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Substance: 
enzalutamide 
 
Brand Name: 
Xtandi® 
 
Originator/license: 
Astellas Pharma 
Europe B.V. 
 
Classification: NI 
 
ATC code:L02BB04 
 
Orphan Status: 
Eu :No 
Us: No 
 
Mechanism of 
action: 
enzalutamide 
competitively 
inhibits androgen 
binding to 
androgen 
receptors, and 
consequently 
inhibits nuclear 
translocation of 
activated receptors 
and its association 
with DNA. As a 
result, 
enzalutamide 
treatment 
decreases the 
growth of prostate 
cancer cells and 
can induce cancer 
cell death and 
tumor regression 
[1]. 

Authorized Indication: 
EMA: enzalutamide is indicated for the 
treatment of adult men with mHSPC in 
combination with ADT. [2] 
 
FDA: enzalutamide is indicated for the 
treatment of pts with metastatic 
castration-sensitive prostate cancer [3]. 
 
Route of administration: OS 
 
Licensing status 
EU CHMP P.O. date:25/03/2021 
FDA M.A. date:16/12/2020 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: Yes 
 
----- 
ABBREVIATIONS: 
AEs: Adverse Events 
ADT: Androgen Deprivation Therapy 
CHMP: Committee for Medicinal 
Products for Human Use 
CI: Confidence interval 
HR: Hazard Ratio 
ICR: Independent Central Review 
LHRH: Luteinizing Hormone Releasing 
Hormone 
M.A.: Marketing Authorization 
mHSPC: metastatic Hormone-Sensitive 
Prostate Cancer 
os: oral administration 
PCWG2: Prostate Cancer Clinical Trials 
Working Group 2 
P.O.: Positive Opinion 
pts: patients 
rPD: radiographic Progression Disease 
rPFS: radiographic Progression-Free 
Survival  
SoC: Standard of Care 
vs.: versus 

Summary of clinical EFFICACY: 
ARCHES (NCT02677896): multinational, double-blind, randomized, placebo-controlled, phase III trial. 
Eligible pts were adult males with hormone-sensitive metastatic prostate adenocarcinoma, either de novo 
or after recurrence after prior local therapy. Pts (n=1,150) were centrally randomized 1:1 to enzalutamide 
(160 mg/day) + ADT (n = 574) or placebo + ADT (n = 576), stratified by disease volume and prior docetaxel 
chemotherapy for prostate cancer. Treatment continued until occurrence of unacceptable toxicity, 
radiographic progression or initiation of an investigational agent or new prostate cancer therapy. 
The primary endpoints were:  
1.  rPFS* based on ICR of bone scan according to PCWG2 criteria (max. duration 26.6 months); 
2. rPFS* based on ICR of bone scan according to protocol assessment criteria (max. duration 26.6 months). 
Enzalutamide + ADT reduced the risk of rPD or death vs. placebo + ADT by 61% (HR, 0.39; 95% CI, 0.30 to 
0.50; p<.001) [4 - 6]. 
 
Summary of clinical SAFETY: 
Drug-related serious AEs were reported in 3.8% of the enzalutamide + ADT group and 2.8% of the placebo 
+ ADT group, respectively. Grade 3 or 4 AEs were observed in 23.6% of enzalutamide + ADT arm vs. 24.7% 
of placebo + ADT arm, with no unexpected AEs. The most common grade >3 AEs were hypertension (3.3% 
in enzalutamide + ADT group vs. 1.7% in placebo + ADT group), asthenia (1% enzalutamide + ADT group vs. 
0.5% placebo + ADT group), back pain (0.9% enzalutamide + ADT group vs. 0.5% placebo + ADT group), 
fatigue (0.9% enzalutamide + ADT group vs. 1.0% placebo + ADT group)[4 - 6]. 
 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: Yes 

[Phase III, but if it is an O/OE drug, also Phase II] 
 
Discontinued studies (for the same indication):No 
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Cost of therapy: 
The Italian price for enzalutamide (112 tablets, 
40mg) is 5,619.83 €.  
The cost of the monthly therapy with 
enzalutamide (160 mg/day) is 6,021.60 € [7]. 
 
Epidemiology: 
In Italy, prostatic carcinoma is currently the 
most frequent neoplasm among men, and 
represents more than 20% of all tumors 
diagnosed around the 50

th
 year of age. The 

largest proportion of pts has to be found in 
the North of the country (1,428 cases per 
100,000 inhabitants in the Northwest and 
1,395 in the Northeast, respectively) 
compared to the Center (1,015) and the South 
(588)[8]. 
----- 
POSSIBLE PLACE IN THERAPY 
First-line treatment for mHSPC is ADT, which   
include   surgical   castration (bilateral 
orchidectomy) and medical castration using 
LHRH agonists and antagonists. 
The addition of docetaxel to ADT has become 
SoC for pts with high-risk mHSPC. Abiraterone 
+ prednisone in addition to ADT has emerged 
as an alternative SoC to docetaxel + ADT [8 - 
9]. 
 
OTHER INDICATIONS IN DEVELOPMENT: 
Breast Cancer; Ovarian Cancer; COVID-19; 
Salivary Cancer [10]. 
 
SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: - 
 
OTHER DRUGS IN DEVELOPMENT for the 
SAME INDICATION: darolutamide + ADT; 
apalutamide + ADT; nivolumab + docetaxel + 
ADT [11]. 
 
*Service reorganization Y/N: No 
*Possible off label use Y/N: Yes 

*rPFS was calculated as the time from the date of randomization to the first objective evidence of rPD at any time or death up to 24 weeks after study drug discontinuation without documented radiographic progression, 

whichever occurred first. 
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