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OVERVIEW

Introduction

Darolutamide is a third generation, oral nonsteroidal antiandrogen used to treat nonmetastatic castration-
resistant prostate cancer. Darolutamide is associated with a low rate of serum enzyme elevation during therapy;,
but has not been linked to cases of clinically apparent liver injury with jaundice.

Background

Darolutamide (dar” oh loo' ta mide) is a small molecule androgen receptor antagonist which binds to the
intracellular receptor and prevents its translocation to the nucleus and subsequent DNA binding, thereby
blocking its activity. Therapy with darolutamide lowers residual testosterone levels after surgical castration in
men with prostate cancer and has been shown to prolong metastatic free survival in castration-resistant prostate
cancer patients with rising levels of prostate-associated antigen (PSA) without measurable metastatic disease.
Darolutamide was approved for use in the United States in 2019 and is available as 300 mg tablets under brand
name Nubeqa. The recommended initial dose is 600 mg (two tablets) twice daily. Darolutamide should be used
in combination with testosterone suppression either with a gonadotrophin releasing hormone (GnRH) analogue
or after bilateral orchiectomy to insure optimal androgen suppression. Common side effects include symptoms
of androgen deficiency including fatigue, diarrhea, nausea, anorexia, weight loss, constipation, joint and muscle
pain, hot flushes, headaches, dizziness, and edema. Rare, but potentially serious side effects associated with long
term therapy include seizures, osteoporosis, bone fractures, and cardiovascular events.

Hepatotoxicity

In prelicensure controlled trials with 1508 patients, serum AST elevations were more common with
darolutamide than placebo therapy [23% vs 14%], but were rarely above 5 times the ULN [<1%] and ALT
elevations were uncommon, although the results were not provided. Similarly, serum bilirubin levels were more
frequently elevated on darolutamide therapy than placebo [16% vs 7%] but were rarely markedly elevated [less
than 0.5%], and there were no cases of clinically apparent liver injury. Since approval and general availability of
darolutamide, there have been no published reports of liver injury attributed to darolutamide therapy.

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

Mechanism of Injury

The cause of the serum AST and bilirubin elevations that occur during darolutamide therapy is unknown.
Darolutamide is extensively metabolized in the liver predominantly by CYP 3A4. Its use with strong inducers of
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CYP 3A4 could result in decreased drug levels and reduced efficacy, while use with strong CYP 3A4 inhibitors
could result in elevated drug levels and potentially increased adverse events.

Outcome and Management

The elevations in serum AST and bilirubin during darolutamide therapy have been asymptomatic, mild and
transient, not requiring dose adjustments. Routine monitoring of liver tests is not recommended, but finding
AST elevations above 5 times the upper limit of normal would warrant search for another cause of liver injury
and stopping therapy or modifying the dose if no other cause is found. There is no information on cross
sensitivity for hepatic injury between darolutamide and other antiandrogens, such as flutamide, bicalutamide,
apalutamide, enzalutamide, or abiraterone.

Drug Class: Antineoplastic Agents, Antiandrogens

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Darolutamide — Nubeqa®

DRUG CLASS

Antineoplastic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
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Abbreviations: PSA, prostate-specific antigen; LHRH, luteinizing hormone releasing hormone.
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