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OVERVIEW

Introduction

Eptinezumab is a humanized monoclonal antibody to calcitonin gene like peptide (CGLP) which is used in the
prevention of migraine headaches. Eptinezumab is generally well tolerated and has not been associated with
serum aminotransferase elevations during therapy or with instances of clinically apparent liver injury.

Background

Eptinezumab (ep” ti nez’ ue mab) is a humanized IgG1 monoclonal antibody directed against the calcitonin
gene-related peptide (CGRP) which plays an important role in the pathogenesis of migraine headaches. CGRP is
a potent vasodilator and pain neurotransmitter, infusions of which can induce migraine headache in susceptible
persons and serum levels of which are elevated in persons with migraine headaches. Eptinezumab binds to
circulating and tissue expressed CGRP and prevents its binding to its receptor on vascular and neural tissue. In
preregistration randomized, placebo controlled trials, eptinezumab given every 12 weeks reduced the frequency
of migraines in patients with episodic migraine (<15 days of headaches monthly) and chronic migraine (>15
days of headache monthly) by 25% to 35% compared to placebo infusions. Eptinezumab was approved in the
United States in 2019 for prevention of migraine headaches in adults with frequent or severe migraines.
Eptinezumab is available in single use vials of 100 mg in 1 mL under the brand name Vyepti. The recommended
dose is 100 mg infused over 30 minutes every 3 months. Common side effects of eptinezumab include local
injection reactions, nasopharyngitis, dizziness, headaches and fatigue. Also reported have been uncommon and
generally mild-to-moderate instances of hypersensitivity reactions including angioedema.

Hepatotoxicity

In prelicensure randomized controlled trials, only rare instances of mild-to-moderate serum aminotransferase
elevations were reported in patients receiving intravenous eptinezumab and all were transient, asymptomatic
and did not necessitate discontinuation of eptinezumab infusions. Furthermore, there were no reported
instances clinically apparent liver injury or severe hepatic adverse events attributed to the monoclonal antibody.
Since approval and more general use of eptinezumab there have been no reports of clinically significant liver
injury attributed to its use.

Likelihood score: E (unlikely cause of clinically apparent acute liver injury).
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Mechanism of Injury

Possible mechanisms of liver injury due to eptinezumab are not known. Monoclonal antibodies and
immunoglobulins are generally taken up and metabolized intracellularly to short peptides and amino acids.
There is no evidence that inhibition of CGRP signaling is harmful to the liver.

Drug Class: Monoclonal Antibodies, Migraine Headache Agents
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