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OVERVIEW

Introduction

Felbamate is a dicarbamate derivative anticonvulsant that is typically used in combination with other
antiepileptic medications for refractory partial onset or generalized seizures. Felbamate has been associated with
multiple cases of aplastic anemia and acute liver failure and its use is now restricted.

Background

Felbamate (fel bam' ate) is a dicarbamate that has unique anticonvulsant activity. Its exact mechanism of action
has not been established. Felbamate was approved for use the United States in 1993, the first new anticonvulsant
medication in more than a decade. Within a year of release, however, reports of aplastic anemia and severe
hepatotoxicity were received and severe warnings were placed on its use. Although still available, felbamate is
rarely used because of the availability of other anticonvulsants with better safety record. Felbamate is
recommended only for refractory and severe epilepsy unresponsive to other agents. Felbamate is available as
tablets of 400 and 600 mg and as an oral solution fo pediatric use generically and under the brand name Febatol,
but only on a limited named-patient basis. The recommended initial dose in adults is 400 to 600 mg twice daily,
with dose escalation based upon tolerance. Common side effects include dizziness, nausea, somnolence and
fatigue. Rare but potentially severe adverse events include suicidal thoughts and behaviors, aplastic anemia and
acute hepatic failure.

Hepatotoxicity

Prospective studies suggest that chronic felbamate therapy is not accompanied by significant elevations in serum
aminotransferase levels. Nevertheless, clinically apparent hepatotoxicity from felbamate is well described,
although uncommon, estimated to occur in 1 in 18,500 to 25,000 exposures, often with severe outcome. The
onset of injury is 1 to 6 months after starting therapy and the pattern of enzyme elevations is typically
hepatocellular. More than a dozen instances of acute liver failure and death were attributed to felbamate before
severe restrictions were placed upon its use. Felbamate has not been associated with anticonvulsant
hypersensitivity syndrome and is a potential alternative for persons who have developed that syndrome from
other anticonvulsants.

Likelihood score: B (highly likely cause of clinically apparent liver injury).
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Mechanism of Injury

The mechanism of felbamate hepatotoxicity is unknown but is likely to be due to idiosyncratic bioactivation of
felbamate to a high reactive electrophilic toxic metabolite.

Outcome and Management

A case report of acute liver failure attributed to felbamate has been published as have several summarizes of
severe cases of liver injury reported to the FDA. The fatality rate is high. Chronic injury from felbamate therapy
has not been reported. There is no known cross sensitivity to liver injury between felbamate and other
anticonvulsants.

Drug Class: Anticonvulsants
PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Felbamate - Felbatol®

DRUG CLASS

Anticonvulsants

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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