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SHORT REPORTS

Cholestatic j'aundice caused by
ethambutol
Jaundice is ~a well recognised adverse reaction in patients receiving.
antituberculous chemotherapy and is usually ascribed -,to rifampicin,
isoniazid, or pyrazinanmide. Ethambutol is thought not to cause any
hepatotoxic side effects. We report on a patient who developed jaundice
during treatment with ethambutol.

Case report
A 78 year old woman, a retired pottery worker, presented with a history of

weight loss, night sweats, cough, and haemoptysis. Chest x ray films showed
simple pneumoconiosis with some recently developed soft shadowing in the right
upper lobe. Cultures of sputum- samples contained Mycobacterimn tuberculsis,
which was fully sensitive to first line drugs. She did not have a history of adverse
drug reactions- or excessive consumption of alcohol, and results -of biochemical
liver function tests were normal.

She was treated initially with streptomycin05 g'intramuscuary twice weeklfy
isoniazid 300mg daily, and ethambutol 750 mig (15 mg/kg) daily by mouth
bgnning on 17 November 1983. After two months she developed painless

jaundice with pale stools and dark urine. Serum bilirubin was 201 pmoVl
(I118 mg/l00 ilil), alkaline phosphatase 976 U/1, y-geutamyltranserase 616 U/I,
and aspartate trnsmins 264 U/I. Treatment was stopped on 20 January 1984.
Tests for hepatitis B surface antigen,~hepatitis A 1gM antibodies, cytomegao-
virus antibodies, smooth muscle antibodies, and antimintechondrial antibqdies
and the Paul Bunnell test yi'elded negative results. Two ultrasound scans showed
that the structure of the liver was normal with no evidence of dilatation of~the
biliary tree;- a liver biopsy specimen showed cholestass.
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Seria changes in hepatic enzyme activities during treatment with ethembutol.

Her jaundice was thought to be due to isoniazid, and treatment was restarted on
1 February with ethambutol (700 mg daily) alone to test whether isoniazid was the
offendinig drug. During six days' treatment the alkline phosphatase activity
increased from 767 UW/ to 1225 U/I and aspartate transaminase activity from
144 U/I to 356 U/i (figure). Treatment was stopped on 6 February for II days,
during which time the results of liver function tests improved. On 17 February
ethambutol was again started together with streptomycin 0 5 g twice weekly.
Withinfour days therewasafurtherincas in the alkaline phosphatase activity,
from 812 U/Ito 1128 U/i, and in aspartate transamn acvity, from 76 U/i to
228 U/i (figur). When the drugs were stopped the resultsof liver fuxiction tests
slowly returned to normal. Subsequent treatment with isoniazid and strepto-
mycin was uneventful.

Comment

Hepatic problems are well described in patients receiving rifampicin,
isoniazid, or pyrazinamide and often limit options for treatment, par-
ticularly in the elderly.KThe riskofjaundice induced bydrugsincreases with
age and the presence ofpre-existing liver disease. In our casethe initial drug
regimen was chosen because of the high risk of hepatotoxicity. from
rifampicin in the elderly.
Among first line drugs in current use streptomycin isusually considered to

be free from hepatotoxic effects while possibe hepatotoxicity due to
ethambutol is poorly documented. A single case of jaundice during
treatment with etbambutol has been noted but not documented.2In other
cases jaundice has occurred during with fmpin, isoniazid, and
pyrazinamide and has been considered to have been due to these drugs.--
The Committee on Safety of Medicifes has received one report of hepatitis
and one ofhepatic cirrhosis duringtrament with ethambutol, but the cause
of these cases was uncertain. The elnufctr are not aware of any
hepatotoxicity thought to be due to etbutol, but the possibility of such
reactions should be considered in patients receiving chemotherapy for
tuberculosis.
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