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OVERVIEW

Introduction

Alefacept is a recombinant fusion protein of lymphocyte function associated antigen-3 (LFA-3) and
immunoglobulin G dimer that acts to block the activation of T cells, and is an immunosuppressive agent that
was previously used to treat moderate-to-severe plaque psoriasis. Alefacept is associated with a low rate of serum
enzyme elevations during therapy and to rare instances of clinically apparent acute liver injury.

Background

Alefacept (alet' a sept) is a recombinant fusion protein that combines the lymphocyte function associated
antigen-3 (LFA3) with the heavy chain of immunoglobulin G. The fusion protein inhibits the binding of
endogenous LFA3 to CD2 cells interfering with activation of memory T cells which play an important role in the
pathogenesis of inflammatory autoimmune diseases. In controlled clinical trials, alefacept therapy improved
symptoms and skin lesions in patients with refractory psoriasis. Alefacept was approved for use in the United
States in 2003 and was the first biological agent approved for treatment of psoriasis. However, because of the
availability of better tolerated and more effective biologics for psoriasis, alefacept was withdrawn from use by its
sponsor in 2011. Alefacept had been available as a solution for parenteral administration in single use vials of 7.5
or 15 mg under the brand name Amevive. Alefacept was given once weekly, either intramuscularly in a dose of
15 mg or intravenously in a dose of 7.5 mg for 12 weeks. Repeat courses were recommended for patients who
responded to therapy and then relapsed. Alefacept also showed activity in treatment and prevention of graft
rejection after transplantation but was never approved for that use. Common side effects included headache,
dizziness, nausea, myalgias, injection site reactions and infections. Rare, but potentially severe adverse reactions
included lymphopenia, serious infections, hypersensitivity reactions and an increased risk for malignancy.

Hepatotoxicity

In prelicensure controlled trials, serum ALT or AST elevations greater than 3 times the upper limit of normal
(ULN) occurred in <2% of alefacept and a similar proportion of placebo treated subjects. The elevations were
usually mild-to-moderate in severity, asymptomatic and self-limited in course. ALT elevations accompanied by
jaundice and symptoms were not reported in the premarketing studies. Subsequent to its approval and more
wide scale use, however, cases of marked serum enzyme elevations, acute hepatitis and acute liver failure have
been reported to the sponsor. These cases have not been reported in the literature and the strength of the
association of these episodes with alefacept use has not been evaluated critically. The clinical features,
characteristics, course and outcome of these episodes of hepatitis have not been described.

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

The mechanism of possible liver injury due to alefacept is unknown. Alefacept is a recombinant protein and
unlikely to have intrinsic hepatotoxicity. However, because it is a potent immunomodulatory agent, it may be
capable of causing reactivation of hepatitis B or autoimmune liver injury.

Outcome and Management

Liver injury attributed to alefacept has ranged from uncommon instances of transient serum enzyme elevations
without symptoms or jaundice to rare cases of acute clinically apparent liver injury.

Drug Class: Dermatologic Agents, Psoriasis Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Alefacept - Amevive®

DRUG CLASS

Dermatologic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG  CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE
Alefacept 222535-22-0 Recombinant Protein Not Available
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