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Ranitidine in NSAID ulcers
Lancaster-Smith MJ, Jaderberg ME, Jackson DA.·
(Department of Medicine, Queen Mary's Hospital,
Sidcup, Kent and Glaxo Laboratories, Greenford,
Middlesex, UK.) Ranitidine in the treatment of nonsteroidal anti inflammatory drug associated gastric and
duodenal ulcers. Gut 1991;32:252-5.
SUMMARY
This paper reports the results of a multicentre study in the UK
on the effects of ranitidine on the healing of non-steroidal antiinflammatory drug (NSAID) associated peptic ulcers. A group
of patients who stopped the treatment were compared to a group
who continued to take the drug. 321 patients were referred from
general practitioners and hospital departments for upper gastrointestinal (GI) endoscopy after NSAID usage for at least 14 days.
Patients who had endoscopically proved ulcers were entered
into the study and randomized to continue or stop NSAIDs. All
patients also received ranitidine 150 mg twice daily. Upper GI
endoscopy was performed at entry and at 4,8 and 12weeks after
entering the trial. All clinical symptoms as well as compliance
were carefully evaluated. Out of321 patients, 211 had ulcers and
190of these were randomized. The rest were withdrawn because
of protocol violation. Both groups, i.e. those continuing or stopping NSAID treatment were comparable with respect to age,
sex, smoking habit, alcohol intake and duration of arthritic
disease. Of the 190 patients, 84 had gastric ulcers and 98 had
duodenal ulcers. The remaining 8 had both duodenal and gastric
ulcers with a comparable ulcer distribution in both groups.
In patients with gastric ulcers the healing rates of those who
stopped the NSAID therapy were 71%, 95% and 100% at 4, 8
and 12 weeks respectively compared to 54%, 63% and 79% in
those who continued with the drug. Among the duodenal ulcer
patients, the healing rates in those who stopped NSAIDs were
74%,100% and 100% against 57%, 84% and 92% in those who
continued at 4, 8 and 12 weeks respectively. Of the 8 patients
with both types of ulcers only 5 continued with the trial. Of
these, in 3 who had discontinued NSAIDs the ulcers healed in
8 weeks and in the remaining 2 who continued NSAIDs, one had
ulcers healed at 4 weeks and. in the other they remained
unhealed. The only difference in the prognostic factors in the
gastric ulcer group was in healing rates between the two groups
at 8 weeks. There was no noticeable association of any particular
NSAID with persistent ulceration or a slower healing rate.
Epigastric pain was the most common complaint (55%) and this
improved greatly at subsequent visits; 96% in the group that
stopped and 89% in the group that continued NSAIDs. The
authors conclude that ranitidine 150 mg twice daily effectively
heals NSAID associated peptic ulcers and healing is more
successful when NSAID intake is stopped.

COMMENTS
Non-steroidal anti-inflammatory drugs are the most
commonly prescribed group of drugs in the UK, account-

ing for 5% of all the National Health Service prescriptions
(over 22 million per annum). These drugs cause injuries
to the gastroduodenal mucosa varying from simple
erosion to ulceration, bleeding and perforation,' and the
pathogenesis of the mucosal damage is probably multifactorial. It has been suggested that both acid injury and
the lack of mucosal defence are of major importance in
NSAID induced gastroduodenal mucosal damage and
these drugs have been shown to cause inhibition of gastric
mucosal PGE2.2 However, other studies have failed to
show any correlation between the severity of gastric
mucosal damage and the degree of PGE2 inhibition
induced by indomethacin given orally. 3 Besides PGE2
other prostanoids have been examined but the results of
the studies have been inconclusive. It would appear therefore that other mechanisms are also responsible. Studies
on gastric acid secretion in patients receiving NSAIDs for
rheumatic disorders have also shown varying and inconsistent results from stimulation+ to inhibition.' Either
stimulation or inhibition of the gastric acidity is perhaps
not as relevant as the presence of acid contact with the
mucosa. In this study the authors have clearly demonstrated
the effectiveness of ranitidine in healing ulcers following
NSAID usage at the conventional dose of 150 mg twice a
day. There was a 100% healing of both gastric and duodenal
ulcers when NSAIDs were discontinued after 12 weeks.
However, the healing rates were less dramatic, but still
high, in those who continued with drugs (79% in gastric
and 92% in duodenal ulcers). Thus a physician confronted
with the problem of treating a patient with an ulcer in
whom the NSAID needs to be continued can confidently
prescribe ranitidine and expect a good healing rate. There
was also definite improvement in the most commonly
noticed symptom, namely epigastric pain.
Patients who develop dyspepsia and peptic ulceration
whilst on NSAID treatment should be given ranitidine. It
is not essential to discontinue the NSAID but if it is withdrawn better ulcer healing rates will be obtained.
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