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SUMMARY

ARASENS is a phase 3 international, randomized,
double-blind, placebo-controlled trial to evaluate
the efficacy and safety of darolutamide in addition to
androgen-deprivation therapy (ADT) and docetaxel in
patients with metastatic, hormone-sensitive prostate
cancer (mHSPC).l!

Patients included had ECOG performance-status
score of 0 or 1, histologically confirmed prostate
cancer, and metastases detected on bone scanning,
contrast-enhanced computed tomography, or magnetic
resonance imaging (MRI), and were candidates for
ADT and docetaxel.

All patients received ADT (luteinizing
hormone-releasing hormone [LHRH] agonist or
LHRH antagonist or underwent orchiectomy) and
received six cycles of docetaxel (75 mg/m? on day
1 and every 21 days) initiated within 6 weeks after
randomization. Through a 1:1 randomization, either
darolutamide (600 mg twice daily with food) or
matched placebo was administered until symptomatic
disease progression, a change in antineoplastic therapy,
unacceptable toxic effects, patient or physician
decision, death, or nonadherence.

The primary endpoint was overall survival and
secondary endpoints were time to castration-resistant
prostate cancer, time to pain progression, symptomatic
skeletal event —free survival, time to first symptomatic
skeletal event, time to initiation of subsequent
systemic antineoplastic therapy, time to worsening
of disease-related physical symptoms, and time to
initiation of opioid treatment for 7 or more consecutive
days, and safety.

Six hundred and fifty-one patients were included in the
darolutamide group and 654 in the placebo group. The
overall survival at 4 years was 62.7% (95% confidence
interval [CI], 58.7-66.7) in the darolutamide group
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and 50.4% (95% CI, 46.3-54.6) in the placebo group.
Darolutamide was significantly more effective than placebo
for the first five secondary endpoints. The median treatment
duration was longer in the darolutamide group (41.0 months)
than in the placebo group (16.7 months). The incidence of
adverse events (AEs) of any grade, grade 3-5 and serious
AEs were similar in the two groups.

COMMENTS

The current first-line treatment of mHSPC includes ADT
with the addition of docetaxel or androgen antagonists such
as abiraterone, enzalutamide, or apalutamide.*!

However, ADT combined with both docetaxel and androgen
antagonists has not become the standard of care for mHSPC
due to contradictory results between the two-phase 3 trials
conducted earlier, with PEACE-1 trial showing survival
benefit for abiraterone in combination with ADT and
docetaxel while subgroup analysis of ENZAMET trial not
showing the benefit of enzalutamide in combination with
ADT and docetaxel.**

Darolutamide is a novel androgen-receptor blocker
with low blood—brain barrier penetration, approved by
the Food and Drug Administration for nonmetastatic
hormone-resistant prostate cancer (MO castrate-resistant
prostate cancer [CRPC]) along with ADT.[® Both the NCCN
and EAU guidelines recommend darolutamide in setting of
MO CRPC, based on the ARAMIS trial.*3”! In the ARAMIS
trial, metastasis-free survival was almost 2 years longer
and the risk of death was 31% lower with darolutamide
than with placebo and the incidence of AEs was similar for
darolutamide and placebo. However, no phase 3 trial has yet
evaluated darolutamide in the setting of metastatic prostate
cancer, whether hormone-sensitive or hormone-resistant.

In the present ARASENS trial, darolutamide significantly
improved overall survival in patients started on ADT and
docetaxel, even in the setting of subsequent treatment in the
placebo group. It was associated with a 32.5% reduction in
the risk of death. There was no difference in the incidence
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of reported AEs between treatment arms. Darolutamide has
lower AEs such as fatigue, falls, and fractures compared with
previous third-generation ARIs. As it does not penetrate
blood-brain barrier, no central nervous system AEs, such
as seizures, have been reported thus far.®

Large sample size along with an extended follow-up period is
strength of this trial leading to robust statistical analysis with
the darolutamide group having significantly better outcomes
across most of the endpoints compared to the control
group. However, it has a few limitations too. Subgroup
analysis was not performed in this trial. Furthermore,
darolutamide with ADT (not including docetaxel) was not
evaluated as a treatment option for mHSPC. This trial did not
include patients with poor performance status (ECOG 2 or
more), which form a major portion of mHSPC patients.
Furthermore, darolutamide with ADT for patients ineligible
for docetaxel for mHSPC patients has not been evaluated
yet in a trial.

Darolutamide is prohibitively expensive at present with
monthly cost of therapy exceeding [15 lakhs and is not readily
available and so, it may not yet be considered the standard of
care in a developing country like India. However, this trial
has confirmed the survival benefit of adding darolutamide to
the standard regimen of ADT and docetaxel and if the cost
of this drug is reduced, this triple combination therapy may
become the next standard of care in coming years.

REFERENCES

1. Smith MR, Hussain M, Saad F, Fizazi K, Sternberg CN, Crawford ED, et al.
Darolutamide and survival in metastatic, hormone-sensitive prostate
cancer. N Engl ] Med 2022;386:1132-42.

2. Cornford P, van den Bergh RCN, Briers E, Van den Broeck T,
Cumberbatch MG, De Santis M et al. EAU-EANM-ESTRO-ESUR-SIOG
Guidelines on Prostate Cancer. Part 11-2020 Update: Treatment
of Relapsing and Metastatic Prostate Cancer. Eur Urol. 2021 Feb;
79 (2):263-282. doi: 10.1016/j.eururo. 2020.09.046.

3. National Comprehensive Cancer Network Clinical Practice Guidelines in
Oncology. Prostate Cancer (Version 3.2022). Available from: http:/www.
nccn.org/professionals/physician_gls/pdf/prostate.pdf. [Last accessed

Indian Journal of Urology, Volume 38, Issue 3, July-September 2022

Kumar: Analysis for ARASENS trial

on 2022 Jan 10].

4.  Fizazi K, Foulon S, Carles J, Roubaud G, McDermott R, Fléchon A
et al. Abiraterone plus prednisone added to androgen deprivation
therapy and docetaxel in de novo metastatic castration-sensitive
prostate cancer (PEACE-1): a multicentre, open-label, randomised,
phase 3 study with a 2 X 2 factorial design. Lancet. 2022 Apr 30;399
(10336):1695-1707. doi: 10.1016/S0140-6736(22)00367-1.

5.  Davis ID, Martin AJ, Stockler MR, Begbie S, Chi KN, Chowdhury S, et al.
Enzalutamide with standard first-line therapy in metastatic prostate
cancer. N Engl ] Med 2019;381:121-31.

6. Available from: https:/www.fda.gov/drugs/resources-information-
approved-drugs/fda-approves-darolutamide-non-metastatic-castration-
resistant-prostate-cancer. [Last accessed on 2022 Jan 10].

7.  Fizazi K, Shore N, Tammela TL, Ulys A, Vjaters E, Polyakov S, et al.
Darolutamide in nonmetastatic, castration-resistant prostate cancer.
N Engl ] Med 2019;380:1235-46.

8.  Crawford ED, Stanton W, Mandair D. Darolutamide: An evidenced-based
review of its efficacy and safety in the treatment of prostate cancer.
Cancer Manag Res 2020;12:5667-76.

This is an open access journal, and articles are distributed under the terms of
the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License,
which allows others to remix, tweak, and build upon the work non-commercially,
as long as appropriate credit is given and the new creations are licensed under
the identical terms.

Received: 08.03.2022, Accepted: 20.05.2022, Published: 01.07.2022
Financial support and sponsorship: Nil.

Conflicts of interest: There are no conflicts of interest.

Access this article online

Quick Response Code:

Website:

www.indianjurol.com

DOI:
10.4103/iju.iju_81_22

How to cite this article: Kumar N. ARASENS trial: Should darolutamide
now be added to androgen-deprivation therapy and docetaxel in patients
with metastatic, hormone-sensitive prostate cancer? Indian J Urol
2022;38:238-9.

239



