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Carbamazepine-induced Jaundice

Brit. med. J., 1967, 4, 155

Carbamazepine (5-carbamyl-5H-dibenzazepine; Tegretol) has
been shown to be effective in the treatment of trigeminal
neuralgia (Blom, 1962, 1963; McArdle, 1963; Taylor, 1963 ;
Spillane, 1964; Vanderfield, 1964; Burke, Grant, and Selby,
1965; Campbell, Graham, and Zilkha, 1966). Apart from two
fatal cases of aplastic anaemia (Spillane, 1964; Donaldson and
Graham, 1965) and one case of Stevens-Johnson syndrome
(Coombes, 1965) the other side-effects of the drug have been
of a relatively trivial nature, such as transient giddiness, drowsi-
ness, ataxia, diarrhoea, anorexia, and an itching erythematous
rash (Blom, 1963; Spillane, 1964; Vanderfield, 1964; Burke
et al., 1965; Graham and Zilkha, 1966). Obstructive jaundice
occurring on the 20th day of treatment with carbamazepine
was described by Spillane (1964), but as the patient had had
an antecedent gall bladder dyspepsia for 18 months it could
not be conclusively proved that the jaundice was drug induced.

In the following case jaundice was associated with the
administration of carbamazepine and recurred after a drug
challenge.

CASE REPORT

A man aged 65 was admitted to hospital on 14 January 1965
with a history of several days of severe right-sided trigeminal
neuralgia, which he had suffered from intermittently for 15 years.
His attacks of pain were not relieved by phenobarbitone 60 mg.
eight-hourly and pethidine 100.mg. six-hourly. On 21 January
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with 100 mg. of carbamazepine (Tegretol) daily.

carbamazepine was started in a dose of 100 mg. bM., increasing
gradually up to 200 mg. q.i.d., by which time his pain had com-
pletely disappeared. He was sent home on 11 February.
On 24 February he was readmitted with a history of anorexia for

10 days, dark urine for seven days, epigastric pain for three days,
and jaundice for one day. He had no pruritus. He had continued
taking carbamazepine in a dosage of 200 mg. q.i.d. and had had no
further attacks of trigeminal neuralgia. There was no history of
contact with infectious hepatitis and he had received no injections
except venepuncture, by means of disposable needles, during his last
admission. The only abnormalities on examination were jaundice
and a smooth tender liver, palpable two fingerbreadths below the
costal margin.
The carbamazepine was stopped and the following investigations

were carried out: Hb 14.8 g./100 ml., W.B.C. 5,400/cu. mm.
(differential normal, eosinophils 1%), E.S.R. (Westergren) 50 mm./
1st hour, serum albumin 3.1 g./100 ml., serum globulin 4.1 g./

100 ml., with prominent peaks in the a2, /3, and y globulins and
prothrombin time 11 seconds (control 14 seconds). The urine con-
tained bile and urobilinogen. The initial and subsequent liver-
function tests are shown in the Chart.
On 5 March a liver biopsy was carried out. Histological exam-

ination showed normal architecture with slight widening of the
portal tract and the presence of sparse chronic inflammatory infil-
trate. The cells of the limiting plate appeared normal. The hepatic
cell plates showed some reduplication and the cells contained con-
siderably increased amounts of pigment.

Because it was by no means certain that his jaundice was due to
carbamazepine and because his neuralgic symptoms had responded
so dramatically to the drug, it was decided, with the patient's willing
co-operation, to give a dose of 100 mg./day and do serial liver-
function tests. As can be seen in the Chart, within four days his
bilirubin was up to 2.2 mg./100 ml., serum alanine aminotransferase
(S.G.P.T.) to 210 units/100 ml., and alkaline phosphatase to
87 units/100 ml. Some bile and a trace of urobilinogen were
present in the urine. On stopping the drug the biochemical abnor-
malities began to improve, but it was not until four months later
that the alkaline phosphatase had fallen to 16 units, still slightly
above the upper limits of normal.

COMMENT

The association of jaundice with the administration of
carbamazepine was shown by a further drug challenge. The
jaundice was probably of a mixed cholestatic/hepatitic type
because both the alkaline phosphatase and the serum alanine
aminotransferase were elevated. The liver biopsy was unhelpful
as it was done three weeks after the onset of the initial jaundice
and the residual histological changes were nonspecific. It is
not known why the liver-function tests at the time of drug
challenge started to improve while the patient was still X
carbamazepine, but this phenomenon has been described in
patients receiving chlorpromazine (Haubrich, 1965).

It is of interest that carbamazepine is chemically related to
the antidepressant drug imipramine (Tofranil), which may
cause a sensitivity type of intrahepatic cholestatic jaundice
similar to that produced by the phenothiazines, such as chlor-
promazine (Hoaken, 1964).

I am grateful to Dr. Nigel Compston for permission to publish
details of this case, to Dr. Roger Williams for his helpful criticism
and to Dr. A. G. Signy and Dr. E. J. F. Spicer for their comments
on the liver histology.
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