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OVERVIEW

Introduction
Tasimelteon is a melatonin receptor agonist that is used for the treatment of non-24 hour sleep-wake disorder in 
blind individuals. Tasimelteon therapy is associated with a low rate of serum enzyme elevations, but has not been 
implicated in cases of clinically apparent liver injury.

Background
Tasimelteon (tas" i mel' tee on) is a synthetic melatonin receptor agonist with affinity for both the melatonin type 
1 and type 2 receptors (MT1 and MT2). These receptors are believed to be involved in the maintenance of the 
circadian rhythm that regulates the normal sleep-wake cycle. Melatonin itself has been proposed as therapy of 
sleep disturbances including insomnia and jet lag, but systematic reviews and metaanalyses of controlled trials of 
various melatonin formulations have failed to demonstrate consistent efficacy. In contrast, melatonin receptor 
agonists such as ramelteon and tasimelteon were found to have effects on the circadian rhythm and sleep 
patterns. Tasimelteon was approved for use in “non-24 hour sleep-wake disorder” in the United States in 2014, 
the second melatonin receptor antagonist approved for use in sleep disorders. Whereas ramelteon has been 
approved for insomnia, tasimelteon is used more for shifting of sleep-wake patterns and may take weeks to have 
its full effect. In experimental simulations of jet lag, tasimelteon has been shown to increase sleep time. 
Tasimelteon is available in 20 mg capsules under the brand name Hetlioz. The recommended dose is 20 mg 
taken orally before bedtime at the same time every night. Side effects are few, but may include daytime 
somnolence, fatigue, dizziness, headache and vivid or abnormal dreams.

Hepatotoxicity
In several clinical trials, tasimelteon was found to be well tolerated. Serum enzyme elevations occurred in up to 
10% of tasimelteon treated patients compared to 5% of placebo controls, but instances of clinically apparent liver 
injury were not reported. In a combined analysis of 6 trials of tasimelteon given for an average of 1 year, ALT 
elevations above 3 times the ULN arose in 6.5% of tasimelteon treated subjects, but no elevations were above 10 
times ULN, and none were associated with symptoms or jaundice. Most elevations were single values and 
resolved spontaneously without dose reduction or discontinuation. Tasimelteon has been available for a limited 
period of time, but has not been linked to instances of clinically apparent liver injury. Tasimelteon is metabolized 
by the cytochrome P450 system (predominantly CYP 1A2 and CYP3A4), which can result in significant drug-
drug interactions, strong inhibitors of the enzymes increasing serum concentrations of tasimelteon and strong 
inducers decreasing them.

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