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OVERVIEW

Introduction

Elagolix is an oral, nonsteroidal gonadotropin releasing hormone (GnRH) antagonist that decreases estrogen
production and is used to treat painful forms of endometriosis in women. Elagolix therapy is associated with a
low rate of serum enzyme elevations during therapy and has yet to be linked to instances of clinically apparent
liver injury.

Background

Elagolix (el ag" o lix') is a synthetic nonsteroidal antagonist of gonadotropin releasing hormone (GnRH) that
blocks GnRH stimulation of luteinizing hormone (LH) and follicular stimulating hormone (FSH) production by
the pituitary gland, thereby decreasing the synthesis of estrogen by the ovaries in women and testosterone by the
testes in men. Elagolix has been found to be palliative in women with painful endometriosis with equivalent
efficacy to the GnRH agonists such as leuprolide and goserelin. Because elagolix is an antagonist of GnRH, it
does not cause the initial increase in estrogen synthesis that occurs with use of GnRH agonists. Elagolix was
approved for use in the United States in 2018 and current indications are limited to therapy of painful forms of
endometriosis. Elagolix is available under the brand name Orilissa as tablets of 150 and 200 mg. The typical dose
is either 150 once daily (low dose therapy) or 200 mg twice daily (high dose therapy). The low dose regimen is
recommended for women with moderate liver dysfunction (Child-Pugh Class B cirrhosis) and elagolix is
considered contraindicated in patients with more advanced cirrhosis (Class C). Common side effects include
symptoms typical of hypogonadism such as hot flashes, decreased libido, anxiety, headache, nausea, diarrhea,
weight gain and fluid retention. Potential severe adverse reactions include acute hypersensitivity reactions,
suicidal ideation and mood disorders, and significant bone loss with extended therapy.

Hepatotoxicity

Elagolix therapy has been associated with serum enzyme elevations in a small proportion of patients, rates of
ALT elevations above 3 times the upper limit of normal being 0.2% with 150 mg once daily and 1.1% with 200
mg twice daily. The elevations, however, are generally mild and self-limited, resolving even without dose
adjustment. Occasional patients require drug discontinuation because of serum enzyme elevations, but there
were no instances of liver injury with jaundice or clinically apparent acute liver injury in the preregistration-
controlled trials. Since its approval and more widescale use, there have been no published reports of clinically
apparent liver injury attributed to elagolix.

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

The mechanism by which elagolix might cause liver injury is unknown. Elagolix has multiple complex
interactions with several hepatic drug metabolizing enzymes, is a mild inducer and a substrate of CYP 3A4 and
drug levels can be significantly increased by OATP1B1 and CYP 3A4 inhibitors.

Outcome and Management

Serum aminotransferase elevations during elagolix therapy are usually mild and self-limited, rarely requiring
dose adjustment or drug discontinuation. Routine monitoring of liver tests is not recommended except in
patients with known, preexisting liver disease. There is no evidence of cross sensitivity to liver injury among the
various GnRH antagonists.

Drug Class: Obstetrical and Gynecological Agents, Gonadotropin Releasing Hormone Antagonists

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Elagolix - Orilissa®

DRUG CLASS

Obstetrical and Gynecological Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE
Elagolix 834153-87-6 C32-H30-F5-N3-05
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