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Abstract

Metastatic prostate cancer accounts for 8% of all prostate cancer cases in the United States and has an estimat-
ed 5-year survival rate of 34%. Androgen-deprivation therapy (ADT) is the cornerstone of treatment for men with
metastatic hormone-sensitive prostate cancer (HSPC), but there has been a recent focus on early treatment in-
tensification through dual- or triple-therapy approaches, which have shown substantial survival benefit compared
with ADT alone. Darolutamide, a distinct androgen receptor inhibitor, is the latest treatment for men with metastat-
ic HSPC. In the Darolutamide in Addition to Standard Androgen Deprivation Therapy and Docetaxel in Metastatic
Hormone-Sensitive Prostate Cancer (ARASENS) trial (ClinicalTrials.gov identifier NCT02799602), darolutamide

in combination with ADT and docetaxel reduced the risk of death by 32.5% (P<.001) compared with ADT plus
docetaxel in men with metastatic HSPC. The most recent National Comprehensive Cancer Network guidelines
(20283) support the use of triple-therapy regimens for men with high-volume metastatic HSPC, but concerns about
the side effects of the short-term chemotherapy component of this regimen necessitate a comprehensive ap-
proach to providing supportive care to ensure that patients are willing to begin and remain on treatment. Effective
management should involve a well-informed multidisciplinary team with patient education and support to ensure
optimal treatment outcomes. Here, we review the results of the ARASENS trial and consider the implications for
the management of metastatic HSPC. By showing a statistically significant reduction in risk of death, triple thera-
py combining darolutamide with ADT and docetaxel has emerged as a new treatment modality that may help men
with metastatic HSPC achieve prolonged survival while maintaining an acceptable quality of life.
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rostate cancer (PCa) is the second-leading

cause of cancer-related deaths among men in

the United States, with an incidence of 128 per
100000 men in 2020."8 It is estimated that 299010
new cases will be diagnosed in 2024.° Prostate
cancer usually presents at an early stage and often
follows an indolent course, but approximately
one-third of men with localized disease experience
disease progression and metastasis.*® Moreover, a
small percentage of men present with de novo (newly
diagnosed) metastatic PCa, and this proportion has
increased over the past 20 years.?® Overall, meta-
static PCa accounts for 8% of PCa cases.” For men
with metastatic PCa, the 5-year survival rate is 34%.”

The mainstay of treatment for metastatic
hormone-sensitive PCa (HSPC) involves achieving
castration levels of testosterone (<50 ng/mL)%°
through surgery (bilateral orchidectomy) or andro-
gen-deprivation therapy (ADT).'>™ There has been

a recent focus on early treatment intensification
through combination therapy for men with metastatic
HSPC."°12 Although ADT remains the cornerstone of
treatment, studies have shown that the addition of a
second-generation androgen receptor signaling inhib-
itor (ARSI) alone or with docetaxel chemotherapy (dual
and triple therapy, respectively) confers a substantial
survival benefit compared with ADT monotherapy.'®
Dual therapy typically involves combining stan-

dard ADT with either docetaxel or an ARSI such as
abiraterone, enzalutamide, or apalutamide, although
the ADT-docetaxel combination is no longer consid-
ered the standard of care. Triple therapy involves the
combination of ADT and docetaxel with the addition
of an ARSI, such as abiraterone or darolutamide.

Darolutamide is a potent and structurally distinct ARSI
approved for the treatment of metastatic HSPC by the
US Food and Drug Administration in August 20221416
In the Darolutamide in Addition to Standard Androgen
Deprivation Therapy and Docetaxel in Metastatic
Hormone-Sensitive Prostate Cancer (ARASENS) trial
(ClinicalTrials.gov identifier NCT02799602), darolut-
amide added to ADT with docetaxel reduced the risk
of death by 32.5% (hazard ratio [HR], 0.68 [95% ClI,
0.57-0.80]; P<.001) vs ADT with docetaxel in men
with metastatic HSPC."7
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SUMMARY OF MAIN POINTS

* In the ARASENS trial, darolutamide in combination with
ADT and docetaxel substantially reduced the risk of
death compared with ADT and docetaxel in men with
metastatic HSPC.

+ The most recent National Comprehensive Cancer
Network guidelines support the use of triple-therapy regi-
mens for men with high-volume metastatic HSPC.

» Multidisciplinary care alongside patient education and
support are important to ensure that patients are willing
to begin and remain on the chemotherapy component of
the regimen and achieve optimal treatment outcomes,
including prolonged survival, while maintaining an
acceptable quality of life.

+ Clinicians can consider darolutamide in combination
with ADT and docetaxel as a viable treatment option for
patients with metastatic HSPC.

ABBREVIATIONS
ADT androgen deprivation therapy
AE adverse event

ARANOTE  Darolutamide in Addition to ADT Versus ADT in
Metastatic Hormone-sensitive Prostate Cancer

ARASENS  Darolutamide in Addition to Standard Androgen
Deprivation Therapy and Docetaxel in
Metastatic Hormone-Sensitive Prostate Cancer

ARSI androgen receptor signaling inhibitor

CHAARTED Chemo-Hormonal Therapy Versus Androgen
Ablation Randomized Trial for Extensive
Disease Prostate Cancer

CRPC castration-resistant prostate cancer
HR hazard ratio
HSPC hormone-sensitive prostate cancer

LATITUDE  Study of Abiraterone Acetate Plus Low-Dose
Prednisone Plus Androgen Deprivation Therapy
(ADT) Versus ADT Alone in Newly Diagnosed
Participants With High-Risk, Metastatic
Hormone-Naive Prostate Cancer

oS overall survival
PCa prostate cancer

PEACE1 Phase Il Study for Patients With Metastatic
Hormone-naive Prostate Cancer

Metastatic HSPC is increasingly managed under a
shared care model between urology and oncology
specialists. This review describes the results of the
ARASENS trial and the implications for care of men
with metastatic HSPC to support oncologists’ and
urologists’ clinical decision-making.
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Evolving Treatment Landscape
for Men With Metastatic HSPC

The treatment landscape of metastatic HSPC

has evolved substantially over the past decade,

with several therapeutic options beyond ADT. As

the number of treatment options has increased,
disease stratification in metastatic HSPC has gained
increasing importance for assessing prognosis

and guiding treatment decisions. Stratification is
based on factors such as disease burden (number
and location of metastases), timing of metastases,
prostate-specific antigen levels, Gleason score, and
performance status.®??> More recently, there has been
interest in the use of genomic predictors of outcomes,
with studies showing that variations in genes such

as TP53, RB1, and PTEN are associated with a poor
prognosis.?*?* The current National Comprehensive
Cancer Network guidelines encourage the use

of ADT plus docetaxel in combination with either
abiraterone or darolutamide for men with high-volume
disease suitable for chemotherapy (Figure 1).2° The
Chemohormonal Therapy Versus Androgen Ablation

Randomized Trial for Extensive Disease in Prostate
Cancer (CHAARTED) criteria define high-volume
disease as the presence of visceral metastases

or 4 or more bone lesions, with at least 1 beyond

the vertebral bodies and pelvis.™ Results from the
CHAARTED study demonstrated that men with high-
volume disease achieved a statistically significant
improvement in overall survival (OS) with the addition
of docetaxel to ADT. The criteria from the Study of
Abiraterone Acetate Plus Low-Dose Prednisone Plus
Androgen Deprivation Therapy (ADT) Versus ADT
Alone in Newly Diagnosed Participants With High-
Risk, Metastatic Hormone-Naive Prostate Cancer
(LATITUDE; ClinicalTrials.gov identifier NCTO1715285)
define high-risk disease as the presence of 2 or more
of the following 3 factors: a Gleason score of 8 or
higher, 3 or more bone lesions, and the presence

of measurable visceral metastasis.' The LATITUDE
study enrolled men with de novo high-risk metastatic
HSPC and demonstrated that these patients derived
substantial benefit from dual therapy with abiraterone
or prednisone plus ADT. Notably, studies have shown
a partial concordance (87 %) between the LATITUDE
and CHAARTED criteria.262"

Metastatic HSPC diagnosis

Disease stratification

Low-volume metastatic HSPC

l

Treatment options: Radiotherapy
with ADT or dual therapy

!

High-volume metastatic HSPC

l

Treatment options: Radiotherapy
or preferably triple therapy with
darolutamide or abiraterone

Figure 1. Treatment landscape in metastatic HSPC. The figure is based on the latest National Comprehensive Cancer Network treatment

guidelines for patients with prostate cancer.”

Abbreviations: ADT, androgen-deprivation therapy; HSPC, hormone-sensitive prostate cancer.
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CURRENT CLINICAL PRACTICE: A
COLLABORATION BETWEEN UROLOGY AND
ONCOLOGY

The treatment pathway for men with metastatic
HSPC can vary widely between community and
academic settings.?®3" Historically, academic medical
centers have typically offered a wide range of special-
ized services, including comprehensive consulting
and supportive care services, advanced treat-

ments, and access to clinical trials and involvement
in research.®"%2 Academic settings often see more
patients than other settings, including those with
complex medical conditions. Moreover, academic
settings have well-established coordination systems,
with multidisciplinary teams and access to subspe-
cialties.® Academic centers are often located in urban
areas, however, posing geographic barriers for some
patients.® Conversely, community settings focus on
providing primary care and a broad range of general
services to a local population, offering greater acces-
sibility and convenience and potentially reducing
patients’ travel and logistic challenges.®' These
settings also enable the establishment of long-term
patient-physician relationships, thereby fostering a
personalized approach to care. Community settings
may also have more limited resources and greater
reliance on external referrals to access special-

ized care.®! In addition, the integration of advanced
practice professionals and specialist nurses varies
between practice types. More recently, large commu-
nity-based urology groups have developed centers
of expertise, providing a greater range of specialized
cancer care, particularly through the use of advanced
oncolytic agents. Collaborative efforts between
community and academic settings, including referral
systems and shared decision-making, can contribute
to optimal patient care and treatment outcomes for
men with metastatic HSPC.3"34

CO-MANAGEMENT OF DE
NOVO METASTATIC HSPC BY A
MULTIDISCIPLINARY TEAM

The management of de novo metastatic HSPC —
where cancer has already metastasized at the
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time of initial diagnosis—requires a comprehensive
approach involving a multidisciplinary team of health
care professionals.-3" This approach ensures that
patients receive a holistic approach to their care.

The multidisciplinary team may include urologists,
medical oncologists, radiation oncologists, pathol-
ogists, diagnostic radiologists, advanced practice
professionals, nurse navigators, and other specialists
working collaboratively to determine the most suitable
treatment plan for each patient.®6 By taking advan-
tage of the expertise of various specialists, the team
can better diagnose and stage the disease and can
make informed decisions about optimal treatment
selection as well as treatment sequencing and timing,
leading to improved patient outcomes and quality of
life.3” An important part of the collaborative approach
is for all multidisciplinary team members to have the
necessary knowledge and confidence to help patients
to choose the right treatment option and effectively
manage their subsequent care.

Darolutamide Clinical
Development

Darolutamide, developed by Orion Pharma and Bayer
Healthcare Pharmaceuticals, is the latest treatment
for metastatic HSPC. It is an androgen receptor
antagonist that competitively inhibits androgens from
binding to their receptors, thus inhibiting receptor
nuclear translocation and transcriptional activity. This
inhibition leads to a decrease in PCa cell proliferation
and tumor volume.®

Darolutamide is structurally distinct from apalutamide
and enzalutamide, with greater flexibility and higher
polarity. In competitive androgen receptor binding
assays, darolutamide showed tighter binding to the
androgen receptor than apalutamide or enzalut-
amide.® The greater flexibility, higher polarity, and
greater hydrogen bond-forming potential of darolut-
amide are associated with low blood-brain barrier
penetration.®*4° Low penetration of the blood-brain
barrier may lead to a low potential for central nervous
system-related adverse effects.*'*? In preclin-

ical trials, darolutamide showed statistically signifi-
cantly lower penetration of the blood-brain barrier
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(2%-4%) than apalutamide (29.3%) and enzalut-
amide (18.8%).'94%44 The preclinical and early-phase
Safety and Pharmacokinetics Study of ODM-201 in
Castrate Resistant Prostate Cancer (ARADES) trials
(ClinicalTrials.gov identifiers NCT01317641 [original
trial] and NCT01429064 [12-week follow-up]) demon-
strated antitumor activity and a favorable safety profile
for darolutamide in men with metastatic castra-
tion-resistant PCa (CRPC).**#¢ Similarly, the phase

1 Bioavailability Study of ODM-201 in Subjects With
metastatic Chemotherapy-naive Castration-resistant
Prostate Cancer (ARAFOR) trial (ClinicalTrials.gov
identifier NCTO1784757), which investigated the long-
term safety and tolerability of darolutamide in men
with metastatic CRPC, reported a favorable safety
and tolerability profile for darolutamide.*” The phase 3
Efficacy and Safety Study of Darolutamide (ODM-201)
in Men With High-risk Non-metastatic Castration-
resistant Prostate Cancer (ARAMIS) trial (ClinicalTrials.
gov identifier NCT02200614) investigated the effi-
cacy of darolutamide and showed improvement in
metastasis-free survival compared with placebo for
men with nonmetastatic CRPC and a rapid pros-
tate-specific antigen doubling time.*® The ARASENS
trial was an international, randomized, double-blind,
placebo-controlled, phase 3 trial in men with meta-
static HSPC. The results showed that the combina-
tion of darolutamide, ADT, and docetaxel increased
OS compared with ADT and docetaxel alone in this
patient population.'”

DAROLUTAMIDE IN THE MANAGEMENT OF
METASTATIC HSPC

The combination of darolutamide, ADT, and docetaxel
offers complementary mechanisms of action. As an
ARSI with high binding affinity and selectivity for the
androgen receptor, darolutamide prevents androgen
receptor signaling,’ ADT reduces the production of
androgens,“® and docetaxel inhibits microtubule func-
tion and disrupts cell division.®® The synergistic effects
of these agents can lead to a more comprehensive
and effective suppression of PCa cell growth.

Results from the ARASENS trial demonstrated that
the addition of darolutamide to ADT and docetaxel

statistically significantly increased OS in men with
metastatic HSPC.'” Moreover, the similar frequen-
cies of adverse events (AEs) in the darolutamide and
placebo groups suggest that the treatment has an
acceptable risk-benefit profile. A post hoc analysis

of ARASENS reported the impact of disease volume
and risk on efficacy and safety outcomes in men with
metastatic HSPC.*' High-volume disease was defined
according to the CHAARTED definition, and high-
risk disease was defined according to the LATITUDE
definition. Darolutamide increased OS compared
with placebo in men with high-volume disease (HR,
0.69 [95% ClI, 0.57-0.82]), high-risk disease (HR,
0.71 [95% ClI, 0.58-0.86)), and low-risk disease (HR,
0.62 [95% ClI, 0.42-0.90)), and results in the small
subgroup of men with low-volume disease (HR,

0.68 [95% Cl, 0.41-1.13]) also suggested a survival
benefit for darolutamide. Across all subgroups, bene-
fits of darolutamide were observed in terms of time
to CRPC and subsequent systemic antineoplastic
therapy.®' It is important to note that these trials
administered 6 cycles of docetaxel, but darolutamide
and ADT were administered over a 4-year period.
Most of the AEs observed in the ARASENS study
were the result of known toxicities associated with
docetaxel treatment and were generally transient and
manageable.!”:5!

The application of triple therapy (darolutamide plus
ADT and docetaxel) has benefits for clinical practice,
including expansion of the treatment options available
for men with metastatic HSPC. This expansion allows
more tailored approaches to individual patients.
Overall, the trial results for darolutamide have notable
implications for real-world clinical practice and
support the use of darolutamide in combination with
ADT and docetaxel as a potential new standard of
care for men with metastatic HSPC.2%%2

Clinical Considerations for
Triple Therapy

Health care professionals often use shared deci-
sion-making to tailor treatment plans and provide
therapies for metastatic HSPC based on the

Reviews in Urology | 2024, Vol 23, Issue 3
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Table 1. Dual and Triple Combination Therapies for Patients With Metastatic HSPC

Prior or Overall survival
background docetaxel benefit (hazard
Study Patient population Intervention treatment ratio; 95% Cl)
GETUG-15™** Chemotherapy naive ADT + docetaxel (upto 9 None Dual therapy
cycles of 75 mg/m’) vs ADT (0.88; 0.68-1.14)
CHAARTED™** Chemotherapy naive ADT + docetaxel (6 cycles of None Dual therapy
75 mg/mz) vs ADT (0.72; 0.59-0.89)
STAMPEDE Newly diagnosed, metastatic, node- ADT + docetaxel (6 cycles of None Dual therapy
(subgroup M1)*™**" positive, or high-risk locally advanced 75 mg/m’) vs ADT (0.76: 0.62-0.92)
PCa or high-risk relapsing PCa previously
treated with surgery or radiation therapy
LATITUDE® Newly diagnosed, high-risk disease ADT + abiraterone 1 gand ~ None Dual therapy
prednisone 5 mg daily vs ADT (0.66; 0.56-0.78)
STAMPEDE-G Newly diagnosed, metastatic, node- ADT + abiraterone 1 gand ~ None Dual therapy
(subgroup M1)58 positive, or high-risk locally advanced prednisone 5 mg daily vs ADT (0.61; 0.49-0.75)
PCa or high-risk, relapsing PCa previously
treated with surgery or radiation therapy
TITAN® Broad metastatic HSPC population ADT + apalutamide 240 mg  n=113 (11%) Dual therapy
daily vs ADT Prior (<6 cycles) (0.61; 0.50-0.76)
Triple therapy
(1.12; 0.59-2.12)
ENZAMET” Broad metastatic HSPC population ADT + enzalutamide 160 mg n=503 Dual therapy
daily vs ADT Prior (<2 cycles; 16%), (0.53; 0.37-0.75)
concomitant (75 mg/mz, Triple therapy
6 cycles; 71%) (0.90; 0.62-1.31)
ARCHES™*®"* De novo or recurrent metastatic HSPC ADT + enzalutamide 160 mg  n=205 (18%) Dual therapy
daily vs ADT Prior (0.66; 0.53-0.81)
(1-5 cycles, n=25; Triple therapy
6 cycles, n=180) (0.74; 0.46-1.20)
PEACEL® De novo metastatic HSPC ADT + docetaxel (75 mg/ None Triple therapy
mz) + abiraterone 1 g and (0.75; 0.59-0.95)
prednisone 5 mg daily vs ADT
+ docetaxel (75 mg/mz)
ARASENS" De novo or recurrent metastatic HSPC ADT + docetaxel + None Triple therapy

darolutamide 600 mg twice
daily vs ADT + docetaxel

(0.68; 0.57-0.80)

Abbreviations: ADT, androgen-deprivation therapy; HSPC, hormone-sensitive prostate cancer; PCa, prostate cancer.
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Table 2. Parameters That Influence Treatment Decisions in
Metastatic Hormone-Sensitive Prostate Cancer

Disease-related factors Patient-related factors Drug-related factors

Risk status Performance status Drug-drug interactions
Disease volume Symptoms Costs

Timing of metastases ~ Comorbidities Access to treatment
Sites of metastases Quality of life

Genomic markers Preferences

individual characteristics and disease burden of
patients. Traditionally, ADT monotherapy has been the
standard treatment for metastatic HSPC, but several
recent clinical trials have shown that combination
therapy confers substantial survival benefit compared
with ADT alone (Table 1). More recently, following

the results of the Phase Il Study for Patients With
Metastatic Hormone-naive Prostate Cancer (PEACET;
ClinicalTrials.gov identifier NCT01957436) and
ARASENS trials, the National Comprehensive Cancer
Network guidelines were updated to support the use
of triple-therapy regimens for men with high-volume,
metastatic HSPC.

A wide range of disease-, patient-, and drug-related
factors must be taken into account when one is
considering therapy for metastatic HSPC (Table 2).
Key disease-related factors include risk status,
volume, timing of metastases, and genomics. For
example, men with high-volume, high-risk metastatic
HSPC have been reported to benefit more from
triple therapy than do men with low-volume, low-risk
disease.?'8% Core patient-related factors include
performance status, symptoms, and comorbidities
as well as any treatment preferences the patient
expresses. Factors such as the presence of an
active infection; preexisting neuropathy, which may
worsen with chemotherapy®; and heart failure,
where chemotherapy-induced fluid retention® can
exacerbate the condition, warrant caution when
starting the chemotherapy treatment.®%¢7 In addition,
patients with an existing fistula or who are at high risk
of developing it, patients with a high risk of infection,
and patients with liver or lung disease may not be

suitable for chemotherapy.6”%° Individual assessment,
considering overall health and the potential benefits
and risks, is essential in determining whether
chemotherapy is appropriate for an individual patient.
Therefore, close collaboration between patients and
clinicians is essential to making informed treatment
decisions.

MANAGING CONCERNS ABOUT
CHEMOTHERAPY FOR METASTATIC HSPC

Docetaxel binds to microtubules, causing cell-cycle
arrest and apoptosis.®® This analog of paclitaxel was
first approved by the Food and Drug Administration
in May 1996.5" Since then, it has been used widely
in various chemotherapy regimens, contributing

to improved outcomes for patients with a variety

of malignancies. The CHAARTED trial investigated
the combination of ADT with 6 cycles of docetaxel
vs ADT alone in men with metastatic HSPC. The
combination increased OS by a median of 10.4
months (HR, 0.72 [95% ClI, 0.59-0.89]; P=.0018)."®
Several other trials have also validated the efficacy
of docetaxel directly®® or indirectly®37 in men with
metastatic HSPC. Because the evidence supporting
the use of docetaxel in metastatic HSPC is derived
primarily from clinical trials, however, clinicians may
have reservations about translating the trial results to
real-world practice.

Historically, the most worrisome aspect of docetaxel
and chemotherapeutic drugs for patients has gener-
ally been the side effects, including nausea, vomiting,
diarrhea, fatigue, edema, cytopenia, infections, and
hair loss. In addition, docetaxel can cause neutro-
penia and increase the risk of infection and sepsis,
which is of particular concern in light of emergent
diseases such as COVID-19. When discussing treat-
ment options with patients, it is important to note
that not all patients experience the same side effects,
and advancements in supportive care therapies have
substantially mitigated these effects. For example,
antinausea medications are effective, allowing
patients to manage and even prevent nausea and
vomiting,”" and cooling caps have been introduced to
minimize hair loss during the treatment.” Moreover,

Reviews in Urology | 2024, Vol 23, Issue 3
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lifestyle adjustments, such as regular exercise and
balanced diet, have proven valuable in managing
chemotherapy-induced fatigue.”

In ARASENS, only 12% of patients were unable to
complete the 6 cycles of docetaxel'”; the majority
of the patients completed the full treatment course,
underscoring the tolerability and effectiveness of
docetaxel treatment for men with metastatic HSPC.

MANAGING PATIENT EXPECTATIONS
THROUGH EDUCATION AND SUPPORT

Patient education is crucial for enabling patients

to make informed decisions about their treatment.
Many patients research their condition on the internet
and have fears about what they have read or expe-
rienced through family or friends with cancer. One
key role of physicians, including urologists —often the
referring professional for chemotherapy —is to help
patients interpret what they have learned and provide
respectful, honest, reliable, and consistent informa-
tion. Advanced practice professionals and nurses
also play a critical role here, helping patients develop
reasonable expectations, explaining that most of the
side effects are temporary and manageable, which in
turn helps the multidisciplinary team deliver the best
care possible.

Health care professionals should engage in shared
decision-making with patients and their caregivers,
discussing the potential benefits, risks, and outcomes
of triple therapy with darolutamide or abiraterone.
Patients also need to be aware that managing cancer
with chemotherapy can potentially improve their
quality of life by reducing cancer-related symptoms
and preventing or at least delaying disease progres-
sion. Patient support groups and counseling services
can also offer patients an opportunity to connect with
other patients going through similar experiences and
receive emotional support.

Expert Experience With Triple
Therapy in Practice

In practice, a key feature of darolutamide is its ease
of administration, with a recommended twice-daily

Reviews in Urology | 2024, Vol 23, Issue 3

dose of 600 mg, taken with food, and no need for
treatment monitoring.™ In addition, the toxicity profile
of darolutamide is manageable; the most common
AEs are increased aspartate aminotransferase and
bilirubin levels, decreased neutrophil count, fatigue,
pain in the extremities, and rash. For patients experi-
encing at least grade 3 AEs, moderate or severe liver
disease, or severe kidney impairment, dosage reduc-
tion to 300 mg twice daily is advised. Dosage reduc-
tion below that level is not recommended.

Drug-drug interactions with darolutamide are gener-
ally limited, although coadministration of darolut-
amide with drugs that induce both P-glycoprotein
and cytochrome CYP3A4 should be avoided.™
Coadministration with drugs that inhibit both
P-glycoprotein and cytochrome CYP3A4 may lead to
increased darolutamide exposure; therefore, patients
also receiving such agents should be monitored more
closely for emergent AEs.

Overall, the combination of ease of administration,
lack of a need for ongoing monitoring, low toxicity,
and few interactions with other drugs enhances and
simplifies the treatment experience for patients and
their treatment team.

Discussion

The results from the ARASENS trial showed that the
combination of darolutamide with ADT and docetaxel
was associated with a statistically significant OS
increase in men with high-volume disease.'” These
results build on those of the PEACE1 trial, which
demonstrated the advantage of triple therapy over
dual therapy with ADT plus docetaxel.?® Importantly,
the consistency of the survival benefits in ARASENS
and PEACET1 reinforces the notion that intensi-

fied treatment with triple therapy can offer superior
outcomes for men with metastatic HSPC. In addition,
the similar frequency of AEs between the darolut-
amide and placebo groups in ARASENS suggests
that the treatment has an acceptable safety profile.
Real-world data regarding triple therapy with darolut-
amide are limited, however, emphasizing the need
for further research and validation in clinical prac-
tice to fully realize the benefits of this treatment
regimen. Further data on the safety and efficacy of
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darolutamide in men with PCa are expected from 3
ongoing clinical trials. In the phase 3 Darolutamide
in Addition to ADT Versus ADT in Metastatic
Hormone-sensitive Prostate Cancer (ARANOTE) trial
(ClinicalTrials.gov identifier NCT04736199), darolut-
amide plus ADT vs ADT alone is being investigated
in men with metastatic HSPC globally (excluding

the United States). The phase 2 Study to Learn
How Well Darolutamide Administered Together

With Androgen Deprivation Therapy (ADT) Works in
Men With Metastatic Hormone-sensitive Prostate
Cancer. Results Will be Compared With ADT Alone
From a Previously Conducted Study (ARASEC)

trial (ClinicalTrials.gov identifier NCT05059236) will
complement ARANOTE by evaluating darolutamide
plus ADT vs ADT alone in US patients. Finally, the
phase 3 Study to Compare Darolutamide Given With
Androgen Deprivation Therapy (ADT) With ADT in
Men With Hormone Sensitive Prostate Cancer and
Raise of Prostate Specific Antigen (PSA) Levels After
Local Therapies (ARASTEP) trial (ClinicalTrials.gov
identifier NCT05794906) aims to compare darolut-
amide plus ADT vs ADT alone in men with nonmeta-
static PCa.

Conclusion

The results of the ARASENS trial offer a new treat-
ment modality for patients with metastatic HSPC,
showing a statistically significant reduction in risk of
death with the addition of darolutamide to ADT plus
docetaxel. Men with metastatic HSPC may achieve
prolonged survival while maintaining an acceptable
quality of life. Health care professionals can consider
the use of darolutamide in combination with ADT and
docetaxel as a viable treatment option for patients
with metastatic HSPC.
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