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DEVELOPMENT OF RECOMBINANT HELICOBACTER PYLORI
UREASE AS AN ORAL VACCINE: CURRENT STATUS. T.P. Monath,
H. Kleanthous, C.K. Lee, J. Pappo, T.H. Ermak, R. Weltzin, S. K.
Ackerman. OraVax. Inc., Cambridge. Massachusetts, U.S.A.

Vaccination is a potentially cost-effective approach to the prevention and
treatment of Helicobacter plori-induced chronic disease. Since
Helicobacterpylori causes a superficial infection of the gastric epithelium,
the principal mediator of effective immunity should be IgA antibody
stimulated by mucosal presentation of antigen and secreted into the mucus
gel.. A strong rationale exists for selection of urease as a vaccine candidate.
The ureA and ureB genes of H. pylori were cloned in E. coli, and the
multimeric urease apoenzyme expressed and purified as a soluble protein of
hexameric urease (55OkDa) having 12 nm particulate structure.
lanufacturing, quality control, stability and toxicological tests were

performed in accordance with reaulatory guidelines for clinical products.
Given by the oral or intragastric route (but not by the parenteral route) to
mice, 4 weekly, doses of > 5 gg apoenzyme protected up to 100% of mice
against challenge with Xvirulent H. felis. Protection was antigen dose-
dependent and required coadministration of a mucosal adjuvant, such as LT
or an atoxic LT mutant, which was effective at doses of < 500 ng.
Immunized mice became transiently colonized with H. felis after challenge,
but cleared their gastric infections within 2-7 days, whereas unimmunized
controls remained persistently infected. Clearance of gastric infection was
effected by the rapid recruitment of IgA+ antibody secreting cells (ASC)
and anti-urease ASC into gastric mucosa and by the secretion of anti-urease
IgA into gastric mucus. Immunization resulted in long-lasting serum and
secretory anti-urease antibody responses, detectable for >7 months. Mice
chronically infected with H. felis mounted serum IgG anti-urease responses
but failed to develop serum or secretory IgA, whereas artifically immunized
mice developed strong IgA responses- providing an important clue to the
protein-specific mechanism of immune evasion by Helicobacter and to the
mode of action of a urease vaccine. Assessed by cytokine responses in,
gastric explant cultures, infection was characterized principally by a Thli
response, whereas oral immunization activated Th2 pathways. Mice with
protective immunity followed for up to 7 months showed persistent
lymphoid aggregates and large numbers of IgA+ ASC in the gastric antrum!
and corpus. To investigate therapeutic immunization, the vaccine was,
administered orally in 4 weekly doses with LT to Balb/c or outbred mice
with chronic H. felis gastritis. Immunization resulted in clearance of the
infection in up to 90% of treated mice. Clearance was associated with
recruitment of IgA+ and anti-urease ASC into the gastric mucosa. Studies
are underway to confirm prophylactic and therapeutic activities of the
urease vaccine against H. pylori infection in mice, monkeys and cats, and a
Phase 1 clinical trial is underway to assess tolerability of the vaccine in
humans.

206

HELICOBACTER PYLOR! INDUCED GASTRITIS mNTHE
DOMESTIC CAT. J.G. Fox, M. Batchelder, R.P. Marini, L. Yan, L.
Handt, X. Li, B. Shames, A. Hayward, J. Campbell, J.C. Murphy.
Division of Comparative Medicine, MIT, Cambridge, MA, USA

Helicobacter pylori has been cultured from the inflamed gastric
mucosa of naturally infected cats; the lesions in the H. pylori infected
cat stomach mimic many of the features seen in humans. To
determine whether H. pylori negative specific pathogen free cats with
normal gastric mucosa were susceptible to colonization and whether
gastritis developed after infections, four H. pylori negative cats

treated with cimetidine were orally dosed 3 times with 3 ml (1.5x108
CFU/ml) ofH. pylori on alternate days. All 4 cats became
persistently colonized as determined by gastric culture and PCR
during serial gastric biopsies and necropsy at 7 months p.i. The two
control cats did not have H. pylori isolated, nor was gastric tissue
positive by PCR; one cat had a few focal lymphocytic aggregates in
the body submucosa, whereas the second cat had normal gastric
mucosa. All 4 H. pylori infected cats had multifocal gastritis,
consisting of lymphoid aggregates plus multiple large lymphoid
nodules, which were most noticeable in the antral mucosa. In
addition, one H. pylori infected cat had a moderate diffise infiltration
of polymorphonuclear leukocytes in the subglandular region ofthe
antrum. H. pylori like organisms were focally distributed in glandular
crypts of the antrum. H. pylori infected cats had an increase in IgG
H. pylori serum antibody over baseline. The H. pylori isolated from
the 4 experimentally infected cats had identical RFLP patterns
specific for the fla A gene to that of the inoculating strain. H. pylori
readily colonizes the cat stomach and produces a persistent gastritis.
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A COMPARISON OF CULTURE, HISTOLOGY, AND 13C-
UREA BREATH TESTS FOR DETECTION OF H. PYLORI.
N. Slepman, S. Cox, C. Olson. Abbott Laboratorles,
Abbott Park, IL. USA.
Three diagnostic techniques for detecting H. pyloi were
employed in four large, well-controlled, treatrnent studies.
Cultures (Cx), histology (Hx), and 13C-urea breath (UBT) tests
were used to assess
H. pylori (Hp) status in multicenter US and European studies
conducted in 13 countres in patients with duodenal ulcers and Hp
infection. The pretreatment and 4-6 week follow-up results are
displayed below:

Pretreatment 4-6 Week Follow-up
Histology Histology

UBT neg pos total neg pos total
negative 47 67 114 237 41 278
positive 6 708 714 8 339 347
total 53 775 828 245 380 625

Culture
negative 53 133 186 239 70 309
positive 2 657 659 6 319 325
total 55 790 845 245 389 634

The sensitivities for UBT and Cx using Hx as the gold standard
were 91% and 83% at pretreatment and 89%h and 82% at 4-6
weeks respectively.

The US and European results were similar when comparing Cx
versus Hx; however, the UBT was considerably more sensitive
in the European studies than in the US (98% compared to 86% in
the US pretreatment).

The results from these studies suggest Hx was the most
sensitive test for detecting H. pylori. Cx is useful for verifying
positive results but is limited because of the number of false-
negatives due to the asymmetric distribution of H. pylori in the
mucosa and the diffulty in transporting and cufturing the
organism. The UBT proved useful In the European studies but a
number of false-negatives in the US studies indicates the need
for standardizaton.
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SALIVARY SPECIFIC lgG IN THE DIAGNOSIS OF HELICOBACTER
PYLORI INFECTION IN DYSPEPTIC PATIENTS. f.Luzz M.Malefta,
M.lmeneo, L.Biancone & F.Pallone. Dept Medicina Spenmentale, University
of R. Calabria, Catanzaro,/taly.

8ackground & Aim: Specific H.pyloni IgG and IgA antibodies have been
shown in the saliva of H.pylori infected patients. The aim of our study was to
assess the accuracy of salivary diagnosis of H.pylon infection and to
compare the performance of salivary and serum H.pylon specific IgG and
IgA in the diagnosis of H.pybri infection. b A total of 152 dyspeptic
patients who underwent gastroscopy were available for the study: 67 had
duodenal ulcer (DU), 85 had no lesion (non-DU). Five antral and body
biopsies were taken. Patients were classified as H.pyloni positive when the
urease quick test and/or histology (Giemsa staining) ware positive for
H.pyhri. Serum and unstimulated saliva ware collected from each patient
before endoscopy and assayed for H.pybri lgG and IgA by an in-house
ELISA using a crude H.pylcd sonicate as antigen. Working dilution were
1:100 for sera and 1:4 for saliva. Results were expressed as mean OD±SD.
Reaufta: H.pylori avs found by histology in 131 (86%) patients: 66/67 DU
(98%) and 85/85 (76%) non-DU patients, respectively (OR:20, p=0.0002).
As expected serum H.pylory IgG ware significantly higher in patients who
ware positive for H.py/ori than in those who were negative (1.109±0.316 vs
0.437±0.176, p<0.01). Salivary H.pylon IgG ware higher in H.pylon positive
than negative patients (0.808±0.908 vs 0.307±0.305, p=0.01). Serum
H.pyloi IgA were also higher in H.pyori positive patients (0.679±0.439 vs
0.401±0.237, p<0.01). The sensitivity and specificity of salivary H.pylori IgG
ware 82% and 71% with positive and negative predictive values of 95% and
40%, and the accuracy 81%. The corresponding figures for serum H.pylon
IgG ware 97% and 91%, 96% and 83%, and 96%, those for serum H.pylori
IgA ware 80% and 52%, 91% and 30%, and 76%. The sensitivity of salivary
H.pylor IgG in detecting DU was 83% (55/87), that of serum H.pyloui IgG
97% (6/7) (OR-OlS1, Cl:0.02-0.8, p=0.02). Conbn~~: Salivary H.pylon
lgG was a falhly sensitive and accurate indicator of gsric H.pyloui
colonization with a high positive predictive value in our population. Data,
howver, suggst that salivary H.pylcri lgG measurement do not comnpare
favourably with seology and do not encourage at present the use of salivary
H.pylcri IgG in screening dyspepsia.
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VALIDATION OF A RAPID WHOLE BLOOD TEST FOR THE
DIAGNOSIS OF HELICOBACTER PYLORI INFECTION. P
Moavvedi, AM Carter*, RM Heppell*, AJ Catto*, P
Grant*, ATR Axon. Centre for Digestive Diseases
and *Academic Unit of Medicine, Leeds General
Infirmary, Leeds

Introduction: The non-invasive methods of
diagnosing H pylori infection include breath tests
and serology. The results for both these methods
can take several days to return. Recently a rapid
whole blood test has become available (Helisalt -
Cortecs Ltd) which is simple to perform and gives
a diagnosis of H pylori infection within 10
minutes. The accuracy of this test needs
independent validation before it can be
recommended for use in routine clinical practice.

Methods: Patient's H pylori status was
evaluated by histology (2 antral and 2 corpus
biopsies), culture (1 antral biopsy), rapid urease
test (1 antral biopsy) and `3carbon urea breath
test. The patient was defined as H pylori
positive if two or more tests gave a positive
result and negative if all tests gave a negative
result. The H pylori status was indeterminate if
only one test was positive. The results of the
rapid blood test (RBT) were compared to this gold
standard.

Results: 114 patients took part in the study
(median age 47, range 21-71 years, 55 males ) with
2 subjects giving indeterminate results. Of the
59 gold standard H pylori positive patients the
RBT gave 5 false negative results (sensitivity
92%: 95% CI 81-97%). In 53 gold standard H pylori
negative patients the RBT gave 4 false positive
results (sensitivity=92%: CI 82-98*).

Conclusion: The RBT diagnoses H pylori
infection with good accuracy. As this test gives
a diagnosis within 10 minutes it should prove
useful in clinical practice especially in primary
care.

A SIMPLE, RAPID AND HIGHLY RELIABLE CAPSULE-BASED
14C UREA BREATH TEST FOR DIAGNOSIS OF HELICOBACTER
PYLORI INFECTION. AK Hamlet, KIM Erlandsson. L Olbe. A-M
Svennerholm, L Stage, VEM Backman, AB Pettersson.
Centre for Gastroenterological research, University of Goteborg. Sweden

Background: Since the urea breath test (UBT) indirectly detects gastric
Helicobacter pylori (HP) infection by measuring urease activity, urease-
producing bacteria in the oro-pharynx may yield false positivZe results,
making it treacherous to diagnose Hpylori infection from a single breath
sample obtained during the first 20 min after urea administration, while
sampling after this period may result in false negative results because of
emptying of urea from the stomach. Methods: In order to overcome this
problem, we have developed a capsule-based UBT (CUBT). thus
preventing release of 14C-urea (11 lkBq) before reaching the stomach.
Our CUBT was evaluated on 100 healthy volunteers and results were
compared with ELISA serology. In 21 HP-negative and 18 HP-positive
subjects the CUBT was compared with the conventional way of urea
administration (cocktail) and in the HP-positive subjects the effect of a
commonly used fatty test meal on 14C02 -excretion was evaluated.
Results: The study showed a 99% concordance between the two tests.
Using a biometric method for determination of cut-off values between
positive and negative UBT results with the smallest possible
arbitrariness*, the calculated statistical probability for a false diagnosis
was lowest in the 10-min breath sample (0,20%) and a 100% sensitivity
and specificity was achieved. Compared to conventional breath testing
our CUBT was superior since no over-lapping occurred between HP-
positive and HP-negative subjects, whereas the urea drink method
showed considerable over-lapping during the whole 30-min test period.
Our study.also showed that a fatty test meal lowers the 14C-excretion the
first 20 min and may adversely affect the accuracy of a rapid UBT.
Conclusions: Supplying the 14C-urea in a capsule obviates the problem
with false positive results in early breath samples and makes it possible
to diagnose H pylori infection with a reliability of 99,8% from a single
10-min breath sample. A test meal is disadvantageous to use in a rapid
CUBT protocol and should therefore be omitted. Due to its simplicity,
speed, high reliability, low costs and wide-spread availability, our 14C-
CUBT appears as the ideal method for routine clinical use.

*K Berstad, I Wilhelmsen & A Berstad. Biometric evaluation of gastric
urease activity in man. Scand J Gastroenterol 1992;27:977-83.

A CITRIC ACID SOLUTION IS AN OPTIMAL TEST MEAL IN THE
'-C-UREA BREATH TEST (UBT) FOR THE DIAGNOSIS OF
H.PYLORI INFECTION
J.E.Dominguez-M ioz, A.Linke*, T.Sauerbnuch*, P.Malfeteiner.
Dpt Gastroenterology, Universities ofMagdeburg and *Bonn, Germany.

3C-UBT is the most accurate noninvasive method for the detecfion of
H.pylori infection. Diffeet test meals have been used with the purpose to
slow gastiic emptying and to enhance the accurazy of the test. Aim of this
study was to establish the most valuable meal modification to optmize the
accuracy and practicity of the '3C-UBT. Material and Methods. 18
H.pylori positive subjects (age range 25-61 years, 15 male, 3 female) were
studied thee consecutive days. H.pylon ifection had been previously
proven in all of thein by urease rapid test and histology of antral biopsies.
On each study day, 75 mg of'3C-urea were given 10 mnn after ad a-
tion of either 200 ml of MeriteneR, 200 ml of Ensure/CalogenR (1:1), or
200 nd of citiic acid 0.1 N in a randomized order. The '3CO2/'2C0 ratio
in a basal breath sample was conpared with that of samples collected at
15, 30, 45 and 60 min after the administration of '3C-urea. The ratio
increase at each time (Dt) was corrected according to the weight of the
patIet (nDt). A positive test is defined by a maximal nD (peak) >0.25.
Statistical analyms were performed by repeated meawres one-way
ANOVA with the Bonferroni's corretion for multiple comparisons.
Results. Peak and time to peak (T-peak, minutes) for each mehod are
shown in table (meastSE*).

Merieie Citric acid
Peak 0.85+0.12 1.06*0.10 1.49i0.15 p<O.OOJ
T-peak 5313 45W3 30*3 p<OooJ

Sensiivity of '3C-UBT with the dfferet test meas depended on the
sampling time, but at time T-peak seitivity was 100%/o for al thre test

inrocedurs. concu Adnistion of citric acid as test meal in the
C-UBT provides a higher and earler peak for rnaton between

H.pylon poive and netie sbjects. If other test meals are used, the
time interva bween breath sampling must be longer than 30 min
(between 45 and 60 min) in order to min a igh seniivity.

2579 ITALIAN DYSPEPTICS REFERRED TO IST UPPER GI
ENDOSCOPY: A NATIONAL MULTICENTER STUDY.
Italian Helicobacter Pylori Study Group

Aims: 1. To assess the Helicobacter pylori (HP) prevalence in
dyspeptic patients referred for the first upper GI endoscopy through
Italy; 2. to compare IgG serology by a commercially available kit
(HELORI-TEST, EUROSPITAL) to histology in HP detection

Methods: At each Endoscopy Unit (n= 105) the fists 30-40
con.secutive patients referred for the first time to endoscopy were
enroled. At endoscopy 3 antral biopsies were taken for urease test (CP-
TEST), Haematoxilin & Eosin and Giemsa staining. A blood sample
(10 mis) was collected and IgG to HP were assessed by HELORI kit.
The districts involved up to now were: Abruzzo/Molise/Marche
(n=209), Calabria (n=129), Campania (n=216), Emilia Romagna
(n=291), Lombardia (n=233), Piemonte/Liguria/Valle d'Aosta (n=343),
Puglia/Basilicata (n=148), Sicilia (n=300), Toscana (n=183),
Veneto/FriulilVenezia Giulia (n= 618). We report the preliminary
results in 10 Districts (n= 2579; MIF: 1391/1188; age range 18-93;
mean 49yrs) subdivided in North and South Districts.

Results: The overall prevalence of HP colonisation as assessed by
Giemsa staining was 67.5% (1742/2579). The HP prevalence was found
to be significandy higher in the the South compared to the North
Districts: 78% (768/983) and 61% (974/1596) respectively (p<0.001).
Overall the sensitivity and specificity of serology (HELORI-TEST)
compared to Giemsa staining were 89% and 68% respectively. When
serology was compared to histological detection of HP assessed by a
single (n=1457) or several histopathologists (n= 1122) no difference
was found in the sensitivity rate (90% and 87.6% respectively). A
significant difference was found in the specificity rate (75% if the
assessment was made by a single histopathologist and 60% if by several
histopatologists respectively) (p<0.001).
Condusion: 1. Prevalence of H pylori in the population considered is

67% with a statistical difference between South (78%) and North (61%)
(pd).00l) Districts; 2. Commercially available serology was found to
be high sensitive (89%) and low specific (68%). When the assessment
was made by a single referral histopathologist the specificity rised up to
75%.
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VALIDITY OF A NEW BIOPSY UREASE TEST AND A
SIMPLIFIED 13C-UREA BREATH TEST FOR DIAGNOSIS OF
HELICOBACTER PYLORI INFECTION AND ESTIMATION OF
SEVERITY OF GASTRMTIS. J8Lakgnz, S.Aygen, O.Hennemann,
U.Peitz, B.Tillenburg, G.Boirsch, M.Stolte. Department of Internal
Medicine and Gastroenterology, Elisabeth Hospital Essen, INFAI
GmbH Bochum, Department of Pathology, Klinikum Bayreuth,
Germany.

Aim: The study was designed to validate a simplified 13C-urea
breath test (UBT) and a newly developed biopsy urease test (BUT)
for the detection of Helicobacter pylori (HP) infection. In addition,
the hypothesis was tested that the 13C02 excess and the reaction
velocity of the UBT correlate significantly with the density of HP as
well as with the severity of gastritis.
Methodsi 70 dyspeptic patients with unknown HP status were
enrolled to the study. Patients were investigated clinically and
endocopically with taking of 4 antrum and 4 body biopsies, which
were assessed for HP infection by means of an urease test (HUT
test: separate analysis of antrum and body biopsies), culture and
histology (HE and Warthin&Starry stains). In addition, a sim, lified
3C-urea breath test (75 mg 13C-urea, measurement of the '3C021
12C02 ratio before and 30 min after urea intake) was performed.
Results: 47 patients proved to be HP positive as judged from
histology. In 46 patients, HP infection was also detected with the
BUT, culture and UBT (sensitivity: 97.9%; 95%-Cl: 89%-100%). In
one patient with focal and minimal colonization of HP on
histology, all the other methods failed to detect bacterial
colonization. In 33 patients all four methods did not indicate
bacterial colonization (specificity of BUT and UBT: 100%; 95%-C:
89%-100%). The 13C02 excess as well as the reaction velocity of the
BUT were significantly correlated with the histologically visible
degree of HP (UBT: r=0.88; BUT antrum: r=0.87; BUT corpus: r=0.82)
as well as with grade (UBT: r=0.69; BUT antrum: 0.68; BUT corpus:
r=0.61) and activity of gastritis (UPT: r=0.71; BUT antrum: 0.79; BUT
corpus: 0.62) (p<0.0001).
Conclusions: The simplified urea breath test used in this study and
the new biopsy urease test (HUT test) are highly sensitive and
specific with regard to diagnosis of H.pylori infection. In addition,
the 13C02 excess (UBT) as well as the reaction velocity of the BUT
allow a rough prediction of grade and activity of gastritis.
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Detection of Helicobacterpy/oriDNA in gastric juice by PCR:
Comparison with H.pyloriDNA in biopsy specimens
Norio Matsukura, Masahiko Onda. Akira Tokunaga, Shunji Kato,
Hirokazu Hasegawa, Junichi Yamahat.su, Kiyohiko Yamashita
First Department of Surgery, Nippon Medical School,
1-1-5 Sen(lagi, Bunkyo-ku, Tokyo 113, Japan

Identification of Helicobacter pylori DNA by polymerase chain
reaction (PCR) gives us a new sensitive tool for detection of this
organism.s. RCR assay for Hpylori in gastric juice may show the
organism-. overall presence in the whole stomach. In this study,
we complared the (letectability limits of the PCR assay in gastric
jtuice with biopsy specimens uising the agarose gel electrophoresis
and Southern hybridization of H.pylori-.specific DNA sequences.
The PCR assay results were compared with those from culture,
EL1SA assay and "C-urea breath test. Endoscopic examination
andI HpjloriP('R a.ssay were undertaken in total 124 patients with
pl)eptic ulcer or chronic gastritis. Gastric juice and biopsy
specimens from the antrum and the corpus were taken from these
p)atients. After neutralization and DNA extraction, Hpylori DNA
was amplified with the primer (Valentine et al. J Clin Microbiol
1991:29:689-95), which was homologous to a portion of the 1.9-kb
fragment of chromosomal DNA of Hpyloi. In comparison of PCR
assay in gastric jutice with biopsy specimens (90 examinations), both
po.sitive in 34(38%) and 36(40%), both negative in 37(41%) and
30(33%), gastric juice positive but biopsy negative in 10(11%) and
12(13%), and vice versa in 9(10%) and 12(13%), when detected by
electrophoresi.s and hybridization, re.spectively, showing equivalent
detectio)n rates in the PCR assay. PCR-positive samples of gastric
juice evaluated by electrophore.sis and hybridization coincided with
l)ositive sqaml)les in 56% of culture, 59% of tissue IgA antibody
i(lentification(ELISA), 94% of serum IgG antibody (ELISA) and 77%
of 'SC-urea breath test; PCR-negative samples coincided with
negative samples in 96% of cultulres, 81% of tissque IgA antibody,
38% of serum IgG as.sessment.s and 93%/ of 13C-urea breath test
evaluations. Detection of H.pylori in gastric juice has potential
adlvaritage for examining H.pyloni infection in the whole stomach.
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HEUCOBACTER PYLORI REINFECTION IN DUODENAL AND
GASTRIC ULCER PATIENTS AFTER ANTIBACTERIAL
TREATMENT
S. Miehike, E. Bayerdoerffer, N. Lehn, A. Meining, E. Baestlein, G.A.
Mannes, M. Stolte. Dept of Intemal Medicine, Wlinikum Grosshadem,
University of Munich, Institute of Microbiology, Technical University of
Munich, Krankenhaus der Barmherzigen Brueder, Munich, Dept. of
Pathology, Bayreuth, Gennany.

Background: Cure of Helicobacter pylon (H. pylon) infection is
suggested to reduce the ulcer relapse rate in peptfc ulcer patients, as
long as H. pylon reinfection does not occur. Only sparse data are
available about the long-term outcome of patients after being cured of
H. py4on infection.
Aim: To determine the reinfection rate of H. pylor, we followed up
duodenal and gastric ulcer patients who previously received
antibacterial treatment and were cured of H. pylon infection.
Patients and Methods: Patients with endoscopically proven H. pylon-
associated duodenal or gastric ulcers, who have been treated with
various antibacterial regimens resulting in histollogically documented
cure of H. pylon infection were followed-up for 1.5 to 5 years. To
determine the H. pylon status endoscopic examinations including 2
antral and 2 corpus biopsies were performed for histological
examination.
Results: 217 out of 276 patients (78.6%) had been cured of H. pylon
infection and entered the follow-up. So far, we reviewed 169 patients
after 1.5 years, 22 patients after 2 years and 26 pateints after 5
years, resulffing in a total of 427.5 patient years of follow-up. The
average length of follow-up was 23.8 months. H. pylon reinfection
was detected in 7 patients, 6 of them also suffered ulcer relapse.
These results give a reinfection rate of 1.6 % per patient year.
Conclusion: The rate of H. pylon reinfecion after cure of the
infection in peptic ulcer patients is very low. Long-term cure of peptic
ulcer disease may be achievable by curing H. pylon infection.
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GASTRIC ULCER RECURRENCE FOLLOWING TREATMENT FOR
ERADICATION OF HELICOBACTER PYLORI. ATR Axon1' CA
O'Morain, KD Bardhan, JP Crowe, DAF Lynch, MF Dixon, DS
Tomkins, RA Peacock2, KRW Gillon2
1The General Infirmary, Leeds (for the Study Group) and 2Astra
Clinical Research Unit, Edinburgh.

We have investigated the effect of a Helicobacter pylori (Hp)
eradication regimen on eradication rate and ulcer recurrence in
patients with gastric ulcer (GU).
METHODS: Consecutive patients with endoscopically confirmed
gastric ulcers were entered into the study. Hp infection was assessed
by histology and microbiology. All patients received omeprazole (OM)
40 mg om for 6 weeks. Thereafter they were randomised to receive in
addition either amoxicillin (AMOX) 750 mg bd or placebo for 2 weeks
in the ratio 2:1. Patients with healed ulcers then entered a 12 month
untreated follow-up. Hp eradication was assessed one month after
stopping treatment. Unhealed patients were regarded as having zero
remission days in follow-up. An all patients treated analysis was
done.

RESULTS: 128 patients with Hp-associated benign gastric ulcers
entered the study and 107 (72 OM+AMOX and 35 OM) were eligible
for the analysis. 93% and 83% of OM+AMOX and OM treated
patients respectively had healed ulcers after 8 weeks treatment. 24
patients relapsed or were lost to follow-up before the 1 month follow-
up and are included as Hp positive. Hp was eradicated in 58% and
6% in the OM+AMOX and OM groups respectively (X2 test, p <0.001).
In the 12 month follow-up 18/72 (22%) of the OM+AMOX and 17/35
(49%) of the OM groups had relapsed. The patterns of recurrence
were highly significantly different between the two groups (Logrank
test, P c<0.001). Regardless of treatment, recurrence was less likely
in patients with successful Hp eradication (3/44 eradicated vs 17/39
non-eradicated; Logrank test, p <0.001.

CONCLUSION: Treatment with OM+AMOX was effective in
reducing GU relapse in the 12 month period following healing.
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