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Medical Memoranda

Cardiomyopathy as a Complication of
Sulphonamide Therapy

Brit. med. J., 1968, 3, 33

In developing countries, where the budget for drugs is limited
and infectious disease rampant, sulphonamides are used as
first-line treatment. The use of sulphonamides of both rapid
and delayed action is fraught with major hazard on rare
occasions. We therefore report the case of a young African
who developed a fulminating skin lesion two days after
sulphadimidine therapy and acute cardiomyopathy 28 days
later.

CASE HISTORY
A 12-year-old African boy of the Luo tribe was admitted to

Mulago Hospital, Kampala, on 10 February 1967, two days after
treatment with sulphadimidine for otitis media. He had 6 g. of
sulphadimidine over two days. A rash had appeared 24 hours
before admission and had progressed rapidly to involve the entire
body. Physical examination showed a young dehydrated subject
in extremis. A generalized bullous eruption had involved over 90%
of the body surface. Keratoconjunctivitis was prominent and there
was an exudative lesion of his labial and oral mucosa. The glans
penis was not involved. The skin, which appeared to be intact,
was friable and peeled away on minor pressure (Nikolsky's sign).
Scrapings from the base of a bulla showed no epithelial threads
(Tzanck test negative). A diagnosis of Stevens-Johnson syndrome
was made.

Investigation on admission showed marked depletion of sodium,
potassium, and chloride (Na 125 mEq/L., K 2.1 mEq/l., C1 88
mEq/l., bicarbonate 44 vols. %). There were many red blood cells
in the urine. The haemoglobin was 11.4 g./100 ml. and the blood
film showed eosinophilia of 28% in a total count of 8,400/cu. mm.
The blood and faeces showed no significant infection by parasites.
Six blood cultures were negative. Treatment was directed to the
control of electrolyte and fluid balance (which restored normal
electrolytic status after seven days), to the prevention of secondary
infection by broad-spectrum antibiotics (tetracycline 500 mg. six-
hourly orally), and to combating the fulminating dermatitis with
large doses of corticosteroids. Initial therapy was hydrocortisone
200 mg. intravenously, then 100 mg. intramuscularly six-hourly for
seven days, and finally prednisone 80 mg. orally daily in divided
doses. Serous exudation from the skin demanded pressure dressings
to prevent intractable serosanguineous loss. The haematocrit value
was maintained by blood transfusion (6 pints (3.4 litres) in first
seven days). After three weeks in hospital re-epithelization of
the skin was satisfactory and critical care was relaxed, though
corticosteroids and antibiotics were maintained in low dosage. At
this stage the only sustained abnormality was an eosinophil count
of 25%, the total white cell count being 7,600.

Twenty-eight days after the initial illness he suddenly relapsed
into a state of profound weakness. Dyspnoea was marked and
tachycardia (150/min.) was noted. The jugular venous pressure
was raised 8 cm. relative to the sternal angle, the blood pressure
was 60/50 mm. Hg, and there were signs of congestive cardiac
failure. In addition there was an associated summation gallop
rhythm and the electrocardiogram showed changes of non-specific
myocardial disease. Chest x-ray examination showed generalized
cardiac enlargement and pulmonary congestion. Investigations,
including antistreptolysin 0 titre, throat swab culture, Heaf test,
blood, and faecal parasitology, were non-contributory. There was
a significant eosinophilia of 40%. Six further blood cultures were
negative. Digitalization was instituted. His general condition im-
proved rapidly with increased dosage of corticosteroids (prednisone
100 mg. daily in divided doses), and the tachycardia subsided after
two weeks' treatment. He was discharged fit and was followed up

for seven months without incident. The latest blood film showed
no significant eosinophilia.

. DISCUSSION

There were three possibilities in this case. (1) The cardio-
myopathy was of infective origin. We did not consider this
likely, as there was no bacteriological evidence, nor was there
a significant leucocytosis or febrile response. (2) The cardio-
vascular disturbance was associated with hypokalaemia and the
corticosteroids were contributory. This hypothesis appears
most unlikely because during the onset of cardiovascular dysfunc-
tion the serum potassium figures were normal. Also, he
improved on increasing steroid dosage. (3) The final and most
likely explanation of the cardiomyopathy was hypersensitivity
to a sulphonamide. In support of this were a fulminating
lesion, onset and exposure to the offending agent which was
in close proximity, the significant eosinophilia when the subject
was clear of parasites, the late onset of cardiomyopathy, and
the satisfactory response to steroid treatment.
There is no clear-cut information regarding the background

of cardiotoxicity and sulphonamide therapy. A direct toxic
effect on cellular (myocardial) enzymes was discussed by
Goodman and Gilman (1955). They also suggested a hyper-
sensitivity vasculitis such as periarteritis nodosa or disseminated
lupus erythematosus, which is in agreement with Schonholzer
(1940), Rich (1942), and Rich and Gregory (1943). A necropsy
report which stated that death was due to periarteritis nodosa,
with findings of diffuse eosinophilic myocarditis 30 days after
sulphathiazole therapy (Simon, 1943), seems to have authenti-
cated this. Goodwin (1967) supports the hypersensitivity
hypothesis, and we find this acceptable, but do not agree with
the refutation of Fawcett (1948) that sulphonamides. do not
cause cardiomyopathy, since there is convincing necropsy
evidence of focal myocarditis after sulphonamides (Blanchard and
Mertens, 1958; Simon, 1943 ; French and Weller, 1942). It
does not appear likely that, in our patient, a steroid-activated
or a hypokalaemic myocardium contributed to cardiomyopathy
(Selye, 1961) in the face of other outstanding evidence of
toxicity and the salutary effect of corticosteroids.
We share the view that " vascular lesions involving different

organs, including the heart, may appear rarely in the course
of sulphonamide administration" (Weinstein et al., 1960), and
recommend that vigilance be exercised in detecting cardio-
toxic effects of sulphonamide therapy.
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