATMENTS. Nen M. *Susi D. Laterza F. Carbone F. Cuccurullo F.
* Senizio di Endoscopia. Ospedale di Termoli. Istituto di Fisiopatologia Medica.
Cattedra di Medicina Interna II. Univ,ersita' "G. D'Annunzio'". Chieti. Ital

Dual therapy, regimens with omeprazole and amoxicillin (Bayerdorffer E et
al, 1992) or omeprazole and clarithromycin (Logan RB et al. 1992. Neri et al. 1993)
are highly effective against Hp infection. Increasing doses of omeprazole seem to
increase the anti microbial activity of amoxicillin (Bayerdorffer E et al. 1992.
Labenz et al. 1993) and clarithromvcin (Neri et al. 1994). Aim of the present study
was to evaluate the efficacy of high-dose omeprazole in combination with
clarithromycin administered for one week vs. a standard two-week double therapy
regimen with omeprazole and amoxicillin. Methods: 100 Hp positive dyspeptic
patients were studied. At endoscopy. a quick-urease-test was performed and at least
4 antral biopsies were taken for histology and electron microscopy. Patients were
randomly assigned to one of the following treatments: Omeprazole 40 mg b.i.d.
and Claritlromvcin 500 mg b.i.d. for one week (n=50) or Omeprazole 20 mg b.i.d.
and Amoxicillin lg b.i.d. for two weeks. Histology of chronic gastritis and
symptoms were also scored from 0 to 3. Endoscopy. histology. electron
microscopy and symptoms were re-evaluated blindly at least 4 weeks after the end
of each treatment. Relts: All patients completed the study: in none the treatment
was discontinued for the development of major side effects. who were present at a
minor degree in 16% of patients. The effects on other features studied are shown in
the following table:

Group Eradication Gastritis score Symptoms score
rate

Before After Before After
Omeprazole40mgb.i.d. + 39\50(75%)* 2.1+.2 0.3+.1° 2.0+.2 0.4+.1°
Claithycin 500 mg
b.i.d.\aoc week
Oneprazole20mgb.i.d. + 29\50(58%) 2.0+.1 0.6+.2- 2.1+.1 0.5+.1'
Amoxicillin lg b.i.d. \ two
weeks

*p<0.O3,X2. ep<o.ool, i-test
Coach on: The one-week double therapy regimen with high~dose omeprazole
and clarith cin is an effective treatment of Hp infection and compares
favourably to the commonly used double therapy with omeprazole and amoxicdillin.
With respect to the latter treatment. it offers the advantage of the short duration,
which potentially incrases patients' compliance, at comparable costs.

A91
 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_1.A

87 on 1 January 1995. D
ow

nloaded from
 

http://gut.bmj.com/


A92 European H pylori Study Group

365

DUAL THERAPY VERSUS TRIPLE THERAPY: HIGH DOSE OF
LANSOPRAZOLE PLUS AMOXICILLIN IN COMBINATION OR NOT
WITH CLARITHROMYCIN FOR HELICOBACTER PYLORI
INFECTION HL I uliatl, R.Caylal, S.Forestier3, A.de Mascarell,
F.Zerbibl, P.Talbil, F.M6graud2, M.Joubert-Collin3.Hopital Saint-
Andr61, Pellegrin2 33075 BORDEAUX and Takeda France3 PARIS -
FRANCE -

H. pylori eradication rates (HPE) with dual therapy (DT) including a
proton pump inhibitor (PPI) and amoxicillin (Amox) are ranging between
30 to 91%. The results seem to be better using high dose of PPI twice
daily during 2 weeks. In a previous study, the triple therapy (TT)
omeprazole-Amox-clarithromycin (Clari) had obtained an HPE rate up to
90%. The aim of this study was to compare, in an open randomized
study, the HPE with a DT using high dose of lansoprazole (Lanso) and
Amox versus a iT using Lanso-Amox and Clari in HP positive patients.
Methods: HP infection was assessed by endoscopy at the inclusion and 4
weeks after the end of the treatment on antral and fundic biopsies by 4
different methods: rapid urease test (at the inclusion), histology, culture
and PCR. Clari resistance was defined by resistance contact with an agar
diffusion method. HP positive patients were randomly allocated to receive
either: 1/ Lanso 30mg bid and Amox ig bid (LA group) or 2/ the same
regimen in association with Clari 0.5g bid (LAC group) for 2 weeks.
Patients with duodenal ulcer (DU) took Lanso 30mg/day until day 28.
HPE was defined by the negativity of all the diagnostic methods.
Results: 50 patients (33 male, mean age 38.7 years old, 25 with DU) were
included. 5 patients were excluded: 3 were lost to follow-up and 2 were
non compliant (< 60% of the prescribed treatment). 45 patients were
evaluable. HP was eradicated in 9 out of 24 patients (37.5%, 95%CI:
18.1-56.9%) in the LA group and in 20 out of 21 patients (95.2%,
9s%CI: 86.1-100%) in the LAC group (p<0.0001). In the LAC
group, the patient without HPE had a pre-treatment strain resistant to Clai
(n=1/21- 4.8%). Side effects were minor without discontinuation of the
treatment and significantly more frequent in the LAC group (n=12/23 -
52.2%- with metallic taste n=6, diarrhea n=5, moniliasis n=l) than in the
LA group (n=3/24 -12.5%- with diarrhea n=2, headache n=l, p<0.01).
Conclusions: 1/Triple therapy with Lanso-Amox-Clari can eradicate H.
pylori up to 95% and is highly significantly more effective than dual
therapy with Lanso-Amox 2/ The HPE with DT is low despite the high
dosage of Lanso used 3/ Side effects are greater in the Ti group but are
minor without decrease of efficacy.
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ESTABLISHMENT OF AN ANIMAL MODEL OF ULCEROGENESIS
INDUCED BY Helicobacter USING SWINE
DMM Queiroz, GA Rocha. EN Mendes, SB Moura, AMR Oliveira, AGP
Magnago, CA Oliveira, D Miranda. Laboratory of Research in
Bacteriology. Faculdade de MedicinalUFMG, B. Horizonte, MG, Brazil.

Since the presence of "Gastrospirillum suis' ("G. hominis" type I) is
strongly associated with peptic ulcer that occurs spontaneously. in the
pars esophagea (PE) of the stomach of swine, we inoculated pigs with
"G. suis' in order to establish an animal model of ulcerogenesis.

Sixteen Landrace, 2-month old swine (11 tests and 5 controls) were
studied. They were housed individually in indoor- outdoor concrete pens
with a constant supply of fresh water and were fed with standard
commercially available swine ration. The animals were submitted to
esophagogastroscopy and biopsv specimens were obtained from the
gastric mucosa for histology and microbiology (urease test, carbolfuchsin
stained smears and inoculation in mice) before, 10, 30, 80 and 120 davs
after inoculation. Before inoculation, the macroscopical feature of the PE
was normal (white and smooth) and no spiral bacterium was observed in
any stomach. Fifteen ml of gastric mucus obtained from "G. suis"-positive
pigs (2 with ulcer, I with pre ulcer lesions and 1 with macroscopically
normal PE) were separately inoculated in 7, 2 and 2 animals respectively.

Ten days after the inoculation, all swine of the test group were
bacterium positive and presented macroscopically normal PE but with
some degree of histological alteration such as increased epithelial
thickness and presence of balloon cells. At the 30-day follow-up,
macroscopic alterations of the PE were present in 73% of the test
animals. Eighty davs after the inoculation all test animals remained "CG.
.suis" positive and presented several macroscopic and microscopic
alterations of the PE. At histology, peptic ulcer was observed in 9 animals
and erosions in the last 2. Ater 120 days all animals of the test group
presented ulcer of the PE that were confirmed at histology. On the other
hand, macroscopic and microscopic alterations were not observed in the
PE in the control group. It was also demonstrated by indirect
immunofluorescent test, employing H. ftlis as antigen, that specific IgG
levels increased progressively after inoculation of "G. suis" in the test
animals (from 1/10 to 1/160 dilution), but the control group maintained
the same initial level of antibodies.

In conclusion, swine experimentally infected with "G. suis", in contrast
to non-infected animals, develop peptic ulcer disease, in all stages of
evolution, that is macroscopically and microscopically indistinguishable
from that observed in naturally infected pigs.
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SCREENING OF ANTI-HELICOBACTER THERAPIES IN
M:ICE COLONISED WITH H. PYLORI
AA McCuln2 J Bagshaw, J Wallis and A McLaren
Glaxo Research and Development Limited,
Glaxo Medicines Research Centre, Stevenage, Herts SGI 2NY

We describe here a mouse model of gastric H. pylori (Hp)
colonisation which is suitable for rapid and reproducible testing of
potential new anti Hp therapies. Mice (HSD-ICR strain) are
challenged orally on 2 successive days with I ml volumes ofbroth
grown Hp (strain 4187E isolated from a duodenal ulcer patient;
107-108 cfulml). Beginning 4 days after the second challenge,
groups of 10 mice are dosed orally twice daily with test
compounds for 4 days (i.e. 8 doses in total). Four days after the
last compound dose, the mice are killed, and the stomachs
removed and opened longitudinally along the greater cuvature.
After removal of the contents, the stomachs are washed gently in
tap water and the mucosal surfice smeared onto Columbia
chocolate agar containing amphotericin B (50 pg/ml), vancomycin
(100 tg/ml), polymyxin B (3.3 jg/ml), bacitracin (200 Ig/ml) and
nalidixic acid (10.7 pg/ml). The cultures are incubated micro-
aerophilically for 7 days and assessed visually for the presence of
Hp using a semi-quantitative scoring system. Results are
expressed as % mice colonised and % Hp score. If required,
whole stomach quantitative Hp courts can be made from serial
dilutions ofhomogenates.

The model has been used to rank standard antibiotics, detect
synergistic combinations, evaluate the effects of achlorhydria on
compound action as well as test new therapies. Using amoxicillin
as an example, results in our model are similar to those obtained in
the established H. felis/mouse model.
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SPECIFIC IMMUNE COLOSTRUM IN THE PREVENTION OF
HELlCOBACTER FELIS INFECTION IN MICE

L. Rehnberg-Laiho, P. Manila, T. U. Kosunen, E.-L. Syvaoja, M-L.
Hanninen, P. Karkkainen, H. Rautelin, S. Virtanen, E-M. Lilius, and
Korhonen H.

Department of Bacteriology and Immunology, P.O.Box 21, University
of Helsinki, FIN-00014, Finland. Agricultural Research Centre of
Finland, Food Research Institute, FIN-31600 Jokioinen, Finland.

Aim: to evaluate the preventive effect of bovine colostral antibody
preparatiom (AP) containing specific Helicobacterfelis (HF) antibodies
on HF infection in mouse.
Methods: AP was from cows immunized weekly with HF strain CST'
for two months before calving. Control preparation (CP) was made from
colostrum of nonimmunized cows. 29 Balb/c mice were infcted orally
on three consecutive days with 10' HF bacteria/day. Nine mice were
given 0.6 mi/day of AP orally for ten days beginning two days before
HF inoculations. Ten mice were treated similarly with CP and ten mice
were not treated at all. The mice were killed 7 weeks after the inoculation
and their HF status assessed on the basis of bacterial stainings (Gram
and acridium orange stains), gastric histology (Giemsa and
Hematoxylin-Eosin stainings) and serum anti-HF antibodies.
Results: 6 of the 9 (67%) AP treated mice were not infected 7 weeks
after inoculation whereas all CP treated and nontreated control animals
were infected.
Conclusion: passive oral immunization with bovine colostrum derived
specific antibody preparation provided protection against HF infection in
miuce.
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