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SHORT REPORTS

Regression of carcinoid tumour
with cyproheptadine

Patients with the carcinoid syndrome are usually treated initially with
serotonin antagonists. Although this may control diarrhoea and
flushing, it does not usually control other features of the disease.'
We observed a patient with the carcinoid syndrome whose tumour
regressed while he was receiving cyproheptadine. We then treated a
patient with a non-functioning apudoma, which also regressed. We
report here these two cases.

Case reports

Case 1-A 66-year-old white man presented in April 1980 with a two and
a half year history of flushing and watery diarrhoea. At laparotomy in July
there was a large secondary deposit in the right lobe of the liver and several
smaller deposits in the right and left lobes. The primary was in the small
bowel, which was matted together, and carcinoid tumour was confirmed on
biopsy of mesenteric nodes. Over the next three months he lost weight and
had continuous pain over the right lower ribs. In September the urine concen-
tration of 5-hydroxyindole-acetic acid ranged from 43 to 59 mg/g creatinine.
Computed tomography showed a large mass in the right lobe of the liver
(figure (left)). He started treatment with cyproheptadine 4 mg three times a
day and over the next two and a half months the pain resolved. By April
1981 he had regained 16 kg and no 5-hydroxyindole-acetic acid was detect-
able in his urine. Repeat computed tomography showed considerable
regression of the tumour (figure (right)).
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Computed tomograms of the liver in case 1 (left) before treatment with
cyproheptadine, September 1980; (right) after treatment, April 1981.

Case 2-A 43-year-old white man underwent laparotomy in September
1977 for recurrent abdominal pain thought to be due to biliary tract disease.
A pancreatic tumour was enucleated, and there were secondary deposits
in the liver. Histology showed an argentaffin-negative malignant apudoma
with slight argyrophilia. He was well until January 1981, when he developed
right-sided upper abdominal pain and was found to have hepatomegaly.
Disease progressed over four months until his liver was 13 cm below the right
costal margin. Serial ultrasonography of the liver in March and May showed
progression of metastases. In May his weight was 65 kg, erythrocyte sedi-
mentation rate 87 mm in the first hour, aspartate transaminase activity 145
IU/l (normal 22), and alkaline phosphatase activity 480 IU/l (normal 92).
5-Hydroxyindole-acetic acid was not detected in urine. He started treatment
with cyproheptadine 4 mg three times a day in May, and within one week pain
in the right hypochondrium had improved considerably. In August ultra-
sonography showed improvement in the liver appearance. The erythrocyte
sedimentation rate had fallen to 10 mm in the first hour, aspartate trans-
aminase activity to 22 IU/1, and alkaline phosphatase activity to 264 IU/1.
The liver edge was 8 cm below the right costal margin, and he had gained
5 kg in weight.

Comment

In the past year we have seen 12 patients with carcinoid tumours or
apudomas, of whom six had symptoms of the carcinoid syndrome
that were sufficiently severe for us to try cyproheptadine. Thus two out
of seven patients (including case 2) treated with cyproheptadine have
shown an objective response.

Spontaneous regression ofcarcinoid tumours has not been described,
but necrosis has been found in the centres of hepatic secondaries
examined post mortem.2 Carcinoid tumours may produce serotonin,
histamine, and kallikrein. Bradykinin and histamine are hepatic
arterial vasodilators, and serotonin is a vasoconstrictor.3 Since cypro-
heptadine blocks serotonin 1, serotonin 2, and histamine H1 receptors,
it may have modulated blood supply to the secondary deposits.
There were no clinical effects similar to those found after embolisa-
tion,4 however, and this would not explain the improvement in case 2.
Some xenografts of human colon cancer have regressed after treat-

ment with an antiserotonin compound or cimetidine.5 Thus cypro-
heptadine may possibly have affected tumour growth by blocking the
effects of amine hormones.
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Clostridium difficile in toxic
megacolon complicating acute
inflammatory bowel disease
Acute colonic dilatation is an important complication of inflammatory
bowel disease, though the precise aetiology remains unknown. We
describe two cases in which Clostridium difficile and its toxin were
detected and in which metronidazole produced symptomatic resolution
and eradicated the toxin and organism.

Case reports

Case 1-A 39-year-old man with no past history of bowel disturbance or
recent exposure to antibiotics presented with a seven-week history of
increasingly severe bloody diarrhoea. He was unwell, his temperature was
39 4°C, pulse 120 beats/min, haemoglobin concentration 10-4 g/dl, white
cell count 18X 109/1, and albumin concentration 29 g/l, and his abdomen
was distended. Plain abdominal radiography showed the transverse and
ascending colon to be severely dilated (maximum diameter 8-5 cm). Toxic
megacolon secondary to presumed acute inflammatory bowel disease was
diagnosed and treatment with intravenous hydrocortisone begun. Stool
analysis on admission showed a cytopathic toxin in cell culture, neutralised
by Cl sordellii antitoxin (Wellcome Foundation), and stool culture grew Cl
difficile. Metronidazole 400 mg eight-hourly by mouth was given for seven
days, and within 48 hours after the first dose the colonic distension had
disappeared. By eight days the diarrhoea had stopped, neither Cl difficile nor
its toxin was detectable in the faeces, and he was clinically well. Subsequent
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