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Question
:! Are ranitidine and omeprazole comparable
"•for.healing and maintaining remission
i; jp patients with gastroduodenal ulcers
. and erosions associated with nonsteroidal
•':' :auti"inflammatory drugs (NSAIDs)?

Design
. Randomized double-blind trial.

Setting
:; 73 centers in 15 countries.

Patients
541 patients aged 18 to 85 years (mean

v age 57 y, 67% women) who required
NSAIDs at standard therapeutic doses
: and not > 10 mg/d of prednisolone or its
: equivalent and had ulcers > 3 mm in di-
ameter or > 10 gastric or duodenal ero-
sions. Exclusion criteria were con-
traindications to endoscopy, pyloric
stenosis, erosive or ulcerative esophagi-

' tis, major active gastrointestinal hemor-
rhage, or disorders that could modify ab-
sorption of study drugs.

Commentary (continued from page 116)^
infected with Helkobacter pylori, and to have
a history of peptic ulceration.
Misoprostol used in the doses tested, 400

or 800 ug/d, has acid inhibitory effects.
However, these effects do not explain its
therapeutic effects, which are probably
caused by the prostaglandin-mediated
raucosal protective activity (known as cyto-
protectioii). Akey finding in both studies was
that omeprazole, 20 mg/d, is as effective as
40 mg/d in healing NSAID ulcers. This sug-
gests a ceiling beyond which no more acid is
available to inhibit; therefore, doses of
omeprazole > 20 mg/d offer no extra heal-
ing in long-term users of NSAIDs. This has
cost-saving implications. It also explains the

Intervention
In die treatment phase, 174 patients were
allocated to omeprazole, 20 mg/d; 187
to omeprazole, 40 mg/d; and 174 to
ranitidine, 150 mg twice/d, for 4 weeks.
This was extended to 8 weeks if healing
did not occur. In the maintenance phase,
432 patients (398 who were considered
healed) were enrolled. 210 were allocated
to omeprazole, 20 mg/d, and 215 to
ranitidine, 150 mg twice/d. Maintenance
was done for 6 months.

Main outcome measures
Predefined treatment success at 8
weeks and maintenance of remission
at 6 months.

Main results
Efficacy analysis included 535 patients in
the treatment phase and 425 in the main-
tenance phase. Healing rates at 8 weeks
were 80% and 79% in die low- and high-
dose omeprazole groups, respectively, and
63% in the ranitidine group (P < 0.001
for comparisons with ranitidine) (Table).
At 6 months, patients in the omeprazole

group stayed in remission at a higher rate
dian did patients in the ranitidine group
(P = 0.004) (Table). Adverse event rates
were high in both phases, but the rates
did not differ significandy among groups
(30% and 38% in the low- and high-dose
omeprazole group and 40% in the
ranitidine group for the treatment phase;
64% in the omeprazole group and 58%
in the ranitidine group for the mainte-
nance phase).

Conclusions
In patients who used high-dose
NSAIDs regularly for 6 months,
omeprazole was more effective than
ranitidine at healing ulcers and main-
taining remission. Adverse event rates
were high but similar in all groups.
Source of funding: Astra Hassle.
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Abstract and Commentary also published in
ACP Journal Club, 1998^129:9.

Omeprazole (OM) vs ranitidine for healing and maintaining remission in
nonsteroidal anti-inflammatory drug-induced ulcers*

Comparison Purpose OM Ranitidine RBI(95%CI) NNT(CI )

Low-dose OM
vs rartrtidine

High-dose OM
vs ranitidine

OM vs raniditine Remission

Healing 80% 63%

Healing 79% 63%

72% 59%

27% (12 to 46) 6 (4 to 13)

25% (10 to 44) 6 (4 to 15)

22% (6 to 40) S (5 to 26)

* Abbreviations defined in Glossary; RBI, NNT, and CI calculated from data in article.

findings of Yeomans and colleagues of the
superiority of omeprazole over the weaker
acid inhibitor ranitidine in both healing ul-
cers and maintaining remission.

One should not assume, however, that acid
ejqplains the whole story in the multifac-
torial pathophysiology of NSAID-related
gastroduodenal disease, particularly given
the different patterns of activity of the two
drugs, against erosions and ulcers. Omep-
razole may be superior to misoprostol in
maintaining remission only if the dose of
misoprostol is divided to die maintenance
level licensed at 400 Mg/d. Omeprazole was
better tolerated than misoprostol, but both
studies showed a high rate of adverse events.

However, adverse events are not necessar-
ily the same as drug side effects, and it might
not be possible to prove a causal relation,
particularly in patients with chronic diseases.
These important findings widen our choice
of therapies used to heal NSAID-related
ulcers and maintain their remission. They
establish the role of omeprazole, 20 mg/d,
and leave die door open for the use of other
agents, particularly misoprostol.

Ali S. Taba, MD, PhD
Crosshouse Hospital

Kilmarnock, Scotland, UK
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