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OVERVIEW

Introduction
Galcanezumab is a monoclonal antibody to the calcitonin gene related peptide which is used for prevention of 
migraine in patients with episodic or chronic migraine headaches. Galcanezumab has not been associated with 
serum enzyme elevations during therapy nor has it been implicated in cases of clinically apparent drug induced 
liver injury with jaundice.

Background
Galcanezumab (gal" ka nez' ue mab) is a recombinant, humanized monoclonal antibody to the calcitonin gene 
related peptide (CGRP), a neuropeptide which plays an important role in migraine headaches. CGRP is found 
throughout the central and peripheral nervous systems and has potent vasodilator and pain-signaling activities. 
Circulating levels of CGRP are elevated in patients with migraines, and the efficacy of migraine therapies 
(serotonin receptor agonists, ergot alkaloids) is associated with lowering of CGRP levels. Galcanezumab is a 
CGRP antagonist and blocks the neuropeptide from binding to its receptor and the subsequent downstream 
activation of the intracellular signaling pathways. Galcanezumab was approved for use in the United States in 
2018 as a means of prevention of migraine headaches and was one of three CGRP antagonists approved in 2018 
for this indication (the others being erenumab and fremanezumab). Galcanezumab is available in solution in 
single use prefilled syringes or pens of 120 mg under the brand name Emgality. The recommended initial dose is 
240 mg subcutaneously followed by 120 mg once monthly. Galcanezumab is not effective as therapy of acute 
migraine, and it lowers the frequency but typically does not abolish all episodes of chronic migraine headaches. 
Side effects of galcanezumab are uncommon but can include injection site and hypersensitivity reactions. 
Galcanezumab has not been associated with significant numbers of severe adverse events, however it has had 
limited general use and the effects of long term suppression of CGRP signaling are unknown, but could 
theoretically increase the rate of serious cardiovascular or cerebrovascular ischemic events.

Hepatotoxicity
In large clinical trials, galcanezumab was associated with isolated, rare instances of elevations in serum 
aminotransferase levels during therapy (<1%) and rates of most adverse reactions, except for injection site 
reactions, were similar to those in patients who received placebo. There have been no published reports of 
clinically apparent acute liver injury attributed to galcanezumab therapy. Thus, significant liver injury from 
galcanezumab must be rare if it occurs at all.

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



Mechanism of Injury
Galcanezumab is a humanized monoclonal antibody and is unlikely to be inherently hepatotoxic. While most 
recombinant proteins are metabolized by the liver, the metabolism leads largely to small peptides and amino 
acids which may be reused to synthesize proteins and are unlikely to be toxic or immunogenic. Galcanezumab 
has minimal effect on hepatic microsomal enzyme activity and has not been linked to adverse drug-drug 
interactions.
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