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OVERVIEW

Introduction
Vortioxetine is a serotonergic antidepressant used for major depression disorders. Vortioxetine 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
Vortioxetine (vor" tye ox' e teen) is a unique serotonergic antidepressant that is believed to have a bimodal 
activity, inhibiting serotonin reuptake, but also acting as a mixed agonist and antagonist directly on serotonin (5-
HT) receptors. Vortioxetine has been shown to be effective in alleviating symptoms of depression in patients 
with major depression disorder. Vortioxetine was approved for use in the United States in 2013 for use in 
treatment of major depression disorders. There is limited clinical experience with its use. Vortioxetine is 
available in tablets of 5, 10, 15 and 20 mg under the commercial name Brintellix. The recommended dose is 10 
mg once daily initially, with subsequent increase to as much as 20 mg daily based upon efficacy and tolerance. 
Doses of 5 mg can be used if 10 mg doses are not tolerated. Common side effects include nausea, constipation, 
dizziness, somnolence, headache and dry mouth. Less common and rare side effects include mood disorders, 
suicidal ideation, sexual dysfunction, serotonin syndrome, hypersensitivity reactions and precipitation of manic 
episodes.

Hepatotoxicity
Liver test abnormalities occur in a small proportion of patients (<1%) on long term therapy with vortioxetine, 
but elevations are usually mild, asymptomatic and transient, reversing even with continuation of medication. No 
instances of acute liver injury with jaundice have been reported attributable to vortioxetine, but the total 
experience with its use has been limited. However, most other 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, 
vortioxetine itself has not been implicated in similar cases.

Mechanism of Injury
The mechanism by which vortioxetine might cause serum aminotransferase elevations or liver injury is not 
known. Vortioxetine is metabolized by the liver via the cytochrome P450 system (predominantly CYP 2D6) and 



is susceptible to drug-drug interactions with agents that induce (rifampin, carbamazepine, phenytoin) or inhibit 
(bupropion, fluoxetine, quinidine) CYP 2D6 activity. Combination of vortioxetine 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 vortioxetine 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 vortioxetine have been reported. There is no information on cross sensitivity to liver injury 
between vortioxetine and other antidepressants, but switching to another antidepressant after clinically apparent 
liver injury during vortioxetine therapy should be done with caution and adequate monitoring.

Drug Class: Antidepressant Agents

Other Drugs in the Subclass, SNRIs/SSRIs: Citalopram, Escitalopram, Duloxetine, Fluoxetine, Fluvoxamine, 
Levomilnacipran, Paroxetine, Sertraline, Venlafaxine, Vilazodone

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Vortioxetine – Brintellix®

DRUG CLASS

Antidepressant Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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CHEMICAL FORMULA AND STRUCTURE
DRUG CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE

Vortioxetine 508233-74-7 C18-H22-N2-S
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