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OVERVIEW

Introduction
Quetiapine is an atypical antipsychotic used in the treatment of schizophrenia and bipolar disorder. Use of 
quetiapine has been associated with serum aminotransferase elevations and in rare instances with clinically 
apparent acute liver injury.

Background
Quetiapine (kwe tye' a peen) is an atypical antipsychotic and dibenzodiazepine derivative which appears to act as 
a dopamine (D1-4) and serotonin (5-HT2) receptor antagonist. It also may have activity against histamine and 
alpha adrenergic receptors. Quetiapine is indicated for the treatment of schizophrenia and as either 
monotherapy or adjunctive therapy for acute manic episodes or as maintenance therapy in bipolar I disorder. It 
is also used in treatment of depressive episodes associated with bipolar I or II disorder and for major depressive 
disorders in combination with antidepressants. Quetiapine was approved for use in the United States in 1997 and 
is still widely used with more than 10 million prescriptions filled yearly in the United States. Quetiapine is 
available as tablets of 25, 50, 100, 200, 300 and 400 mg generically and under the brand name Seroquel. Typical 
doses vary from 300 to 800 mg daily given in two divided doses. Extended release forms are also available for 
once daily dosing. Common side effects include dizziness, sedation, somnolence, dry mouth, constipation, 
weakness, postural hypotension, increased appetite and weight gain. Rare, but potentially severe adverse events 
include neuroleptic malignant syndrome, tardive dyskinesia, severe dyslipidemia, diabetes, weight gain, 
hypotension, bone marrow suppression and cataracts. Quetiapine like most atypical antipsychotic agents has a 
boxed warning for increased risk of death in patients with dementia-related psychosis, and like most potent 
antidepressants it has a boxed warning for suicidal thoughts and behaviors.

Hepatotoxicity
Liver test abnormalities may occur in up to 30% of patients on long term therapy with quetiapine, but elevations 
are uncommonly above 3 times the upper limit of normal. The aminotransferase abnormalities are usually mild, 
asymptomatic and transient, reversing even with continuation of medication. Instances of clinically apparent 
acute liver injury have been reported due to quetiapine, but they are rare. The onset of jaundice is within 1 to 4 
weeks of starting the drug, and the pattern of serum enzyme elevations is typically hepatocellular. Signs of 
immunoallergic manifestations (fever, rash and eosinophilia) are rare, as are autoantibodies. Most cases are 
mild-to-moderate in severity and self-limited in course. Instances of DRESS syndrome and acute liver failure 
have been reported but not vanishing bile duct syndrome or chronic liver injury.

Likelihood score: B (likely but rare cause of clinically apparent liver injury).



Mechanism of Injury
The mechanism by which quetiapine causes serum aminotransferase elevations is not known, but is likely due to 
production of a toxic intermediate by its metabolism. Quetiapine is extensively metabolized by the liver via 
sulfoxidation and oxidation, partially via CYP 3A4. Some instances of serum aminotransferase elevations 
occurring on quetiapine therapy may be due to nonalcoholic fatty liver disease caused by weight gain that occurs 
in at least one-quarter of treated patients, generally during the first 1 to 2 years of therapy.

Outcome and Management
The serum aminotransferase elevations that occur on quetiapine therapy are usually self-limited and usually do 
not require dose modification or discontinuation of therapy. Cases of clinically apparent liver injury are usually 
mild to moderate in severity and self-limited course. Rare instances of acute liver failure due to quetiapine have 
been reported, but it has not been implicated in cases of chronic liver disease or vanishing bile duct syndrome. 
Patients with quetiapine induced liver injury may have cross sensitivity to other atypical antipsychotics 
(risperidone) but usually tolerate switching to others.
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injury, quetiapine and risperidone as having moderate risk, haloperidol as having low risk and paliperidone, 
aripiprazole, lurasidone, and loxapine as having low risk).
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