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Substance:Darolutamide 

 

Brand Name:Nubeqa ® 

 

Originator/licensee:Bayer AG 

 

Classification: NI 

 

ATC code: L02BB 

 

Orphan Status: 

Eu: No 

Us: No 

 

Mechanism of action: Darolutamide 

is an AR inhibitor. Darolutamide 

competitively inhibits androgen 

binding, AR nuclear translocation, 

and AR-mediated transcription. A 

major metabolite, Ketodarolutamide, 

exhibited similar in vitro activity to 

Darolutamide. In addition, 

Darolutamide functioned as a PR 

antagonist in vitro (approximately 1% 

activity compared to AR). 

Darolutamide decreased pc cell 

proliferation in vitro and tumor 

volume in mouse xenograft models of 

pc [1].  

 

 

Authorized Indication:  

FDA: Darolutamide is an AR inhibitor 

indicated for the treatment of adult pts with 

mHSPC in combination with Docetaxel [1]. 

EMA:Darolutamide is indicated for the 

treatment of adult men withmHSPC in 

combination with Docetaxel and AD therapy 

[2]. 

Route of administration: OS 

 

Licensing status 

EU CHMP P.O. date: 26.01.2023 

EU M.A. date:27.03.2020 

FDA M.A. date: 05.08.2022 

 

EU Speed Approval Pathway:No 

FDA Speed Approval Pathway: No 

 

ABBREVIATIONS: 
AD= Androgen-deprivation 

AE= Adverse Event 

AR= Androgen receptor 

BR= Before randomization 

CT= Computed tomography 

DG= Darolutamide Group 

ECOG= Eastern Cooperative Oncology Group 

EP= End-point 

MRI= Magnetic resonance imaging 

mHSPC = Metastatic hormone-sensitive prostate 

cancer 

OS= Overall survival 

PG= Placebo Group 

pc= prostate cancer 

PR= Progesterone receptor 

Pt= Patient 

SAE= Serious adverse event 

 

Summary of clinical EFFICACY:NCT02799602 is a randomized, double-blind, placebo-controlled, multicenter phase III trial aimed to 

assess the efficacy and safety of Darolutamide in pts with mHSPC.  The eligibility criteria included pts aged >18 years with an ECOG 

score of 0 or 1. Pts had a confirmed pc, and metastases detected on bone scanning, contrast-enhanced CT, or MRI. Eligible pts had to 

be candidates for AD therapy and Docetaxel,in the investigator’s judgment. Pts were excluded if they had received AD therapy for> 

12 weeks BR, second-generation AR pathway inhibitors, chemotherapy, immunotherapy BR, or radiotherapy within two weeks BR. A 

total of 1,306 pts were randomized (1:1 ratio) to receive either Darolutamide (two 300-mg tablets twice daily) or placebo in addition 

to AD therapygiven BR and six cycles of docetaxel given after randomization. Pts continued to receiveDarolutamide or placebo until 

symptomatic progressive disease or unacceptable toxicity. 

The primary EP was OS, defined as the time from randomization until death from any cause. A total of 1,305 pts were included in the 

efficacy analysis set: the risk of death was 32.5% lower in the Darolutamide group than in the placebo group (HR= 0.68; 95% CI 0.57, 

0.80; p<0.001) [3].  

 

Summary of clinical SAFETY:A total of 1,302 pts were included in the safety analysis set. Safety data are summarized in the table 

below.  

Event Darolutamide (N= 652) Placebo (N= 650) 

Grade 3 AE 248 (38.0%) 232 (35.7%) 

Grade 4 AE 183 (28.1%) 181 (27.8%) 

AE leading to drug discontinuation 88 (13.5%) 69 (10.6%) 

SAE 292 (44.8%) 275 (42.3%) 

Death due to AEs 27 (4.1%) 26 (4.0%) 

 

Among grade 3 or 4 AEs, the most common were: Neutropenia (in 33.7% and 34.2% of pts in the DG and PG,respectively), febrile 

neutropenia (in 7.8% and 7.4% of pts in the DG and PG, respectively) and hypertension (in 6.4% and 3.2% of pts in the DG and PG, 

respectively). The most frequently reported AEs were alopecia (in 40.5% of the pts in the DGvs. 40.6% of the pts in the PG), fatigue 

(in 33.1% vs. 32.9%), and anemia (in 27.8% vs. 25.1%) [3].  

 

Ongoing studies: 

● For the same indication:Yes 

● For other indications:Yes 

Discontinued studies (for the same indication):No 
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Cost of therapy: 

The cost of Darolutamide 300 mg is 

5,351.83 € for a supply of 112 tablets 

[4]. 

 

Epidemiology:In the North-Italy pc 

affects 144.4/100,000 people every year 

[5]. 

 

POSSIBLE PLACE IN THERAPY 

Treatment of pc depends upon the stage 

of the disease. Treatment generally 

includes chemotherapy, AD therapy, 

radiotherapy, steroids and symptom 

control. 

Docetaxel chemotherapy is generally 

used for newly diagnosed mpc, while 

combined androgen blockade isnot 

offeredas first-line treatment.  Degarelix 

is an option for treating advanced HSPC 

with spinal metastases.Darolutamide in 

addition to docetaxel and ADT would 

offer an alternative treatment option for 

pts with mHSPC[6]. 

 

OTHER INDICATIONS IN DEVELOPMENT 

Adenocarcinoma, Advanced Breast 

Cancer 

 

SAME INDICATION IN EARLIER LINE(S) 

OF TREATMENT: - 

 

OTHER DRUGS IN DEVELOPMENT for 

the SAME INDICATION: No 

 

 

*Service reorganization: No 

*Possible off label use: Yes 
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