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OVERVIEW

Introduction
Lumateperone is a second generation (atypical) antipsychotic agent that is used in the treatment of 
schizophrenia. Lumateperone is associated with a low rate of serum aminotransferase elevations during therapy, 
but has not been linked to instances of clinically apparent acute liver injury.

Background
Lumateperone (loo” ma te’ per one) is a second generation antipsychotic agent which appears to act as a 
serotonin (5-HT)-2A receptor and dopamine type 2 (D2) antagonist and is similar in structure and mechanism 
of action to paliperidone. It has low affinity for histamine-1 and alpha adrenergic-1 receptors and also is a partial 
serotonin reuptake inhibitor. Several randomized controlled trials have shown that oral lumateperone improves 
symptoms of schizophrenia and is comparable in effect to risperidone, but may be better tolerated. 
Lumateperone was approved for use in the United States in 2019 as treatment of adults with schizophrenia. 
Indications were subsequently extended to include depressive episodes in patients with bipolar I or II disorders 
including use as an adjunctive therapy with lithium or valproate. Lumateperone is available as capsules of 10.5, 
21 and 42 mg under the brand name Caplyta. The recommended dosage in adults is 42 mg once daily. Common 
side effects include somnolence, fatigue, nausea, dizziness, dry mouth, nasal congestion, anxiety, restlessness and 
weight gain. Potential but rare severe adverse reactions (mentioned in most antipsychotic and antidepressant 
product labels) include excess mortality and cerebral vascular accidents in elderly patients with dementia, 
suicidal thoughts and behaviors, tardive dyskinesia, major neurologic events, neuroleptic malignant syndrome, 
orthostatic hypotension, seizures and neutropenia.

Hepatotoxicity
In preregistration controlled trials, ALT elevations arose in 2% of patients receiving lumateperone compared to 
less than 1% of placebo controls. The elevations, however, were usually mild, transient and typically resolved 
without dose modification or drug discontinuation. In preregistration trials, there were no instances of severe 
hepatic adverse events, discontinuations because of liver related events or episodes of clinically apparent liver 
injury with jaundice. Since its approval and more widescale use, there have been no published reports of liver 
injury with symptoms or jaundice attributed to lumateperone therapy, but clinical experience with its use has 
been limited.

Likelihood score: E (unlikely cause of clinically apparent liver injury).



Mechanism of Injury
The mechanism by which lumateperone might cause serum ALT elevations or liver injury is not known. 
Lumateperone is metabolized in the liver by multiple enzymes include CYP 3A4, 2C8 and 1A2 and drug-drug 
interactions may occur with agents that are strong inhibitors or inducers of hepatic microsomal enzymes.

Outcome and Management
The serum aminotransferase elevations that occur on lumateperone therapy are usually self-limited and often do 
not require dose modification or discontinuation. No instances of acute liver failure, chronic hepatitis or 
vanishing bile duct syndrome have been attributed to lumateperone. Cross sensitivity to liver related or other 
hypersensitivity reactions between lumateperone and structurally related antipsychotic agents (such as 
paliperidone, iloperidone, lurasidone, risperidone and ziprasidone) have not been demonstrated, but may well 
occur.
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CHEMICAL FORMULAS AND STRUCTURES
DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
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Table continued from previous page.

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

Paliperidone 144598-75-4 C23-H27-F-N4-O3
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42 mg] or placebo once daily for 6 weeks, depression symptom scores improved more with lumateperone than 
placebo [-16.2 and -16.9 vs -14.5], while total adverse event rates were similar and side effects more frequent 
with lumateperone included somnolence, dizziness and nausea; no mention of ALT elevations or hepatotoxicity).
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