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OVERVIEW

Introduction
Ziprasidone is an atypical antipsychotic used in the treatment of schizophrenia and bipolar disorder. Use of 
ziprasidone has not been consistently associated with serum enzyme elevations and has yet to be linked to 
instances of clinically apparent acute liver injury.

Background
Ziprasidone (zi pras' i done) is a benzisothiazolyl piperazine-type atypical antipsychotic that appears to act as a 
dopamine type 2 (D2) and serotonin (5-HT2) receptor antagonist. It also has moderate activity against α-
adrenergic and histamine receptors. Ziprasidone is indicated for the therapy of schizophrenia and as either 
monotherapy or adjunctive therapy for acute manic episodes and maintenance therapy for manic and mixed 
episodes in bipolar disorder. Ziprasidone was approved for use in the United States in 2001 and is widely used. 
Ziprasidone is available as capsules of 20, 40, 60 and 80 mg generically and under the brand name Geodon. It is 
also available as an oral suspension and as a solution for intramuscular injection. The typical initial dose is 20 mg 
twice daily, which can be increased to a maximum of 100 mg twice daily. Common side effects include 
somnolence, dizziness, restlessness, fatigue, headache, nausea, dyspepsia, anorexia, dry mouth and blurred 
vision. Weight gain is uncommon and extrapyramidal symptoms occur in about 5% of patients.

Hepatotoxicity
Liver test abnormalities have been reported in patients taking ziprasidone, but they have not been well 
characterized in the literature and the frequency of elevations appears to be similar to placebo therapy. Several 
instances of hypersensitivity reactions have been reported in patients taking ziprasidone, arising within 1 to 4 
weeks of starting therapy and with rapid recurrence on reexposure in at least one case. In several instances, the 
hypersensitivity reaction qualified as DRESS syndrome with an accompanying liver injury either in the form of 
moderate serum enzymes or a mixed hepatitis with jaundice. In all instances, the symptoms, signs and 
laboratory abnormalities resolved rapidly with stopping ziprasidone. Thus, on rare occasions, ziprasidone can 
cause acute hypersensitivity reactions that can be accompanied by hepatitis, but the liver injury is usually mild 
and self-limited.

Mechanism of Injury
Ziprasidone is largely excreted unchanged in the urine and its hepatic metabolism is minimal, perhaps 
accounting for why hepatotoxicity is rare. The liver injury caused by ziprasidone is likely due to hypersensitivity 



and is idiosyncratic in nature. Ziprasidone is less likely to cause weight gain than other atypical antipsychotics 
and has not been linked to cases of steatosis.

Outcome and Management
The hypersensitivity reactions to ziprasidone are likely to recur with reexposure and rehallenge should be 
avoided. Ziprasidone has not been reported to cause acute liver failure, chronic hepatitis or vanishing bile duct 
syndrome in the published literature. Persons with hypersensitivity to ziprasidone are likely to tolerate other 
atypical antipsychotic medications, but prospective monitoring is warranted if other such agents are used.
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