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OVERVIEW

Introduction
Flibanserin is a serotonergic antidepressant used to treat hypoactive sexual desire disorder. Flibanserin has been 
associated with a low rate of minor serum aminotransferase elevations during treatment, but has not been linked 
to instances of clinically apparent acute liver injury.

Background
Flibanserin (flib an' ser in) is a serotonergic mixed agonist and antagonist that was initially developed as an 
antidepressant when it was found to have possible effects on sexual desire and drive. In vitro, flibanserin acts 
predominantly as a serotonin (5-HT) 1A receptor agonist, but it also has antagonist activity against other 
serotonin receptors, such as 5-HT 2C and 2B, as well as less defined activity at dopamine D4 receptors. 
Flibanserin also has variable regional activities, increasing or decreasing serotonin, dopamine and 
norepinephrine in different brain areas. While its exact mechanism of action is unclear, flibanserin was found to 
improve subjective measures of sexual desire and satisfaction in multiple large clinical trials done mostly in 
premenopausal women who fulfilled the clinical criteria for hypoactive sexual desire disorder. Flibanserin was 
approved for use in the United States in 2015 for use in treatment of hypoactive sexual desire disorder in 
premenopausal women. There is limited clinical experience with its use. Concurrent alcohol use is considered 
contraindicated when taking flibanserin, and caution is recommended against its use with antidepressants or 
sedatives and in patients wtih hepatic impairment. Flibanserin is available in tablets of 100 mg under the 
commercial name Addyi. The recommended dose is 100 mg once daily at bedtime. Common side effects include 
dizziness, fatigue, somnolence, insomnia, nausea and drug mouth. Less common, but potentially serious side 
effects include hypotension, syncope and next day somnolence or sedation. Because of the severity of these 
adverse events, flibanserin is available only as a part of a rigorous Risk Evaluation and Mitigration Strategy 
(REMS) that requires registration, certification of the prescribers and pharmacies, and regular reporting.

Hepatotoxicity
In placebo controlled trials, liver test abnormalities were no more common with flibanserin than with placebo 
treatment, and what abnormalities occurred were mild and resolved spontaneously, usually without need for 
dose interruption. During these premarketing clinical trials and since its more widespread clinical availability, no 
instances of acute liver injury with jaundice have been reported attributable to flibanserin. However, the total 
clinical experience with flibanserin use has been limited. Many other serotonergic agents, such as the SSRIs, have 
been implicated in rare instances of clinically apparent liver injury. The latency to onset is typically 1 to 8 weeks 
and the pattern of enzyme elevations varies, ranging from cholestatic to hepatocellular. Mild signs and 



symptoms of hypersensitivity (rash, fever, eosinophilia) are common, but usually not prominent. Autoantibody 
formation is rare. The course is generally self-limited and mild-to-moderate in severity, but fatalities have been 
reported with some SSRIs. However, flibanserin itself has not been implicated in similar cases.

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

Mechanism of Injury
The mechanism by which flibanserin might cause serum aminotransferase elevations or liver injury is not 
known. Flibanserin is metabolized by the liver via the cytochrome P450 system (predominantly CYP 3A4 and 
2C19) and is susceptible to drug-drug interactions with agents that induce or inhibit these enzymes. 
Combination of flibanserin with other serotonergic agents may precipitate the serotonin syndrome marked by 
fever, tachycardia, hypertension and agitation and can be accompanied by mild serum aminotransferase 
elevations.

Outcome and Management
The serum aminotransferase elevations that occur on flibanserin therapy are usually self-limited and do not 
require dose modification or discontinuation of therapy. No instances of acute liver failure or vanishing bile duct 
syndrome due to flibanserin have been reported. There is no information on cross sensitivity to liver injury 
between flibanserin and other antidepressants.
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