
Maintenance treatment with H2 receptor antagonists in patients
with peptic ulcer disease: reduces morbidity in a significant
minority of patients
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The aim of all treatment is as far as possible to restore
the full health of people suffering from disease. This
aim is best achieved by eliminating the cause of the
disease. Unfortunately, in the case of ulcers the cause is
not known' and therefore ulcer disease cannot be
therapeutically "cured." Under these circumstances
the objective of treatment is to alter the natural course
of the disease to minimise its symptomatic, functional,
and morphological sequelae2 and, of course, prevent a
lethal outcome. In the case of ulcer disease the
principal clinical problems result because ulcers tend
to recur, often two, three, or more times each year for
many years-and perhaps during the whole lifetime of
the affected patient.3 Most recurrences are painful,
which prevents work and sleep. During the course of a
lifetime, however, about one third of patients with an
ulcer bleed from it and nearly 10% suffer from
perforation of the ulcer; recurrent relapse and reheal-
ing may result in gross duodenal scarring and pyloric
stenosis. These complications or the resulting require-
ment for operative treatment directly cause the death
of 1-2% of patients with ulcers.
Treatment must therefore maintain remission after

an ulcer has been healed to minimise interference with
the patient's life and work and prevent potentially
lethal complications. These objectives cannot be
achieved by intermittent treatment-that is, by treat-
ing each symptomatic relapse as it occurs -as this type
of treatment does not influence the natural course of
ulcer disease because it depends on a symptomatic
relapse to trigger the next course of treatment. As there
are no means of predicting when or how the next
recurrence will be manifest in any patient intermittent
treatment cannot prevent complications and be
expected to reduce the mortality from ulcer disease.
Two therapeutic regimens have been used to sustain

remission of ulcers: gastric surgery and long term,
continuous (maintenance) treatment with drugs.
Gastric surgery is invariably accompanied by mortality
and postoperative sequelae in some patients, the
sequelae giving rise to occasional irreversible and
clinically unacceptable disability. There is, therefore,
nowadays no place for the surgical treatment of
uncomplicated ulcer disease, except for a few (<3%)
patients whose ulcers do not heal during medical
treatment; patients whose occupation precludes con-

tinuous treatment with drugs; and, occasionally,

patients receiving large doses of non-steroidal anti-
inflammatory drugs.

Advantages of maintenance treatment
Maintenance treatment with drugs has beneficially

altered the natural course of ulcer disease by keeping
most ulcers in remission and altering the clinical
characteristics of any relapses that do occur.4 For
example, during six years of continuous treatment
with H2 receptor antagonists such as ranitidine and
cimetidine 84% of 388 patients remained free from
symptoms and only 16% suffered from symptomatic
recurrence. During the six years only 1% ofthe patients
given maintenance treatment who had recurrences

presented with haemorrhage compared with 15% of
untreated patients. In other words, most recurrences

during maintenance treatment were uncomplicated
and therefore posed no threat to the wellbeing or life of
the affected patients. In comparison, among patients
whose ulcers had relapsed when treatment had been
discontinued (in a trial of intermittent treatment)
more than 80% of recurrences were symptomatic and
more than a quarter of the patients presented with
haemorrhage from the recurrent ulcer.5 Similar findings
were reported from general practice in a study com-
paring maintenance treatment with intermittent heal-
ing treatment. It was concluded that "continuous
treatment would benefit many patients treated in
general practice."6
Asymptomatic recurrences that are discovered

endoscopically during maintenance treatment may be
ignored because the patients come to no harm as long as
maintenance treatment is continued.7 Symptomatic
recurrences during maintenance treatment are easily
rehealed by doubling the dose of the drug used in
the maintenance regimen. If a patient relapses more
than twice during maintenance treatment the higher
(healing) dose of the drug should be used in further
maintenance treatment as some patients (especially
heavy smokers) need the higher dose of the drug to
maintain remission.
The treatment of gastric and duodenal ulcers is

identical. Although endoscopic monitoring ofduodenal
ulcers is unnecessary during maintenance treatment,
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patients with healed gastric ulcers should be endo-
scopically re-examined every three months during the
first year of maintenance treatment as the original
healed gastric ulcer may have been malignant, and
recurrence, which is usually fairly rapid, may be
asymptomatic. Rapidly recurring gastric ulcers should
therefore be treated surgically.
The duration of the relapsing tendency is not

known, but in many or most patients with ulcer
disease recurrences probably occur throughout life.
Maintenance treatment must therefore also be life
long, as with most other chronic diseases. Compliance
with long term maintenance treatment is excellent
because patients develop pain when treatment is
stopped. The compliance can be reinforced by point-
ing out that "a tablet a day keeps the surgeon away."

Conclusions
Long term, as d even life long, treatment with

drugs is not objectionable provided that the treatment

is effective and safe. Maintenance treatment with
currently available H2 receptor antagonists is effective
in keeping ulcers in remission and is safe because
unwanted effects during maintenance treatment with
these drugs have been so rare as to be truly remarkable.8

Maintenance treatment with H2 receptor antagonists
is, therefore, the current optimal treatment for patients
with ulcer disease.
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complications in elderly patients. 19 2' H2 receptor
antagonists are often prescribed to patients who are
being treated with non-steroidal anti-inflammatory
drugs, and they have been recommended routinely and
for long term use in patients with a history of peptic
ulcer who need to take non-steroidal anti-inflammatory
drugs. H2 receptor antagonists are effective in healing
ulcers in patients being treated with such drugs,"'
although their long term usefulness in maintaining
healing has not been evaluated.2224

Patients with a previous ulcer complication should
be offered maintenance treatment as they are at a
greater risk of further complications. Despite the
lack of evidence that maintenance treatment with H2
receptor antagonists reduces complications in general
its selective use in patients with a more severe ulcer
diathesis may be beneficial.

Patients with frequent episodes of relapse are also
suitable for maintenance treatment. At the outset of
the disease predicting which patients will relapse
frequently is not possible, although certain risk factors,
particularly cigarette smoking, may be identified.2
Bardhan has found that only 17% of patients will have
three or more relapses a year. Such patients may
be quickly identified if treated intermittently and
transferred to maintenance treatment. Currently most
authorities agree that universal maintenance treatment
after the first attack of duodenal ulceration entails
treating many patients unnecessarily.5 161729

Summary
Maintenance treatment reduces the frequency of

ulcer relapse. Its routine use is unnecessary because the
condition is benign and most patients do not relapse
frequently. Routine maintenance treatment does not
reduce the incidence of complications of ulcers overall,
although it may do so in specific groups mentioned
above. Routine maintenance treatment for all patients
with ulcers would be expensive as well as largely
unnecessary.
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