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OVERVIEW

Introduction

Lemborexant is an orexin receptor antagonist used for the treatment of insomnia and sleep disorders.
Lemborexant therapy is associated with rare occurrence of transient serum enzyme elevations, but has not been
implicated in cases of clinically apparent liver injury.

Background

Lemborexant (lem” boe rex' ant) is an orexin receptor antagonist which is used to treat insomnia. Central
nervous system neurons with orexin receptors are involved in wakefulness and are inactive during sleep.
Engagement of the orexin receptor results in wakefulness, and loss of the receptor can result in excessive daytime
sleepiness and narcolepsy. Inhibition of orexin receptor signaling using lemborexant has been shown to shorten
the time to falling asleep and to prolong sleep in patients with sleep-onset and sleep-maintenance insomnia.
Lemborexant was approved for use in the United States in 2019, the second such orexin based drug approved for
chronic insomnia (the first being suvorexant). Lemborexant is available in tablets of 5 and 10 mg under the
brand name Dayvigo. The recommended dose is 5 mg taken orally within 30 minutes of bedtime. The dose can
be increased to 10 mg. Side effects are few, but may include daytime somnolence, fatigue, dizziness, headache
and vivid or abnormal dreams. Rare side effects include sleep paralysis, cataplexy, nightmares, excessive daytime
sleepiness, worsening of depression and suicidal ideation and behaviors. Both lemborexant and suvorexant are
classified as a Schedule 4 controlled substances, meaning that they have a low potential for abuse or dependence
but have an approved medical use.

Hepatotoxicity

In several clinical trials, lemborexant was found to be well tolerated, with serum ALT elevations above 3 times
the upper limit of normal in less than 1% of treated subjects and with similar rates in placebo recipients. The
elevations were transient and asymptomatic, none required dose modification or discontinuation, and none were
associated with a simultaneous elevation in serum bilirubin. Thus, in the registration trials of lemborexant, there
were no reports of clinically apparent liver injury. Lemborexant has been available for a limited period of time,
but has yet to be implicated in causing clinically apparent liver injury with its more widespread clinical use.

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

The mechanism by which lemborexant might cause liver injury is unknown. Lemborexant is metabolized by the
cytochrome P450 system (predominantly CYP3A4) and the dose may need to be altered in patients taking
strong inhibitors (decreasing dose) or inducers (increasing dose) of the enzymes. The relative lack of serious liver
related adverse events is probably due to the low doses used and its uncommon, intermittent use.

Drug Class: Sedatives and Hypnotics

Other Related Drug for Insomnia: Suvorexant

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Lemborexant - Dayvigo®

DRUG CLASS

Sedatives and Hypnotics

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE
Lemborexant 1369764-02-2 C22-H20-F2-N4-02
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