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Gastric ulcer healing by cimetidine in non-Hodgkin's lymphoma
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Summary
A man presented with what appeared clinically and
histologically to be a benign gastric ulcer which healed
with cimetidine. His condition subsequently deterior-
ated and a further endoscopy revealed a huge tumour
in the body of the stomach with the histological
appearances of non-Hodgkin's lymphoma. The presen-
tation of non-Hodgkin's lymphoma in the elderly is
discussed, together with the problem of gastric-
ulcer healing by cimetidine in the presence of under-
lying malignancy.

Introduction
The use of cimetidine in the treatment of gastric

ulcers is well established. Over the past three years
disquiet has been expressed about the potential
carcinogenicity of the drug in respect of gastric car-
cinoma. Most authorities believe that the carcino-
genic potential though theoretically present is, in
practical terms, not significant, and that what is
likely to be happening is that cimetidine will heal
gastric ulcers in the presence of a co-existing but
initially undetected carcinoma (Leading Article,
1981).
There has also been a report (Murray et al., 1978)

of a gastric ulcer healing in the presence of a lymph-
oma. We describe a further case of healing of a gastric
ulcer with cimetidine in the presence of a non-
Hodgkin's lymphoma of the stomach.

Case history
A 74-year-old man presented in April 1980 with a

4-week history of epigastric pain, unrelated to food,
and not accompanied by nausea or vomiting. He
had been constipated for several months and his
stools were black-it was presumed due to an iron
preparation. He had lost about two stones in weight
over a 10-year period.
Examination revealed epigastric tenderness with

minimal guarding. Haemoglobin was 13-8 g/dl, ESR
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41 mm/hr, WCC 11-5 x 109/litre with the blood film
showing a few target and burr cells. Blood urea was
normal. Liver function tests revealed minor elevations
of serum bilirubin and gamma glutamyl transpep-
tidase but both subsequently returned to normal.
Barium meal examination showed a large posterior
gastric ulcer with radiating mucosal folds, the folds
on the greater curve being rather coarse. Gastro-
scopy revealed a typically benign gastric ulcer,
biopsy of which showed fragments of gastric
mucosa, granulation tissue and necrotic debris
heavily infiltrated with acute inflammatory cells.
No evidence of neoplasm was seen either macro-
scopically or histologically.

Treatment was commenced with cimetidine 200
mg each morning, 200 mg mid-day and 400 mg at
night. By mid-July the epigastric tenderness had more
or less completely subsided though he still com-
plained of some epigastric pain. His symptoms con-
tinued to improve until by the end of November
1980, he was symptom-free. Barium meal in Sep-
tember showed the ulcer to be still present but much
smaller in size. A further barium meal in January
1981 showed the ulcer to have disappeared, but
there were prominent irregular folds in the lower half
of the body of the stomach. On previous examination,
the folds had been considered to be normal rugae,
but they were now larger, suggesting an encephaloid
carcinoma or a lymphosarcoma. Clinically the
patient had a large hard fixed mass in the epigas-
trium. Gastroscopy revealed a large tumour in the
body of the stomach. Histologically the appearances
were of diffuse infiltration by large lymphoid cells,
some of which showed plasmacytoid differentiation.
There were frequent mitotic figures. The appear-
ances were considered to be those of a gastric non-
Hodgkin's lymphoma. The patient's condition
deteriorated and he died next month.
Post-mortem examination showed extensive soft

tumour infiltration of the posterior wall of the
stomach with associated mucosal thickening and
ulceration. The original posterior wall ulcer was
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completely healed. The tumour extended through the
gastric wall, and there was a mass of fleshy tumour
in the greater omentum and lesser sac. There was
massive confluent replacement of the para-aortic,
coeliac axis, gastric and porta hepatis lymph nodes
with tumour.

Discussion
Clearly, as in ulceration associated with gastric

carcinoma, cimetidine is able to heal gastric ulcera-
tion associated with non-Hodgkin's lymphoma. In
the present case the first endoscopy indicated an
apparently benign ulcer, but it seems likely that the
rugal folds reported in the first barium examination
represented lymphomatous infiltration, though this
was not diagnosed either macroscopically or histo-
logically at that time.
The peak incidence of non-Hodgkin's lymphoma

is between the 5th and 6th decades of life (Symmers,
1978), though cases are seen at a great age. The
commonest presentation of the disease is with lumps
in the neck, axillae, inguinal regions or abdomen due
to lymph node involvement. In a series of 123 cases
of non-Hodgkin's lymphoma presenting in the
elderly (age 65 years and over), 30% presented with
gastro-intestinal symptoms and 20% had symptoms
suggestive of carcinoma of the stomach, such as
weight loss, loss of appetite and epigastric pain or
discomfort (Admani, Khalequi and Mukherjee,

1981; S. K. Mukherjee, personal communication).
Such symptoms are frequently found in benign
gastric ulceration. Thus the present case re-empha-
sizes the difficulties in the diagnosis of malignancy in
association with apparently benign gastric ulceration.
We also feel that the healing of this patient's ulcer

by cimetidine adds weight to the argument that
similar healing in the presence of a subsequently
discovered gastric carcinoma does not necessarily
implicate cimetidine as a carcinogen. It seems un-
likely that cimetidine acts in such a way to produce
a non-Hodgkin's lymphoma, and in the present case
it is likely, in retrospect, that the lymphoma was the
patient's underlying problem even before cimetidine
therapy was commenced, and remained undetected
until later.
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