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 Comparable Products   Preferred Drug List Status 
Erleada                Recommended with Conditions  
Xtandi     Recommended with Conditions 
     
      

Pharmacology/Usage:   Darolutamide, the active ingredient of Nubeqa®, is an androgen receptor (AR) inhibitor. It 
competitively inhibits androgen binding, AR nuclear translocation, and AR-mediated transcription. Darolutamide 
decreased prostate cancer cell proliferation in vitro and tumor volume in animal models of prostate cancer.  

Indication:  For the treatment of patients with non-metastatic castration resistant prostate cancer (nmCRPC) 

There is no pregnancy category for this medication; however, the risk summary indicates that the safety and efficacy 
of Nubeqa® have not been established in females. Based on its mechanism of action, Nubeqa® can cause fetal harm 
and loss of pregnancy. There are no human data on the use in pregnant females. Based on the mechanism of action, 
advise male patients with female partners of reproductive potential to use effective contraception during treatment 
and for 1 week after the last dose of Nubeqa®. The safety and efficacy of use in the pediatric population have not 
been established.    

Dosage Forms:    Film-Coated Tablets: 300mg 

Recommended Dosage:  The safety and efficacy of Nubeqa® have not been established in females.  

Take 600mg PO BID with food. Patients receiving Nubeqa® should also receive a gonadotropin-releasing hormone 
(GnRH) analog concurrently or should have had a bilateral orchiectomy.  If a patient experiences a ≥ Grade 3 toxicity 
or an intolerable adverse reaction, withhold dosing or reduce to 300mg BID until symptoms improve. Then the 
treatment may be resumed at a dose of 600mg BID. Dose reduction below 300mg BID is not recommended. 

Dose reductions are not required with mild to moderate renal impairment; however, dose reduction is 
recommended with severe renal impairment (decrease to 300mg BID). The effect of end stage renal disease on 
darolutamide pharmacokinetics is not known. Dose reductions are not required with mild hepatic impairment; 
however, a dose reduction is recommended for moderate hepatic impairment (decrease to 300mg BID). The effect 
of severe hepatic impairment on darolutamide pharmacokinetics is not known. 

Drug Interactions:   Concomitant use of Nubeqa® with a combined P-gp and strong or moderate CYP3A4 inducer 
decreases darolutamide exposure. Avoid concomitant use of Nubeqa® with combined P-gp and strong or moderate 
CYP3A4 inducers. Concomitant use of Nubeqa® with a combined P-gp and strong CYP3A4 inhibitor increases 
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darolutamide exposure. Thus, monitor patients more frequently for Nubeqa® adverse reactions and modify 
Nubeqa® dosage as needed.  

Nubeqa® is an inhibitor of BCRP transporter. Concomitant use of Nubeqa® increases the AUC and Cmax of BCRP 
substrates, which may increase the risk of BCRP substrate-related toxicities. Avoid the concomitant use of Nubeqa® 
with drugs that are BCRP substrates where possible. If used together, monitor patients more frequently for adverse 
reactions and consider dose reduction of the BCRP substrate drug. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Nubeqa®) minus reported % incidence for placebo for all grades. Please note that an incidence of 0% means the 
incidence was the same as or that the active drug was less than placebo. The most frequently reported adverse 
events included fatigue (5%), pain in extremity (3%), and rash (2%). Laboratory abnormalities included neutrophil 
count decreased (11%), AST increased (9%), and bilirubin increased (9%). 

Contraindications:     There are currently no contraindications listed with this product. 

Manufacturer:   Bayer Healthcare Pharmaceuticals 

Analysis:  The safety and efficacy of Nubeqa® were assessed in a multicenter, randomized, double-blind, placebo-
controlled study (ARAMIS; N=1509) that included adults with non-metastatic castration resistant prostate cancer 
with a prostate-specific antigen doubling time (PSADT) of ≤10 months. Patients with a history of seizures were not 
excluded. Treatment was continued until radiographic disease progression, unacceptable toxicity, or withdrawal. All 
patients received a GnRH analog concurrently or had a bilateral orchiectomy. The median age of included adults was 
74 years, and 9% were ≥85 years of age. In addition, most were white (79%) and most (73%) had a Gleason score of 
≥7 at diagnosis. The median PSADT was 4.5 months. All patients had an Eastern Cooperative Oncology Group 
Performance Status (ECOG PS) score of 0 or 1 at study entry. In addition, 73% of patients received prior treatment 
with an anti-androgen (bicalutamide or flutamide). 

The main efficacy endpoint was metastasis free survival (MFS), defined as the time from randomization to the time 
of the first evidence of blinded independent central review (BICR)-confirmed distant metastasis or death from any 
cause within 33 weeks after the last evaluable scan, whichever occurred first. Distant metastasis was defined as new 
bone or soft tissue lesions or enlarged lymph nodes above the aortic bifurcation. Overall survival (OS) and time to 
pain progression were other endpoints. 

Results suggested that treatment with Nubeqa® resulted in a statistically significant improvement in MFS compared 
to placebo. MFS results were consistent across patient subgroups for PSADT (≤6 months or ˃6 months) or prior use 
of bone-targeting agents (yes or no). In addition, overall survival data were not mature at the time of the final MFS 
analysis (57% of the required number of events). Locoregional-only progression occurred in 6% of patients overall. 
Results can be seen in the table below, which was adapted from the prescribing information. 

 Nubeqa® 
(N=955) 

Placebo 
(N=554) 

Metastasis-free survival 

Number of events (%) 221 (23%) 216 (39%) 

Median, months 40.4 18.4 

HR; p-value 0.41; p˂0.0001 

The MFS result was supported by a delay in time to pain progression, defined as at least a 2-point worsening from 
baseline of the pain score on the Brief Pain Inventory-Short Form or initiation of opioids, in patients treated with 
Nubeqa® as compared with placebo. Pain progression was reported in 28% of all patients. 
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Place in Therapy:  Nubeqa® is an oral androgen receptor inhibitor indicated for the treatment of patients with non-
metastatic castration resistant prostate cancer. Patients receiving Nubeqa® should also receive a gonadotropin-
releasing hormone (GnRH) analog concurrently or should have had a bilateral orchiectomy. In a clinical trial, 
treatment with Nubeqa® resulted in a statistically significant improvement in metastasis free survival as compared 
to placebo. 

It is recommended that Nubeqa® should be Non-Recommended with Conditions in order to confirm the appropriate 
diagnosis and clinical parameters for use. 

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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