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OVERVIEW

Introduction

Perampanel is glutamate receptor antagonist that is used as an anticonvulsant in the therapy of partial onset
seizures. Perampanel has not been associated with serum aminotransferase elevations during therapy, and
clinically apparent liver injury from perampanel has yet to be reported and must be rare, if it occurs at all.

Background

Perampanel (per am' pan el) is a glutamate receptor antagonist that is used to treat severe or refractory partial
onset seizures. Perampanel binds to the alpha-amino-3-hydroxyl-5-methyl-4-isooxazole-propionate receptor
(AMPAR) for glutamate, a major central nervous system excitatory neurotransmitter. The inhibition of the
AMPAR leads to reduction in seizure activity in animal models as well as in patients with difficult to control
seizures. In several large, prelicensure randomized controlled trials, addition of perampanel to conventional
anticonvulsant medications led to improved control of epilepsy attributed to partial onset seizures. Perampanel
was approved for use in the United States in 2012 as an anticonvulsant to be used in combination with other
agents as adjunctive therapy of partial onset seizures. Perampanel is available in tablets of 4, 6, 8, 10 and 12 mg
under the brand name Fycompa. The recommended initial dose is 2 mg once daily, which can be increased
subsequently based upon tolerance and efficacy to a dose of 4 to 12 mg once daily. The dose should be increased
and tapered gradually. The most common side effects include dizziness, somnolence, impaired concentration,
vertigo, ataxia, nervousness, irritability, anger, aggression, blurred vision, headache, weight gain, fatigue, nausea
and weakness. Rare, but potentially severe side effects include serious psychiatric and behavioral reactions
including homicidal ideation and threats. Perampanel can cause euphoria for which reason it is classified as a
scheduled III controlled substance, meaning that it has accepted medical uses, but also has a moderate or low
potential for physical or psychological dependence.

Hepatotoxicity

Limited data are available on the hepatotoxicity of perampanel. In clinical trials, therapy with perampanel was
not associated with an increased frequency of serum aminotransferase elevations as compared to placebo
treatment, and there were no reported instances of clinically apparent liver injury. No individual case reports of
perampanel hepatotoxicity have been published since its general clinical availability. Perampanel has been
implicated in rare instances of severe cutaneous hypersensitivity reactions including DRESS syndrome, which
can be associated with variable degrees of liver injury. Thus, clinically apparent liver injury due to perampanel
may occur, but must be very rare.

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

The mechanism by which perampanel might cause liver injury is unknown. It is partially metabolized by the
liver, largely by CYP 3A4 and is susceptible to drug interactions with agents that induce or inhibit this
microsomal enzyme.

Outcome and Management

Liver injury from perampanel is rare, if it occurs at all. There is no reason to suspect cross sensitivity to
hepatotoxicity between perampanel and other anticonvulsants such as phenytoin or carbamazepine with which
it shares no structural similarity.

Drug Class: Anticonvulsants

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Perampanel - Fycompa®

DRUG CLASS

Anticonvulsants

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE
Perampanel 380917-97-5 C23-H15-N3-O
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