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OVERVIEW

Introduction

Etravirine is a nonnucleoside reverse transcriptase inhibitor used in combination with other agents in the
therapy of human immunodeficiency virus (HIV) infection and the acquired immunodeficiency syndrome
(AIDS). Etravirine has been associated with transient serum aminotransferase elevations and with
hypersensitivity reactions that can be associated with liver injury including acute liver failure.

Background

Etravirine (e" tra vir' een) is a “second generation” nonnucleoside reverse transcriptase inhibitor that acts by
noncompetitive binding to the HIV reverse transcriptase and indirectly inactivating its catalytic site. Etravirine is
similar to nevirapine and efavirenz in its mechanism of action, but shares minimal structural features. Etravirine
has a higher barrier to development of resistance than nevirapine and efavirenz, at least in vitro. Etravirine was
approved for use in the United States in 2007, and current indications are as therapy of HIV infection in
combination with other agents in antiretroviral treatment-experienced adult patients. Etravirine is available in
tablets of 25, 100 and 200 mg under the brand name Intelence. The recommended dosage in adults is 200 mg
orally twice daily. Common side effects include fatigue, dizziness, headache and skin rashes. Less common but
potentially serious side effects include peripheral neuropathy, lipodystrophy, immune reconstitution syndrome,
and hypersensitivity reactions including erythema multiforme, Stevens Johnson syndrome and toxic epidermal
necrolysis.

Hepatotoxicity

Serum aminotransferase elevations occur in a high proportion of patients on etravirine therapy, but increases
above 5 times the upper limit of normal occur in only 2% to 3% of patients; this rate may be higher in patients
who have hepatitis C coinfection. In most studies, the rate of liver enzyme elevations was no different in
etravirine treated than among in comparator arms. In large clinical trials as well as open access studies, there
were no reported instances of clinically apparent liver injury attributed to etravirine.

Skin rashes occur in 10% to 20% of patients on etravirine usually during the first 2 to 6 weeks of therapy, and
this rate is higher than with other antiretroviral regimens or comparator arms and is the major reason for
discontinuation of etravirine because of adverse events. The skin rash during etravirine therapy can be
accompanied by other signs of hypersensitivity including Stevens Johnson Syndrome and immunoallergic
hepatitis. Clinically apparent hepatotoxicity is rare, but cases of hepatitis accompanying rash and signs of
hypersensitivity have been reported to the sponsor, some of which have resulted in fatalities. The clinical features
of these cases have not been described in detail. Most cases of hypersensitivity hepatitis due to nonnucleoside
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reverse transcriptase inhibitors arise during the first 6 weeks of therapy and are accompanied by immunoallergic
manifestations such as rash, fever, lymphadenopathy and eosinophilia. Recovery is usually prompt after
discontinuation, but progressive fatal instances of liver injury can occur.

Likelihood score: D (possible cause of clinically apparent liver injury).

Mechanism of Injury

Etravirine is extensively metabolized in the liver via the P450 system (CYP 2C19, 3A4, and 2C9) and
hepatotoxicity from etravirine is likely due to a hypersensitivity reaction to an immunogenic intermediate of its
metabolism.

Outcome and Management

The severity of the liver injury reported with etravirine has ranged from mild and transient enzyme elevations to
clinically apparent liver injury and acute liver failure. Chronic hepatitis and vanishing bile duct syndrome have
not been reported. If hypersensitivity hepatic injury does occur, rechallenge should be avoided. However, there is
unlikely to be cross sensitivity to the hepatic injury between etravirine and other nonnucleoside reverse
transcriptase inhibitors.

Drug Class: Antiviral Agents, Antiretroviral Agents

Other Drugs in the Subclass, Nonnucleoside Reverse Transcriptase Inhibitors: Delavirdine, Doravirine,
Efavirenz, Nevirapine, Rilpivirine
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