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Non-steroidal anti-inflammatory drugs in patients with peptic ulcer
disease: to be considered in certain circumstances

Michael Doherty

Although salicylate and non-aspirin, non-steroidal
anti-inflammatory drugs cause acute injury to the
gastroduodenal mucosa,’ their role during long term
treatment in predisposing to peptic ulcer disease
and clinically important complications remains
uncertain.*” Common criticisms of existing studies
include inadequate design,’ investigating young volun-
teers rather than older patients, examining acute
and not chronic injury, and focusing attention on
aspirin.”" Interpretation is particularly clouded by
the prevalence of unsuspected (clinically irrelevant?)
gastroduodenal lesions observed endoscopically in
patients who take non-steroidal anti-inflammatory
drugs, irrespective of their rheumatic condition.'*
Well designed case-control studies have nevertheless
associated non-steroidal anti-inflammatory drugs with
gastroduodenal (and ileal and colonic) bleeding and
perforation,"' though ranking of toxicity among such
drugs has proved problematic. ™ Such difficulties, with
the need to distinguish clearly individual and popula-
tion risks, have been extensively reviewed.™'' Against
this background, however, it is apparent that non-
steroidal anti-inflammatory drugs can adversely affect
the gut, elderly women being particularly at risk of
significant complications.'™' While awaiting results
of more definitive studies what is the advice to
prescribing doctors?

Patients already taking the drugs

When treating a patient with peptic ulcer disease
who is taking non-steroidal anti-inflammatory drugs or
for whom such drugs are being considered there are
insufficient data to derive authoritative guidelines:
individual bias will therefore necessarily enter any
strategy of management. Several commonsense con-
siderations, however, seem to be uncontroversial.

Firstly, the rationale for choosing non-steroidal anti-
inflammatory drugs over simple analgesics should be
reconsidered. Have analgesics been unsuccessful? Is
there an inflammatory component to the patient’s
svmptoms? If the patient is alreadv taking a non-
steroidal anti-inflammatory drug has definite benefit
recently been shown? Although difficult to record,
non-steroidal anti-inflammatory drugs are probably
unnecessarily prescribed for minor, self limiting con-
ditions."

Prescribing non-steroidal anti-inflamma-
tory drugs to patients with peptic ulcer
disease

First consider

@ Simple analgesics alone

@ l.ocal treatments (physiotherapy, ultrasound,
mechanical supports, injection)

@ Sccond line agents to reduce symptoms

@ Other correctable predisposing factors (smoking,
alcohol consumption, hypovitaminosis C)

If clear indication for such drugs

@ Avoid aspirin and indomethacin

@ Use one such drug at a time, starting at lower dose
range

@ Use the patient’s (not necessarily the doctor’s)
choice of effective drug

As vet no authoritative data exist to advise on
choosing anti-ulcer agents or how best to prevent
relapse.

Secondly, consider other correctable predisposing
factors to peptic ulcer disease —for example, smoking,
hypovitaminosis C, and alcohol consumption.
Smoking particularly often accompanies and is a
possible co-factor for ulcers associated with non-
steroidal anti-inflammatory drugs.'* '

Thirdly, consider alternative, complementary local
and systemic treatments for musculoskeletal problems.
For example, many patients, particularly elderly
women at high risk, have periarticular syndromes or
pauciarticular osteoarthritis, which may be treated by
local treatments, such as physiotherapy and injections,
aimed at resolution rather than amelioration of
svmptoms alone. Such measures are often omitted,
particularly when an inadequate locomotor examina-
tion has led to an indefinite diagnosis. In addition, in
patients with rheumatoid arthritis effective use of
second line agents may reduce the requirement for
non-steroidal anti-inflammatory drugs; low doses of
corticosteroid, with its possible cytoprotective effect,
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EDITORIAL COMMENT

Dr Doherty, a rheumatologist, and Dr Hawkey, a
gastroenterologist, are not so much disagreeing with
each other as highlighting the considerable areas of
ignorance surrounding this important and common
medical problem of non-steroidal anti-inflammatory
drugs and peptic ulcer disease. They both draw
attention to the risks of prescribing such drugs to
elderly patients, particularly women. In addition,
both broadly agree that ibuprofen seems to be
comparatively harmiless in terms of mucosal toxicity.
Against the background of considerable ignorance it
would be well to heed their advice to avoid non-

steroidal anti-inflammatory drugs unless there is a
clear indication and then to tailor the choice of drug
to the patient. If circumstances permit a non-
steroidal anti-inflammatory drug could be continued
to be taken in the presence of a known peptic ulcer
while the patient is receiving anti-ulcer treatment.
This is, however, an excellent example of when the
patient must be brought into the decision making
process. Is the benefit derived from treatment with
non-steroidal anti-inflammatory drugs sufficient to
outweigh the unquantifiable risk of serious bleeding
from the ulcer? Generalisations are not possible and
clearly each case must be taken on its own merits. —
PETER RUBIN, professor of therapeutics, University
Hospital, Nottingham NG7 2UH
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prevent half of the bleeds associated with non-steroidal
anti-inflammatorv drugs occurring once every 500
patient vears the cost for each life saved would be
around £1m. Curtailed prescribing of non-steroidal
anti-inflammatory drugs and expanded programmes of
joint replacement may be a better bargain.

Should every patient taking non-steroidal
anti-inflammatory drugs have endoscopy?

Suspected ulcers should be confirmed endoscopic-
ally and monitored for recurrence because so many are
silent. Likewise, when treatment is started endoscopy
should be performed, but this is impracticable with the
current amount of prescribing of non-steroidal anti-
inflammatory drugs.

Conclusion

Non-steroidal anti-inflammatory drugs cause signifi-
cant gastrointestinal morbidity and mortality. Most
patients presenting with bleeding have not seen a
rheumatologist, are not taking non-steroidal anti-
inflammatory drugs for an inflammatory polyarthritis,
and probably do not need them.' For those who do
need the drugs the limited available evidence would
convince many prescribers (though not yet the regu-
latory authorities®) that such drugs can be continued
during the healing of ulcers. Strategies for prophylaxis
are less clear and more pragmatic (box). Meanwhile,
some patients with rheumatoid arthritis might inadver-
tently be receiving prophylaxis as sulphasalazine
protects cells of the stomach in animal studies.*

Since this article was written misoprostol has
become available for prophylaxis of gastric ulcers in
patients taking non-steroidal anti-inflammatory drugs
and data have been published suggesting that raniti-
dine may prevent duodenal ulcers.*
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Prophylactic strategies
Before an ulcer develops

Avoid non-steroidal anti-inflammatory drugs when
there is no joint disease, joint disease is inactive, and
arthritis is mild, especially in elderly women

@ Remember dyspepsia is not a reliable indicator of
ulceration

When an ulcer develops

@ Confirm endoscopically
@ Stop treatment with non-steroidal
anti-inflammatory drugs if possible

@ Continue treatment if necessary, adding an ulcer
healing agent

When an ulcer has healed

@ Consider endoscopic surveillance even with
maintenance treatment as relapse is often silent.
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have also been advocated.' Such considerations, based
on accurately assessing the patient, may avoid alto-
gether or end treatment with non-steroidal anti-inflam-
matory drugs.

Whether to start treatment

Controversy, however, surrounds continuing or
starting treatment with non-steroidal anti-inflamma-
tory drugs in patients with current or past peptic ulcer
disease. There are four principal concerns.

Firstly, should non-steroidal anti-inflammatory
drugs be given at all? Even after considering the above,
some patients with chronic locomotor symptoms find
non-steroidal anti-inflammatory drugs undeniably
beneficial, and their quality of life is considerably
diminished when they are withdrawn. Although the
Committee on Safety of Medicines states that non-

steroidal anti-inflammatory drugs should not be given
to patients with active peptic ulceration,” such official
advice, predominantly reflecting expectation bias,?
would result in withdrawal of such drugs in up to 30%
of patients with chronic rheumatic disease.’” The few
studies available, however, show that continuing treat-
ment with the drugs little influences the rates of healing
obtained with conventional anti-ulcer treatment'® *?':
indeed, ulcers may heal spontaneously despite con-
tinuing non-steroidal anti-inflammatory drugs.”® If
appropriate non-steroidal anti-inflammatory drugs
should therefore still be considered.

Secondly, which non-steroidal anti-inflammatory
drug should be prescribed? Salicylate and indometha-
cin should probably be avoided in peptic ulceration
because of their additional direct mucosal toxicity***
(in the United Kingdom salicylate is rarely prescribed
for arthritis anyway, and indomethacin should be
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avoided in elderly patients because of frequent side
effects in the central nervous system and kidney).
Although theoretically attractive, pro-drugs, supposi-
tories, enteric coated or delayed release formulations
afford no significant clinical advantage’ " ®—systemic
rather than local effects remain important.’’ Newer
non-steroidal anti-inflammatory drugs that spare pros-
taglandin E, merit further investigation.' Ibuprofen,
especially in low doses seems to be particularly safe,”#
but appreciable variation between patients dictates
that the choice of drug lies with the patient—taking
the doctor’s preferred non-steroidal anti-inflammatory
drug is pointless if it is ineffective. Usual precautions
about prescribing—for example, appropriate dosage
and one non-steroidal anti-inflammatory drug only—
obviously apply.

Thirdly, which anti-ulcer treatment should be used
and for how long? Acute mucosal injury associated
with non-steroidal anti-inflammatory drugs is certainly
reduced by H, antagonists (independently of inhibit-
ing the secretion of acid*), sucralfate, and synthetic
prostaglandin analogues,®* but long term data in
patients are sparse. Most long term studies report good
rates of healing with cimetidine or ranitidine,'**?
though their usefulness in this situation has been
questioned.®** Although mucosal protection rather
than acid reduction seems theoretically more appro-
priate,'"" good clinical studies to determine the
optimum regimens for both healing and preventing
relapse in patients receiving long term treatment with
non-steroidal anti-inflammatory drugs are still awaited.

Fourthly, how should progress be monitored? This
begs the question of what is being treated. Compli-
cations undoubtedly require correction, but poor
correlation of symptoms, occult blood loss, and endo-
scopic findings’®'?'*'* means that one cannot be used
to monitor another. Occult blood loss is particularly
unhelpful,” and undue emphasis on endoscopic
appearance may well prove inappropriate.

Conclusions

The high prevalence of unsuspected peptic ulcer
disease'*" strongly suggests that in most cases no
clinical consequences arise from untreated peptic
ulcer disease during continuing treatment with non-
steroidal anti-inflammatory drugs. What we need to

know is which factors (other than being old and female)

determine the development of complications so that
they (for example, individual non-steroidal anti-
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inflammatory drugs) may be eliminated and prophy-
lactic approaches tested in high risk patients taking
the drugs. Results of well designed studies that answer
such questions and provide management guidelines are
eagerly awaited.
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