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OVERVIEW

Introduction

Fluvoxamine is a selective serotonin reuptake inhibitor (SSRI) used in the therapy of obsessive-compulsive
disorder. Fluvoxamine therapy can be associated with transient asymptomatic elevations in serum
aminotransferase levels and has been linked to rare instances of clinically apparent acute liver injury.

Background

Fluvoxamine (floo vox' a meen) is a selective serotonin reuptake inhibitor (SSRI) that was developed largely for
use in obsessive-compulsive disorder. Fluvoxamine acts by blocking the reuptake of serotonin in CNS synaptic
clefts, thus increasing serotonin levels in the brain which is associated with its psychiatric effects. Fluvoxamine
was approved for use in obsessive-compulsive disorder in 1994 in the United States and is used in both adults
and children above the age of 8 years. It is also used for social anxiety disorder, but not specifically for depression
or bipolar disorders. Fluvoxamine is available as tablets of 25, 50 and 100 mg in multiple generic forms and
under the brand name of Luvox. Extended release forms are also available in doses of 100 and 150 mg. The
recommended dosage in adults is 50 mg once daily, increasing to a maximum of 300 mg. The dosage in children
is 25 mg daily, increasing to a maximum of 200 to 300 mg based upon age below or above 11 years. Common
side effects are drowsiness, dyspepsia, nausea, headache, increased sweating, increased appetite, weight gain and
sexual dysfunction.

Fluvoxamine is also a potent sigma-1 receptor (S1R) agonist, which results in an inhibition of proflammatory
cytokine production. Because the proinflammatory cytokines such as IL-6 play a role in the hyperinflammatory
response in severe COVID-19 pneumonia, fluvoxamine has been proposed as a therapy for COVID-19. Several
small case series and clinical trials have suggested that fluvoxamine may prevent clinical deterioration in patients
with SARS-CoV-2 infection, particularly if used before the onset of respiratory failure and the full scale
hyperinflammatory state. Clinical trials of the efficacy or safety of fluvoxamine are currently underway.

Hepatotoxicity

Liver test abnormalities have been reported to occur in up to 1% patients on fluvoxamine, but elevations are
usually modest and usually do not require dose modification or discontinuation. A few instances of acute,
clinically apparent episodes of liver injury with marked liver enzyme elevations with no or minimal jaundice
have been reported in patients on fluvoxamine. The onset of injury was within a few days of starting therapy and
the pattern of serum enzyme elevations was hepatocellular or mixed. Autoimmune (autoantibodies) and
immunoallergic features (rash, fever, eosinophilia) were not mentioned. Too few cases have been reported to
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characterize the clinical features of the liver injury in any detail. In large scale analyses of hepatic adverse events
due to antidepressants and SSRIs, fluvoxamine is rarely mentioned.

Likelihood score: D (possible rare cause of clinically apparent liver injury).

Mechanism of Injury

The mechanism by which fluvoxamine causes liver injury is not known. Fluvoxamine is extensively metabolized
by the liver, mainly via the cytochrome P450 system, and hepatotoxicity may be mediated by toxic intermediates
of their metabolism. In addition, fluvoxamine inhibits several CYP enzymes and has significant drug-drug
interactions.

Outcome and Management

The serum aminotransferase elevations that occur on fluvoxamine therapy are usually self-limited and do not
require dose modification or discontinuation of therapy. No instances of acute liver failure or chronic liver injury
have been attributed to fluvoxamine therapy. Restarting fluvoxamine has been reported to cause a rapid
recurrence of injury and should be avoided. Persons with intolerance to fluvoxamine may have similar reactions
to other SSRIs, and careful monitoring is warranted if other such agents are used.

Drug Class: Antidepressant Agents, COVID-19 Drugs

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

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Fluvoxamine - Generic, Luvox®

DRUG CLASS

Antidepressant Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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