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P henothiazine-induced hepatotoxicity,1-2 including 
cirrhosis,3 has been known for many years and has 

been primarily associated with the use of chlorpromazine. 
Thioridazine has been reported to cause hepatic injury in 
six cases.4-7 Elevations of liver enzymes and jaundice 
have been the usual presentations of this hepatitis. This 
paper reports a clinically obvious hepatic dysfunction as­
sociated with thioridazine use, which presented with nor­
mal bilirubin and liver enzyme levels.

CASE REPORT

The patient was a 34-year-old schizophrenic male resident 
of an adult foster care home. He was sent to the clinic by 
the director of the home with the complaint that he was 
repeatedly falling asleep while smoking. The patient could 
not give a reliable history, and no records were available 
except those from the adult foster care home.

The patient reported having been treated with chlorpro­
mazine in the past, but was switched to thioridazine about 
2 years ago because chlorpromazine was too sedating. He 
currently was taking 200 mg of thioridazine twice daily.

The patient reported that he has had the problem of 
falling asleep for about 1 year. He also reported a weight 
gain of approximately 100 lb during the last year. The 
patient denied any history of hepatitis or other serious 
illness. The patient denied alcohol abuse. No other history 
was available.

Physical examination revealed an obese man with a 
protruberant abdomen who was in no apparent distress. 
He was cooperative and pleasant during the examination.
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His blood pressure was 110/80 mm Hg, temperature 
37.0°C (98.4°F), and weight 292 lb.

Examination of the chest was within normal limits. The 
examination of the abdomen revealed tense ascites with a 
liver span of 20 cm by percussion. The liver margin was 
smooth, firm, and nontender. There was minimal pitting 
edema of the ankles.

Laboratory results at the first visit included hemoglobin 
172 g/L (17.2 g/dL), hematocrit 0.52, white cell count 8.8 
x  109/L(8.8 x  1 0 3//u L )  with a normal differential, albumin 
39 g/L (3.9 g/dL), alkaline phosphatase 1.6 /xkat/L (94 
IU/L) (normal 0.8 to 2.3 /xkat/'L. 50 to 136IU/L), asparate 
aminotransferase (AST) 0.57 yukat/L (34 IU/L) (normal . 
0.20 to 0.75 yukat/L, 12 to 45 IU/L), alanine aminotrans­
ferase (ALT) 0.78 pkat/L (47 IU/L) (normal 0.12 to 0.66 
yukat/L, 7 to 40 IU/L), creatinine 88.40 pmol/L (1.0 mg/ 
dL), sodium 140 mmol/L (mEq/L), and potassium 4.5 
mmol/L (mEq/L). Screening tests for hepatitis A and B 
were negative.

The diagnosis of hepatic failure was made on clinical 
grounds before the laboratory results were available. The 
thioridazine was discontinued, and haloperidol, 10 mg 
three times a day, was substituted because of its low 
hepatotoxicity.8 A low dose of spironolactone, 25 mg 
twice a day, was given for the ascites.

The patient was seen 1 week later. At that time the 
supervisor of the adult foster care home reported that the 
problem of falling asleep while smoking had resolved. The 
patient’s weight had decreased 12 lb (to 280 lb). The pedal 
edema had disappeared, and the ascites, while still 
present, was no longer tense. At that visit, the liver span 
was again found to be 20 cm by percussion.

The patient was seen again after 1 more week. A t that 
time the patient weighed 281 lb. Percussion of the  liver 
revealed that it had decreased in size to 16 cm. Ascites 
was not apparent. The patient was continued on the 
spironolactone at 25 mg twice a day, and the haloperidol 
dose was decreased to 10 mg twice a day. An ultrasound 
of the liver was then ordered, which revealed “complete
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loss of the normal internal echo architecture of the liver. ’ ’ 
No ascites was seen on ultrasound.

On follow-up 1 month after the first visit, the patient 
weighed 280 lb, and no ascites was apparent on examina­
tion. The spironolactone was discontinued, and the halo- 
peridol continued at the dose of 10 mg twice a day. Two 
months later he remained asymptomatic with no recur­
rence of the signs of liver failure.

DISCUSSION

This case appears to represent thioridazine-induced hep- 
atotoxicity. Hepatomegally, ascites, and peripheral 
edema were seen, which resolved when the thioridazine 
was discontinued. Significant changes in liver architecture 
were also noted on ultrasound. Significantly, bilirubin, 
alkaline phosphatase, and AST levels were all normal, 
and ALT was only slightly elevated. Symptomatic liver 
failure with normal liver function studies has not been 
previously reported with thioridazine use.

Hepatic injury associated with thioridazine use has 
been reported in six previous cases in the literature; three 
had clinically significant hepatitis and three had only bio­
chemical evidence of hepatic involvement. Weiden and 
Bruckner4 reported a case of severe hepatitis associated 
with thioridazine use that progressed to hepatic encepha­
lopathy. Block5 reported a case of an elderly woman who 
developed hyperbilirubinemia and elevated liver enzymes 
after thioridazine administration. Brunold6 reported a case 
of jaundice. Reinhart et al7 reported three cases of patients 
with biochemical evidence of hepatitis, but no clinical 
evidence of hepatic disease: the first had hyperbil­
irubinemia and increases in liver enzymes; the second 
patient had increases in liver enzymes but normal bilirubin 
levels; the third patient experienced only elevations in the

level of ALT. In each of the reported cases, withdrawal of 
the medication was associated with resolution of the clin­
ical symptoms and return of normal liver function studies. 
No pathological studies of the effects of thioridazine on 
the liver have been published.

Chlorpromazine is well known to cause cholestatic 
jaundice and hepatocellular injury. >-3 Thioridazine, on the 
other hand, appears to cause liver damage only rarely, 
with only three clinically significant cases previously re­
ported in the literature. Withdrawal of the medication led 
to resolution of the clinical findings, and no long-term 
sequelae have been reported. The reputation of thiorid­
azine as a relatively safe antipsychotic medication appears 
to be justified, based on this review of the literature and 
the present case. Physicians who care for schizophrenic 
patients should be aware, however, that hepatotoxicity is 
a known complication of treatment with any phenothi- 
azine, and they should include a careful physical exami­
nation of the liver in their routine care of these patients.
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