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OVERVIEW

Introduction
Cariprazine is an atypical antipsychotic used in the treatment of schizophrenia and manic or mixed episodes of 
bipolar disorder. Cariprazine has been associated with a low rate of serum aminotransferase elevations during 
therapy, but it has not been linked to instances of clinically apparent acute liver injury.

Background
Cariprazine (kar ip' ra zeen) is an atypical antipsychotic which appears to act as a partial agonist of dopamine 
type 2 (D2) and 3 (D3) receptors. The D2 and D3 receptors have been identified as targets for therapy of 
schizophrenia where they appear to be overstimulated. Cariprazine also may have some degree of activity against 
selected serotonin receptors (5-HT1A). In short term clinical trials, cariprazine was shown to improve symptoms 
in patients with schizophrenia and manic or mixed episodes of bipolar I disorder. Cariprazine was approved for 
these indications in the United States in 2015 and is available in capsules of 1.5, 3, 4.5 and 6 mg under the brand 
name Vraylar. The recommended initial dose is 1.5 mg once daily, with subsequent dose increases based upon 
efficacy and tolerance to 3 to 6 mg daily. Common side effects include dizziness, sedation, somnolence, nausea, 
weight gain, restlessness, tremor, akathisia and extrapyramidal symptoms. More serious adverse events can 
include cerebrovascular events such as transient ischemic attacks, particularly in the elderly with dementia, 
neurologic malignant syndrome, marked weight gain, dyslipidemia, diabetes, and orthostatic hypotension.

Hepatotoxicity
Serum aminotransferase elevations above 3 times the upper limit of normal occurred in 2% to 4% of patients 
treated with cariprazine in preregistration studies compared with 0.7% to 2% of placebo recipients. Elevations 
above 5 times ULN were rare <1% and no patient developed clinically apparent liver injury with jaundice or 
symptoms. Nevertheless, an occasional patient was withdrawn from therapy because of serum aminotransferase 
elevations usually arising within the first month of treatment and resolving rapidly with drug discontinuation. 
Since its approval and more widescale use, there have been no published cases of clinically apparent liver injury 
although the product label lists hepatitis as a possible adverse side effect.

Likelihood score: E* (unproven but suspected rare cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism by which cariprazine causes serum aminotransferase elevations is not known, but is likely due to 
production of a toxic intermediate by its metabolism. Cariprazine is extensively metabolized by the liver via CYP 



3A4 and is susceptible to drug-drug interactions with inhibitors or inducers of CYP 3A. Some instances of mild 
serum aminotransferase elevations occurring on cariprazine therapy may be due to nonalcoholic fatty liver 
disease caused by weight gain that generally occurs during the first 1 to 2 years of therapy.

Outcome and Management
The serum aminotransferase elevations that occur on cariprazine therapy are usually self-limited and usually do 
not require dose modification or discontinuation of therapy. Elevations of serum ALT or AST above 5 times the 
upper limit of normal or any elevations accompanied by jaundice or symptoms should prompt temporary 
discontinuation until the clinical course of the injury and role of the drug are better defined. Cariprazine has not 
been implicated in cases of acute liver failure, chronic liver injury or vanishing bile duct syndrome. There is no 
evidence to suggest cross sensitivity to liver injury between cariprazine and other atypical antipsychotic agents.
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(Among 571 patients with acute manic or mixed episodes due to bipolar I disorder treated with cariprazine [0.75, 
1.5 and 3 mg daily] or placebo for 6 weeks, symptom scores improved more with cariprazine and side effects 
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