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OVERVIEW

Introduction

Cenobamate is a tetrazole carbamate anticonvulsant used as therapy of partial onset seizures in adults.
Cenobamate is associated with a low-to-moderate rate of serum aminotransferase elevations during therapy and
has been linked to cases of clinically apparent liver injury usually in the context of a multiorgan hypersensitivity
syndrome such as drug reaction with eosinophilia and systemic symptoms (DRESS).

Background

Cenobamate (sen” oh bam’ ate) is a novel tetrazole alkyl carbamate anticonvulsant that reduces repetitive
neuronal firing by inhibiting voltage-gated sodium channels. It also is a positive allosteric modulator of GABA 5
ion channels. In several controlled trials, cenobamate was shown to be effective in reducing focal-onset seizures
in patients refractory to conventional therapy. Cenobamate was approved for use in the United States in 2020.
Current indications include therapy of partial-onset seizures in adults. Cenobamate is available in tablets of 12.5,
25, 50, 100, 150 and 200 mg under the brand name Xcopri. The recommended initial dose is 12.5 mg once daily
with subsequent increases to 25, 50, 100, 150 and 200 mg daily every two weeks (12 week initial titration period).
The recommended maintenance dose is 200 mg daily in adults, and maximum daily dose is 400 mg. Side effects
include fatigue, somnolence, dizziness, diplopia and headaches. Rare, but potentially severe adverse events
include severe nausea and vomiting, prolongation of the QT interval, suicidal ideation and behaviors, cognitive
dysfunction, rash, and multiorgan hypersensitivity reactions including drug reaction with eosinophilia and
systemic symptoms (DRESS syndrome). The prolonged, slow titration period is believed to help prevent the
more severe side effects.

Hepatotoxicity

In controlled clinical trials, addition of cenobamate to standard anticonvulsant therapy was associated with
transient, mild-to-moderate serum aminotransferase elevations in 1% to 4% of patients. In the preregistration
trials of cenobamate, there were no cases of clinically apparent liver injury with jaundice. However, among 953
patients with exposure to cenobamate in these trials, there were three cases of DRESS syndrome accompanied by
serum aminotransferase elevations, which arose during the first 3 to 6 weeks of treatment in subjects who had a
relative rapid initial titration (4 to 6 weeks). In large open label studies using a more prolonged titration period
(12 weeks), no instances of DRESS syndrome were reported among more than 1000 participants. Felbamate, a
structurally related carbamate anticonvulsant, is a well-known cause of drug induced liver injury and has a
boxed warning and restricted availability because of severe hypersensitivity reactions including acute liver failure
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and aplastic anemia. Thus, clinically significant liver injury from cenobamate may occur and can be severe, but is
rare.

Likelihood score: D (possible rare cause of clinically apparent liver injury in the context of generalized
hypersensitivity syndrome).
Mechanism of Injury

Cenobamate is a carbamate anticonvulsant and is metabolized extensively in the liver via several of the
cytochrome P450 enzymes. Cenobamate is a weak inhibitor of CYP 2C19 and an inducer of CYP 2B6, 2C8 and
3A4 and thus capable of causing drug-drug interactions. In higher doses it can cause euphoria and it is classified
as a Schedule V drug with potential for dependency and abuse.

Outcome and Management

Patients who have developed serious hypersensitivity reactions to cenobamate should discontinue therapy
promptly and avoid reexposure. The potential cross reactivity of hypersensitivity reactions to cenobamate with
the aromatic anticonvulsants, such as phenytoin, carbamazepine and lamotrigine, is unknown. The structure of
cenobamate would suggest that it may share sensitivity to other anticonvulsant agents.

Drug Class: Anticonvulsants
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Product labeling at DailyMed, National Library of Medicine, NIH
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