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OVERVIEW

Introduction

Degarelix is a parenterally administered, gonadotropin releasing hormone (GnRH) antagonist that effectively
blocks androgen production and is used to treat advanced prostate cancer. Degarelix therapy is associated with
serum enzyme elevations during therapy, but has yet to be linked to instances of clinically apparent acute liver
injury.

Background

Degarelix (deg" a rel' ix) is synthetic decapeptide 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 testosterone by the testes in men and estrogen by the
ovaries in women. Degarelix has been found to be palliative in advanced prostate cancer with equivalent efficacy
to the GnRH agonists, such as leuprolide and goserelin. Because degarelix is an antagonist of GnRH, it does not
cause the initial increase in testosterone synthesis that occurs with use of GnRH agonists. Degarelix was
approved for use in the United States in 2008, and current indications are limited to therapy of advanced
prostate cancer. Degarelix is available under the brand name Firmagon as a powder for reconstitution in 80 and
120 mg vials. The typical dose is 240 mg initially, with maintenance doses of 80 mg every 28 days. Common side
effects include injection site reactions and symptoms typical of hypogonadism such as hot flashes, decreased
libido, erectile dysfunction, nausea, diarrhea, weight gain and fluid retention. Potential severe adverse reactions
include acute hypersensitivity reactions.

Hepatotoxicity

Degarelix therapy has been associated with serum enzyme elevations in up to one-third of patients. The
elevations, however, are generally mild and self-limited, resolving even without dose adjustment. ALT values
above 3 times the ULN occur in less than 1% of patients. Occasional patients require drug discontinuation
because of serum enzyme elevations, but no instances of liver injury with jaundice or clinically apparent acute
liver injury were reported in the initial clinical trials of degarelix. Since its approval and more widescale use,
there have been no published reports of clinically apparent liver injury attributed to degarelix, although its
general use has been limited.

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

The mechanism by which degarelix might cause liver injury is unknown. It is a decapeptide and is metabolized
by many tissues to individual amino acids. It has no effect on cytochrome P450 activity and has not been
implicated in drug-drug interactions.

Outcome and Management

While serum aminotransferase elevations during degarelix therapy are common, they rarely require 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 analogues.

Drug Class: Antineoplastic Agents, GnRH Analogues

Other Drugs in the Subclass, GnRH Analogues: Goserelin, Histrelin, Leuprolide, Triptorelin
PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Degarelix — Firmagon®

DRUG CLASS

Antineoplastic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG  CAS REGISTRY MOLECULAR FORMULA STRUCTURE
NO.

Degarelix 214766-78-6 C82-H103-Cl-N18-0O16 HO
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(Among 899 cases of drug induced liver injury enrolled in a US prospective study between 2004 and 2013, none
were attributed to GnRH analogues such as degarelix).
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