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OVERVIEW

Introduction

Gabapentin enacarbil is a long acting form of gabapentin that is used for restless leg syndrome and for painful
postherpetic neuropathy. Gabapentin enacarbil and gabapentin are associated with a low rate of transient serum
enzyme elevations during treatment and with rare instances of clinically apparent liver injury.

Background

Gabapentin enacarbil (gab" a pen' tin) enacarbil (en" a kar' bil) is a prodrug of and long acting form of
gabapentin. Gabapentin and its derivative gabapentin enacarbil do not appear to act upon gaba-ergic
transmission, but appear to bind and perhaps inhibit presynaptic, voltage dependent calcium channels which
play a role in normal and abnormal neurotransmission. In several prelicensure controlled trials, gabapentin
enacarbil given in once daily doses was found to decrease symptoms of restless leg syndrome and postherpetic
neuralgia. It has also been studied in other neuropathic pain syndromes, but with less obvious beneficial effects.
Gabapentin enacarbil was approved for use in the United States in 2011 for the therapy of restless leg syndrome
and postherpetic neuralgia. It is not approved as therapy for epilepsy, a major current indication for gabapentin
itself. Gabapentin enacarbil is available in extended release tablets of 300 and 600 mg under the brand name
Horizant. The typical dose is 600 to 1,200 mg once daily. Side effects may include somnolence, headache,
dizziness, ataxia, blurred vision, nausea, fatigue and tremor.

Hepatotoxicity

In prelicensure clinical trials, gabapentin enacarbil was not linked to an increased rate of serum enzyme
elevations during treatment or to episodes of clinically apparent acute liver injury. Gabapentin has been
implicated in isolated cases of acute liver injury, but in most instances the association was weakened by the
coadministration with other potentially hepatotoxic agents. Too few cases have been reported in sufficient detail
to characterize the clinical features of the associated injury. No published case has specifically implicated
gabapentin enacarbil. Thus, gabapentin enacarbil may be associated with isolated instances of clinically apparent
liver injury, but they must be rare, if they occur at all.

Likelihood score: E* (unproven but suspected cause of liver injury).

Mechanism of Injury

Gabapentin enacarbil is hydrolyzed to gabapentin in the gastrointestinal tract. Gabapentin itself undergoes little
subsequent metabolism and is excreted in the urine unchanged. Gabapentin and gabapentin enacarbil do not
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induce or inhibit the drug metabolizing, microsomal cytochrome P450 enzymes. The possible mechanism by
which gabapentin might cause hepatic injury is not known, but may relate to a hypersensitivity reaction.

Outcome and Management

Gabapentin enacarbil is metabolized to gabapentin and its side effect profile is similar, suggesting that it should
not be used in patients with severe adverse reactions to gabapenin. There is no information on the possible cross
sensitivity to hepatotoxicity between gabapentin enacarbil and other anticonvulsants, but its structure would
suggest that there should not be shared sensitivity.

Drug Class: Anticonvulsants

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Gabapentin Enacarbil - Horizant®

DRUG CLASS
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Product labeling at DailyMed, National Library of Medicine, NIH


https://www.ncbi.nlm.nih.gov/books/n/livertox/Anticonvulsants/
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Gabapentin&Enacarbil

Gabapentin Enacarbil

CHEMICAL FORMULA AND STRUCTURE
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