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About the Therapeutic Goods Administration (TGA)

e The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health and Aged Care and is responsible for regulating therapeutic goods,
including medicines, medical devices, and biologicals.

¢ The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk management
approach designed to ensure therapeutic goods supplied in Australia meet acceptable
standards of quality, safety, and efficacy.

¢ The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to the Australian public outweigh any risks associated
with the use of therapeutic goods.

e The TGA relies on the public, healthcare professionals and industry to report problems with
therapeutic goods. The TGA investigates reports received to determine any necessary
regulatory action.

¢ Toreporta problem with a therapeutic good, please see the information on the TGA
website.

About AusPARs

¢ The Australian Public Assessment Report (AusPAR) provides information about the
evaluation of a prescription medicine and the considerations that led the TGA to approve or
not approve a prescription medicine submission. Further information can be found in
Australian Public Assessment Report (AusPAR) guidance.

¢ AusPARs are prepared and published by the TGA.

¢ AusPARs are static documents that provide information that relates to a submission at a
particular point in time. The publication of an AusPAR is an important part of the
transparency of the TGA’s decision-making process.

¢ A new AusPAR may be provided to reflect changes to indications or major variations to a
prescription medicine subject to evaluation by the TGA.

Copyright

© Commonwealth of Australia 2024

This work is copyright. You may reproduce the whole or part of this work in unaltered form for your own personal use or, if
you are part of an organisation, for internal use within your organisation, but only if you or your organisation do not use the
reproduction for any commercial purpose and retain this copyright notice and all disclaimer notices as part of that
reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or allowed by this copyright notice, all other
rights are reserved and you are not allowed to reproduce the whole or any part of this work in any way (electronic or
otherwise) without first being given specific written permission from the Commonwealth to do so. Requests and inquiries
concerning reproduction and rights are to be sent to the TGA Copyright Officer, Therapeutic Goods Administration, PO Box
100, Woden ACT 2606 or emailed to <tga.copyright@tga.gov.au>.
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List of abbreviations

Abbreviation Meaning

ACM Advisory Committee on Medicines

ADT Androgen deprivation therapy

AE Adverse events

ALP Alkaline phosphatase

ALT Alanine Transaminase

AR Androgen receptor

ARI Androgen receptor inhibitor

ARTG Australian Register of Therapeutic Goods

ASA Australia-specific annex

AST Aspartate Transferase

CI Confidence interval

CMI Consumer Medicines Information

DDI Drug-drug interactions

DLP Data lock point

ECOG Eastern Cooperative Oncology Group

FAS Full analysis set

HR Hazard ratio

IxRS Interactive Voice/Web Response System

KM Kaplan-Meier survival analysis

LHRH luteinizing hormone-releasing hormone

mCRPR metastatic castration resistant prostate cancer

mHSPC/mCSPC Metastatic hormone sensitive prostate cancer/metastatic castration-
sensitive prostate cancer

mPC metastatic prostate cancer

nmCRPC Non-metastatic castration resistant prostate cancer

oS Overall survival

PI Product Information

PK Pharmacokinetics

PKS Pharmacokinetic Analysis Set

PSA Prostate specific antigen

PSUR Periodic safety update report

PT Preferred terms
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Abbreviation Meaning
QoL Quality of life
RMP Risk management plan
SAEs serious adverse events
SAF Safety analysis set
SSE symptomatic skeletal event
SSE-FS Symptomatic skeletal event-free survival
TEAE Treatment-emergent adverse events
TGA Therapeutic Goods Administration
ULN Upper limit of normal
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Nubeqga (darolutamide) submission

Type of submission:
Product name:
Active ingredient:

Decision:

Approved therapeutic use for

the current submission:

Date of decision:

Date of entry onto ARTG:

ARTG number:

Black Triangle Scheme

Sponsor’s details:

Dose form:
Strength:

Container:

Route of administration:

Dosage:

Pregnancy category:

Extension of indications
Nubeqa

Darolutamide
Approved

NUBEQA is indicated for the treatment of patients with
metastatic hormone-sensitive prostate cancer (mHSPC) in
combination with docetaxel

17 March 2023
21 March 2023
316417,317242
No

Bayer Australia Ltd, 875 Pacific Highway, Pymble, NSW
2073

Film-coated tablet
Each film-coated tablet contains 300 mg of darolutamide

Blister: Each package contains 112 film coated tablets in
PVC/Aluminium foil blisters (7 x 16).

Bottle: Each 120 mL PE white opaque bottle contains 120
tablets and closed with PP/PP white opaque seal PE child-
resistant screw cap

Oral

The recommended dose is 600 mg (two film-coated tablets
of 300 mg) darolutamide taken twice daily,

For further information regarding dosage, such as dosage
modifications to manage adverse reactions, refer to the
Nubeqa Product Information.

Category D: Drugs which have caused, are suspected to
have caused or may be expected to cause, an increased
incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse
pharmacological effects

The use of any medicine during pregnancy requires careful
consideration of both risks and benefits by the treating
health professional. The pregnancy database must not be
used as the sole basis of decision making in the use of
medicines during pregnancy. The TGA does not provide
advice on the use of medicines in pregnancy for specific
cases. More information is available from obstetric drug
information services in your state or territory.
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Nubega (darolutamide) — proposed indications

Darolutamide is a non-steroidal androgen receptor inhibitor (ARI) for the treatment of patients
with prostate cancer.

This AusPAR describes the submission by Bayer Australia Ltd (the Sponsor) to register Nubeqa
(darolutamide) for the following proposed indication:

Nubeqa is indicated for the treatment of patients with metastatic hormone-sensitive
prostate cancer (mHSPC) in combination with docetaxel.

Metastatic hormone sensitive prostate cancer (mHSPC)

Prostate cancer is the second most frequent cancer diagnosed in men, and the fifth leading
cause of death in the world. Based on Global Cancer Observatory (GLOBOCAN) 2020 estimates!,
1,414,259 new cases of prostate cancer were reported worldwide, with higher prevalence in
developed countries. In Australia, the estimated number of new cases of prostate cancer
diagnosed in 2022 is 24,217 and this is 27% of all new male cancers. Prostate cancer is
estimated to account for 13% of all male deaths from cancer in 20222. For patients with
localised prostate cancer, the survival rate at 5 years is almost 100%. However, for patients
with metastatic prostate cancer (mPC) in which the prostate cancer has spread to distant parts
of the body (lymph nodes, bones, other organs), the survival rate at 5 years is only about 30%
(NCI 2021)3. There is a need to improve the overall survival (0S) in patients with mPC.

Metastatic hormone sensitive prostate cancer (mHSPC), also known as metastatic castration-
sensitive prostate cancer (mCSPC), is defined as metastatic prostate cancer in patients who have
not yet received or are continuing to respond to anti-hormonal therapy. Depriving prostate
cancer cells of androgen is the primary form of therapy since prostate cancer depends on
androgen for growth and survival.

Androgen deprivation therapy (ADT) can be achieved with surgical castration by bilateral
orchiectomy or medical castration with luteinizing hormone-releasing hormone (LHRH)
agonist/antagonists. Metastatic HSPC can occur due to recurrence after initial local treatment
with surgery and/or radiotherapy, or as de novo disease in patients whose first diagnosis of
prostate cancer is metastatic disease. Based on European country-specific registries,
approximately 6% to 30% of newly diagnosed prostate cancers are metastatic hormone
sensitive prostate cancer (mHSPC). Although almost all men with mHSPC initially respond to
ADT, most will progress to mCRPC (metastatic castration resistant prostate cancer) within 1 to
3 years of their initial diagnosis*.

mCRPC is associated with high morbidity and high mortality.

1 Sung H, Ferlay ], Siegel RL, Laversanne M, Soerjomataram I, Jemal A, Bray F. Global Cancer Statistics 2020: GLOBOCAN
Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer | Clin. 2021 May;71(3):209-249.
doi: 10.3322/caac.21660. Epub 2021 Feb 4. PMID: 33538338.

2 Cancer Australia. Prostate cancer in Australia statistics. https://www.canceraustralia.gov.au/cancer-types/prostate-
cancer/statistics

3 NCI. National Cancer Institute (NCI) Surveillance, Epidemiology, and End Results Program; Cancer Stat Facts: Prostate
Cancer. https://seer.cancer.gov/statfacts /html/prosthtml 2021

4+ Wenzel M, Preisser F, Hoeh B, Schroeder M, Wiirnschimmel C, Steuber T, et al. Impact of Time to Castration Resistance on

Survival in Metastatic Hormone Sensitive Prostate Cancer Patients in the Era of Combination Therapies. Front Oncol.
2021;11:659135.
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Current treatment options for mHSPC

ADT is an integral component in the therapeutic pathways for castration sensitive metastatic
prostate cancer. ADT can be achieved by surgical castration or medical castration using
gonadotropin-releasing hormone agonists or antagonists.

Current treatment options in Australia for mHSPC include the followings: apalutamide,
enzalutamide, degarelix, abiraterone + prednisolone, docetaxel, cyproterone, goserlin,
leuprorelin and triptorelin.

Additional effective systemic therapies can be used in combination with ADT for initial therapy
in patients with more advanced disease®:

e Abiraterone/prednisone plus ADT: abiraterone blocks the intracellular conversion of
androgen precursors in the testes, adrenal glands, and prostate tumour tissue. This
combination in high risk patients prolongs OS compared to ADT alone.

¢ Enzalutamide (or apalutamide) plus ADT: These drugs bind to the androgen binding site in
the androgen receptor and function as androgen receptor inhibitors.

¢ Docetaxel plus ADT: This combination has been shown to improve survival in patients with
high volume disease.

Clinical rationale for Nubega use in mHSPC

Darolutamide binds with a high affinity and selectivity to the androgen receptor (AR), thus
inhibiting androgen binding, AR nuclear translocation and AR mediated transcription, thus
preventing transcription of oncologic genes necessary for cancer growth and survival’. The
addition of darolutamide to docetaxel chemotherapy and ADT was expected to provide greater
benefit than docetaxel and ADT alone. The goal of this combination treatment for mHSPC was to
extend OS and delay progression to mCRPC, compared with the current standard of care. A more
efficacious treatment was expected with the combination of darolutamide, docetaxel, and ADT
due to the complementary mechanisms of action of the component drugs. Docetaxel is said to
target the androgen-insensitive compartment of the tumour, thus potentially addressing
tumour heterogeneity. The AR axis is targeted centrally with ADT, and by adding darolutamide,
blockade of the AR axis is further enhanced.

In contrast to other ARIs, darolutamide showed low blood-brain barrier penetration in
preclinical and human studies, which may be associated with a low potential for central nervous
system adverse effects8 210, In addition, darolutamide is not a potent enzyme e inducer and has
a low potential for drug-drug interactions (DDIs) with medications commonly used to treat
comorbidities in an elderly patient population, such as calcium channel blockers, and

5 https://www.evig.org.au/medical-oncology/urogenital /prostate

6 Dawson, NA. Patient education: Treatment for advanced prostate cancer (Beyond the Basics). In UpToDate:
https://www.uptodate.com/contents/treatment-for-advanced-prostate-cancer-beyond-the-basics

7 Baumgart S], Nevedomskaya E, Lesche R, Newman R, Mumberg D, Haendler B. Darolutamide antagonizes androgen
signaling by blocking enhancer and superenhancer activation. Molecular Oncology. 2020 2020/09/01;14(9):2022-39.

8 Moilanen AM, Riikonen R, Oksala R, Ravanti L, Aho E, Wohlfahrt G, et al. Discovery of 0ODM-201, a new-generation androgen
receptor inhibitor targeting resistance mechanisms to androgen signaling-directed prostate cancer therapies. Sci Rep. 2015
Jul 3;5:12007.

9 Palmieri VE, Roviello G, D'Angelo A, Casadei C, De Giorgi U, Giorgione R. Darolutamide in hormone-sensitive and castration-
resistant prostate cancer. Expert Rev Clin Pharmacol. 2021 May;14(5):535-44.

10 Williams S, Mazibuko N, O’Daly O, Zurth C, Patrick F, Wooldridge C, et al. Significant localized reduction in cerebral blood
flow (CBF) in regions relevant to cognitive function with enzalutamide (ENZA) compared to darolutamide (DARO) and
placebo (PBO) in healthy volunteers. ] Clin Oncol. 2020;38(6_suppl):326.
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anticoagulants!!. Therefore, darolutamide may offer a new treatment strategy that expands
upon currently approved therapies without adding to the burden of adverse events (AEs).

Regulatory status

Australian regulatory status

The product received initial registration in the Australian Register of Therapeutic Goods (ARTG)
on 26 February 2020. [t was approved for the following indications:

NUBEQA is indicated for the treatment of patients with non-metastatic castration resistant
prostate cancer (nmCRPC)12.

International regulatory status

This evaluation was facilitated through Project Orbis, an initiative of the United States Food and
Drug Administration (FDA) Oncology Center of Excellence. Under this project, the FDA and the
TGA collaboratively reviewed the submission. This evaluation process provided a framework
for process alignment and management of evaluation issues in real-time across jurisdictions.
Each regulator made independent decisions regarding approval (market authorisation) of the
new medicine.

Table 1: Nubeqa (darolutamide) international regulatory status: Metastatic hormone-
sensitive prostate cancer

Project ORBIS Participants

Registratian

Life Cycle | Country | indication :::“H"“" Approval | Note
state

Approved Uinited States | For the treatment of patients with D3 Mae-2022 | 05-Aug- 2002
metastatic hormone-sensitive
prodtate candcer (mHSPC) R
combination with docetass]
Approved Singapore For the treatment of adult men 17-Mar- 2022 | 26-Sep-2037
with metamatic hgrmanc senative
prostate cances (mHSPC) in
combination with docetasel, )
Approved  |Canada The treatment of patients with 23-Mae-3027 | 08-Oct- 2027
metastalic Castralhon-semilive
prostate cancer [l 5PC) in
combnation with docetasel.
Approved Brazil H;nhr Frﬂtmm'rnfpatimh with 21-Maz-2027 | 24-0ct- 1033
metastatic hormone-sensitie
prostate cancer (mHSPC) in
exnmbination with docetase]
Approved Linited For the treatment ol adull men 21-Mas-2022 | ZF-MNoe-2022
Eingdom with melatatic hormone-senstive
previlate cance (mHSPC) in
combnation with docetase]

Sutwnifted it zesrland I combinstion with dooetamsl and | 21-Mae-2022 Positive
arddrogen deprivation therapy recommenda
(A0T), i indicated for the tion recrhad
treatrment of adult patienis with 12.5EP. 2002

mietastatic hormone-sensitive
prostate candcer [mHSPL) for whom
docetme] theragy is indicated
Sutwmitted fusstrala For the treatment of patients with 17-Mae- 2027
Ftaitats hormans-Lenitneg
prostate cancer (mHSPC) in
cambnaticn with docetaee]
Submidted Esrael F;x'1hr treatment of adul men 1d-Aung- 2023
with metastatic hormone-sensitive
prastate cansor (mil I5MC) in
combnation with docetase]

11 Shore N, Zurth C, Fricke R, Gieschen H, Graudenz K, Koskinen M, et al. Evaluation of Clinically Relevant Drug-Drug
Interactions and Population Pharmacokinetics of Darolutamide in Patients with Nonmetastatic Castration-Resistant Prostate
Cancer: Results of Pre-Specified and Post Hoc Analyses of the Phase 11l ARAMIS Trial. Target Oncol. 2019 Oct;14(5):527-39

12 Nubeqa AusPAR, 2 July 2020: https://www.tga.gov.au/resources/auspar/auspar-darolutamide
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Table 2. Overseas regulatory status: indicated for metastatic hormone-sensitive prostate

cancer.
standard Submissions
E::::t:::tl:“ 211 Country submission Date | Approval Note
Submitted Europe 04-Mar-2022
Submitted Japan 11-Mar-2022
Subrmitted Taiwan 29-Mar-2022
Submitted China 01-Apr-2022
Submitted Mexico 25-May-2022
Submitted Colombia 25-May-2022
'Irrbmi.i’n-'d Chile 31-May-2022
Approved Argentina T-5ep-2022 04-Now-2022
Submitted South Korea 02-De-2022

Table 3. Overseas regulatory status indicated for the treatment of patients with non-

metastatic castration-resistant prostate cancer (nmCRPC)

sty .[!’.‘EE.'.E!'_'.'E'J_E‘_‘!‘!.‘E.E'lsl.'.’!j't!.::ﬂ!‘.‘l"_r.‘!!".'.'ﬂ_'.‘{'.l‘_“_t_'.".’.]_ i
United States Approved 30-Jul-2019

Brazil Approved 23-Dec-2019
Japan Approved 23-lan-2020

Canada Approved 20-Feh-2020

Australia Approved 2e-Fab-20020

Austria Approved 27-Mar-2020
Belgium Approved 27-Mar-2020
Bulgaria Approved 27-Mar-2020
Croatia Approved 27-Mar-2020
Cyprus Approved 27-Mar-2020
Crechia Approved 27-Mar-2020
Denmark Approved 27-Mar-2020
Estonia Approved 27-Mar-2020
Finland Approved 27-Mar-2020
France Approved 27-Mar-2020
Germany Approved 27-Mar-2020
Greece Approved 27-Mar-2020
Hungary Approved 27-Mar-2020
lceland Approved 27-Mar-2020
Ireland Approved 27-Mar-2020
Italy Approved 27-Mar-2020
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Status
Country (AP !“m-:: o e B i Approval Date
Latwia Approved 27-Mar- 2020
Lischtenstein Approved 27-Mar- 2020
Lithuania Approvied 27-Mar- 2020
Luxembourg Approved 27-Mar-2020
Malta Approved 27-Mar-2020
Metherlands Approved 27-Mar- 2020
Norway Approved 27-Mar-2020
Poland Approved 27-Mar-2020
Portugal Approved 27-Mar-2020
Romania Approved 27-Mar-2020
Slavakia Approved 27-Mar-2020
Slavenia Approved 27-Mar-2020
Spain Approved 27-Mar-2020
Sweden Approved 27-Mar-2020
United Kingdom Approved 27-Mar-2020
(Morthermn lraland)
south Korea Approved 27-May-2020
Switzerland Approved 19-Jun-2020
Hong Kong Approved 03-Nov-2020
Taiwan Approved 03-Now-2020
Kazakhstan Approved 18-Now-2020
United Arab Emirates Approved 30-Nowy-2020
Belarus Approved 23-Dec- 2020
United Kingdom Approved 01-Jan-2021
Argentina Approved 28-Jan-2021
China Approved 02-Feb-2021
Hussia Approved 08-Feb-2021
Honduras Approyved 10-Fab-2021
Singapore Approved 11-Feb-2021
Egyit Approved 07-Mar-2021
Guatemala Approved 16-Mar-2021
Panama Approved 30-Mar-2021
Dominican Republic Approved 08-Apr-2021
Israel Approved 13-Apr-2021
Qatar Approved 12-Apr-2021
Ecuador Approved G-May-2021
El Salvador Approved 10-Jun-2021
Kuwait Approved 15-Jun-20F1
Peru Approved 24-Jun-2021

Status :
SR, (Approved; Review Ongoing; Withdrawn Rejected] | APPrOval Date
lamaica Approved 07-Jul-2021
Micaragua Approved 0F-Jul-2021
Mauritius Approved 27-Jul-2021
India Approved 24-5ep-2021
Lebanon Approved 01-Now-2021
Costa Rica Approved 15-Now-2021
Albania Approved 01-Dec-2021
Cobombxia Approved 23-Dhec-2021
Morth Macedonia Approved 16-Feb-2022
lordan Approved 10-Mar-2022
South Africa Approved 15-Mar-2022
Mexico Approved 07-Apr-2022
Orman Approved 10-Apr-2022
Cuba Approved 03-Jun-2022
Trinidad and Tobago Approved 15-Aug-2022
Mew Tealand Approved 15-58p-2022
Turkey Approved 26-5ep-2022
Thailand Approved 30-Sep-2022
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Registration timeline

This submission was evaluated under the standard prescription medicines registration process.
Table 4 captures the key steps and dates for this submission.

Table 4: Timeline for Nubeqa submission PM-2022-00878-1-4

Description Date

Submission dossier accepted and first round evaluation 2 May 2022
commenced

Evaluation completed 30 November 2022
Delegate’s13 Overall benefit-risk assessment 23 February 2023
Registration decision (Outcome) 17 March 2023
Registration in the ARTG 21 March 2023
Number of working days from submission dossier 228

acceptance to registration decision*

*Statutory timeframe for standard submissions is 255 working days

Evaluation overview

Clinical evaluation summary

The Sponsor is seeking approval to extend the indications for darolutamide, for the treatment of
patients with metastatic hormone sensitive prostate cancer in combination with docetaxel.

Data to support the submission is from a randomised, double-blind, placebo-controlled,
multicenter phase III study (ARASENS).

ARASENS Study

ARASENS is a randomised, double-blind, placebo—controlled Phase III study of darolutamide
versus placebo in addition to standard androgen deprivation therapy and docetaxel in patients
with metastatic hormone-sensitive prostate cancer.

The submission is based on data from study 17777 (ARASENS). All patients received ADT - an
LHRH agonist/antagonist concurrently or had a bilateral orchiectomy (Figure 1). Table 5
provides an overview of the study.

13 The ‘Delegate’ is the Delegate of the Secretary of the Department of Health and Aged Care who made the final decision to
either include the new medicine/indication on the ARTG or reject the submission, under section 25 of the Therapeutic
Goods Act

AusPAR - Nubeqa - darolutamide - Bayer Australia Ltd - Type C - PM-2022-00878-1-4 Page 12 of 54
Date of Finalisation: 30 September 2024



Figure 1. Study design of Study 17777 (ARASENS)

Patients with mHSPC

Stratification

Extent of disease:

« Non-regional lymph nodes
metastases only (M1a)

* Bone metastases with or without

Darolutamide+docetaxel
arm (N=651):
Darolutamide 600 mg BID
in combinafion with
6 cycles of docetaxel

[

lymph node metastases (M1b)

+ Viscaral metastases with or
without lymph nocde metastases or
with or without bone
metastases(M1c)

Alkaline Phosphatase (ALP):

« ALP < ULN

« ALP 2 ULN

Primary efficacy endpoint:

Secondary efficacy endpoints:

Owerall surival

Time to castration-resistant
prostate cancer
Time to pain progression

1:1
Randomization
(N=1305)=
Placebo+docetaxel
arm (N=654):

v Matzhing placebo
in combination with
& cycles of docetaxel

(S

= Symptomatic skeletal eveant
free survival

= Time to first symptomatic
skeletal event

= Time to inifiation of subsequeant

antineoplastic therapy

Time to worsening of disease-

related physical symptoms

= Time to initiation of opioid use
for 27 consecutive days

Abbreviations: ADT=Androgen deprivation therapy; ALP=Alkaline phosphatase; BID=twice daily, GCP=Good
Clinical Practice; mHSPC=Metastatic hormone-sensitive prostate cancer; ULN=Upper limit of normal.

a: 1306 patients were randomized. 1 patient was excluded due to GCP violation.

Patients in both treatment arms received ADT throughout the study

Patients were randomised in a 1:1 ratio to receive either of the study drugs:

¢ Darolutamide at 600 mg (2 tablets of 300 mg) BID with food, equal to a daily dose of 1200

mg

¢ Placebo matching darolutamide tablets in appearance, BID with food.

Table 5: Overview of study 17777 (ARASENS).

Study Mo. |Study design [Regimen/ Study endpoints [Treatment Mo. of Study MNo. of
and name schedule/ route duration/ patients population  |centers and
NCT follow-up countries
number
Controlled Studies to Support Efficacy and Safety
17777 |Randomized, |Darmolutamide Primary: Treatment: unti|Randomized: |Patients with 301 study
ARASENS [double-blind, |600 mg (2 tablets | overall survival disease 1305° mHSPC centers in
placebo- of 300 mg) BID Secondary: prograssion, (651 Metastatic 23 countnes/
NCT controlled, with food, equal [ 1ime to unacceptable |darolutamide.|disease was [regions
02799502 |Phase 3 to a daily dose of | castration-resistant [toXicity, consentB54 placebo; |defined as
1200 mg, or prostate cancer withdrawal, from US: either
matching placebo |, Time to pain withdrawalat [109 malignant
in combination . the discretion of|darclutamide, (lesions in
with 6 cycles of prog the investigator 109 placebo) |bone scan or
docetaxel at ¢ SSE-FS death, ar measurable
75 mg/fm* ¢ Time to first SSE |ngneompliance [Treated™  |lymph nodes
Concurrently with [+ Time to initiation of 1302 above the
ADT subsequent. Active FU: up |(651 aortic
antineoplastic to one yearafte |darolutamide, | bifurcation or
therapy lastdoseof 651 placebo) [SOft tissue/
r Time toworsening  (study drug. visceral
of disease-elated lesions
physical symptoms | Syryival FU:
k Time toinitiation of  (yntildeath, lost
opioid use for to follow-up or
=7 consecutive consent
days withdrawal
e Safety

Abbreviations: ADT=Androgen deprivation therapy: BID=Twice daily; FU=Follow-up; mH

SPC=Metastatic hormone-sensitive

prostate cancer, NCT=National Clinical Trial, sNDA=Supplemental New Drug Application; SSE=Symptomaiic skeletal event;

SSE-FS=3ymptomatic skeletal eventfree sunival.
a: A totalof 1306 patients were randomized. One patient was excluded from the analyses due to a Good Clinical Practice violation.
h: One patient was randomized to the placebo+docetaxel arm but received darolutamide This patient is included in the
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The primary objective of this study was to demonstrate superiority of darolutamide in
combination with docetaxel over placebo in combination with docetaxel in OS.

The secondary objectives were to evaluate the time to castration-resistant prostate cancer
(CRPC), the time to pain progression, symptomatic skeletal event-free survival (SSE-FS), the
time to first symptomatic skeletal event (SSE), the time to initiation of subsequent systemic
antineoplastic therapy, the time to worsening of disease-related physical symptoms, the time to
initiation of opioid use for =7 consecutive days, and to characterize the safety of darolutamide in
combination with docetaxel in mHSPC patients.

The exploratory objectives of the study included the evaluation of health-related quality of life
(QoL), medical resource use, prostate specific antigen (PSA) assessments, pharmacokinetics
(PK) and exposure and response analysis, as well as the evaluation of biomarkers.

Key inclusion criteria were:

e Males =18 years of age.
¢ Histologically or cytologically confirmed adenocarcinoma of prostate.

e Metastatic disease documented either by a positive bone scan, or for soft tissue or visceral
metastases, either by contrast-enhanced abdominal/pelvic/chest computed

¢ tomography (CT) or magnetic resonance imaging (MRI) scan assessed by investigator and
confirmed by central radiology review. Metastatic disease is defined as either malignant
lesions in bone scan or measurable lymph nodes above the aortic bifurcation or soft
tissue/visceral lesions according to Response Evaluation Criteria In Solid Tumors (RECIST)
1.114, Lymph nodes are measurable if the short axis diameter is 215 mm, soft tissue/visceral
lesions are measurable if the long axis diameter is 210 mm.

¢ Patients with regional lymph node metastases only (N1, below the aortic bifurcation) swill
not be eligible for the study. Only patients with non-regional lymph node metastases (M1a)
and/or bone metastases (M1b) and/or other sites of metastases with or without bone
disease (M1c) will be eligible.

¢ Patients must be candidates for ADT and docetaxel therapy per investigator’s judgment.

o Started ADT (LHRH agonist/antagonist or orchiectomy) with or without first generation
anti-androgen, but no longer than 12 weeks before randomisation. For patients receiving
LHRH agonists, treatment in combination with a first generation anti-androgen for at least 4
weeks, prior to randomisation is recommended. First generation anti- androgen has to be
stopped prior to randomisation.

¢ An Eastern Cooperative Oncology Group performance status of 0 or 1.

¢ Blood counts at screening: haemoglobin = 9.0 g/dL, absolute neutrophil count = 1.5x109/L,
platelet count > 100x109/L.

¢ Screening values of serum alanine aminotransferase and/or aspartate transaminase <1.5 x
upper limit of normal (ULN), total bilirubin <ULN, total bilirubin <ULN, creatinine <2.0 x
ULN.

Key exclusion criteria were:

¢ Prior treatment with: LHRH agonist/antagonists started more than 12 weeks before
randomisation, second-generation AR inhibitors such as enzalutamide, ARN-509,
darolutamide, other investigational AR inhibitors, cytochrome P 17 enzyme inhibitor such

14 https://recist.eortc.org/recist-1-1-2/
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as abiraterone acetate or oral ketoconazole as antineoplastic treatment for prostate cancer,
chemotherapy or immunotherapy for prostate cancer prior to randomisation.

¢ Treatment with radiotherapy (external beam radiation therapy, brachytherapy, or
radiopharmaceuticals) within 2 weeks before randomisation.

¢ Had any of the following within 6 months before randomisation: stroke, myocardial
infarction, severe/unstable angina pectoris, coronary/peripheral artery bypass graft,
congestive heart failure (New York Heart Association Class III or V).

¢ Uncontrolled hypertension as indicated by a resting systolic blood pressure (BP) 2160
mmHg or diastolic BP 2100 mmHg despite medical management.

e Had a prior malignancy. Adequately treated basal cell or squamous cell carcinoma of skin or
superficial bladder cancer that has not spread behind the connective tissue layer (i.e., pTis,
pTa, and pT1) is allowed, as well as any other cancer for which treatment has been
completed =5 years before randomisation and from which the patient has been disease-
free.

e A gastrointestinal disorder or procedure which is expected to interfere significantly with
absorption of study drug 17777.

¢ An active viral hepatitis, known human immunodeficiency virus infection with detectable
viral load, or chronic liver disease with a need for treatment.

The study comprised 4 consecutive periods: screening, treatment, active follow-up, and survival
follow-up.

Enrolment: the study started enrolling patients on 30 November 2016 and was conducted in 23
countries/regions. Patients were randomised in a 1:1 ratio to receive darolutamide or placebo
(i.e., study drug) at 600 mg (2 tablets of 300 mg) BID with food, equal to a daily dose of 1200
mg.

Randomisation: was stratified by extent of disease and alkaline phosphatase (ALP) levels.
Docetaxel was to be administered after randomisation at a dose of 75 mg/m? as an IV

infusion every 21 days for 6 cycles, starting within 6 weeks after the start of study drug.

Docetaxel could be administered in combination with prednisone/prednisolone at the
discretion of the investigator. All patients were required to receive ADT of the investigator’s

choice (LHRH agonist/antagonists or orchiectomy) as standard therapy starting <12 weeks
before randomisation. Patients were to remain on treatment with either darolutamide or
placebo until symptomatic progressive disease, change of antineoplastic therapy, unacceptable
toxicity, death, or until any other withdrawal criterion was met.

Periodic review: an independent Data Monitoring Committee (DMC) was instituted to ensure
ongoing safety of patients with respect to a risk/benefit assessment during periodic data review
meetings. The DMC reviewed results from a planned interim analysis for futility, provided a
formal recommendation for continuation/termination of the study, and monitored study
conduct to ensure the overall integrity of trial was maintained.

Interim analysis: an analysis for futility was performed after 177 deaths were observed.
Primary completion was to be reached when approximately 509 deaths (as per SAP) had
occurred. At the data cut-off 25 October 2021 (primary completion data analysis), 533 deaths
had occurred.
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Treatment period: study treatment was provided for all patients twice daily, until disease
progression (symptomatic progressive disease, change of systemic antineoplastic therapy),
unacceptable toxicity, consent withdrawal, withdrawal at the discretion of the investigator,
death, or non-compliance.

Patient evaluation: patients were evaluated every 12 weeks for progression to CRPC, initiation
of subsequent antineoplastic therapy, SSEs, opioid use for =7 consecutive days, pain
progression, worsening of physical symptoms of disease based on The Functional Assessment of
Cancer Therapy-Prostate (FACT-P) and the National Comprehensive Cancer
Network/Functional Assessment of Cancer Therapy-Prostate Symptom Index-17 (NFPSI-17),
AEs and SAEs, QoL and PSA assessment.

Active follow-up period (approximately 1 year): the active follow-up period was the interval
from the end-of study drug intake to the end of all protocol-specified post-treatment

interventions.

Long-term (survival) follow-up period: after active follow-up, patients continued to be
contacted approximately every 12 weeks by phone to capture all antineoplastic treatments for
prostate cancer with start and stop date and reasons for change (PSA progression, clinical

progression, radiological progression, toxicity, other), study drug-related SAEs and survival
status. The end of long-term (survival) follow-up period was death, lost to follow-up, consent
withdrawal, or end-of-study.

Dose modification: doses of study treatment could be delayed or reduced in case of clinically
significant toxicities. If a patient experienced a Grade 3 or 4 adverse event (AE), treatment with
blinded study drug was interrupted until the AE improved to Grade 2 or lower, then resumed at
a lower dose of 300 mg BID. Any patient who required a study drug interruption >28
consecutive days or who experienced a Grade 3 or higher treatment-related toxicity on 300 mg
BID was to permanently discontinue study treatment. Dosing of study drug below 300 mg BID
was not allowed. Dose modifications of docetaxel were to be made based on specific types of
toxicities.

Screening: screening tests were performed within 28 days prior to randomisation. During the
study treatment period, patients were evaluated every 12 weeks (+7 days) for progression to

CRPC, initiation of subsequent antineoplastic therapy, SSEs, opioid use for 27 consecutive days,
pain progression, worsening of physical symptoms of disease based on NCCN-FACT-FPSI-17
questionnaire, quality of life (QoL), PSA, and safety. Serum PSA and testosterone were assessed
by central laboratory.

Chest, abdomen, and pelvic CT or MRI and bone scans were performed at the end of docetaxel
treatment (within 30 days from last cycle of docetaxel) and yearly thereafter. Chest, abdomen,
and pelvic CT or MRI and bone scans could also be performed at any time in case of PSA
progression, symptomatic progressive disease, change of antineoplastic therapy, or if
considered as appropriate in the investigator’s judgment. Radiographic progression by soft
tissue/visceral lesions was determined according to RECIST criteria, version 1.1, and by bone

lesions according to Prostate Cancer Clinical Trials Working Group 3 criteria based on whole
body 9mTechnetium-methylene diphosphonate bone scans.

End of treatment: after treatment discontinuation, patients had an End-of-Treatment visit 30
days (+7 days) after the last dose and entered the Active follow-up period for up to 1 year.
During active follow-up, the following evaluations were performed approximately every 12
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weeks at standard of care clinic visits: QoL, pain assessment, analgesic consumption,
subsequent antineoplastic treatments for prostate cancer, SSEs, survival status, and study drug-
related SAEs.

After active follow up, patients continued to be contacted about every 12 weeks in long term
(survival) follow up to capture survival status, subsequent anti-neoplastic treatments for PC and
study drug related SAEs.

Efficacy endpoints are as detailed below in Table 6. The order of secondary endpoints reflects
the hierarchical test procedure as indicated in the following information.

Table 6. Efficacy endpoints in study 1777

PRIMARY ENDFQINT Definition
Qverall gurvival{05) Time from the date of mndomization untl death from any causs.

05 of potents nal ko b have deed by the database cul-ofT dale was censored at the
last date of Being Known (o bo alve o at the datobase cul-of dale, whchaver came first.

SECONDARY ENDPOINTS

Time to castrationresistant Tims from mndomizatien to the fast eccumance of one of the following events:
prestate cancer [CRPC) + PSA progression, according to PCWG3 crileria wth serum testostemnabaing at
casirata kvel =050 ngiml, dedined as the datethal a 25% or greater mcreaseand
an absolute increasse of 2 ngimL ormore from ihe nadi (owest at or afer baseline)
wias documenied, balhof which weme confimed by a second value oblained o least
3 waaks Bler, nouding all polential PEA valoes =2 notnl abowa nodirand =2 5%
increase above nadirbetwesnthe nitial assessment dake and 1he confimation
assessment date This definition required serum tesiosterons at casimtalevels
<0150 ngimL end a first assessment dste atleast 12 weeks from randomizaton The
analysis was based on PSA and testostemne assessments from the cenlal
lebaratory. However, due ta the COVID-1% pandenic, some P5SA assessments were
pedomned at local laboratones.
Radiological progression by soft {issue and viscem| kesions; defined accordingio
RECISTv1.1, based on MRICT scans of the chest, abdomen, and pelvis pertormed
by he investigator, as recommended by FCWES
Radiological progression by bone lesions; defined according to PCWGS crileria
basad onwhok body *"Tcmethylene diphosphonale bone scans peromed by the
inwestigator
Time to pain progression Time rom mndomizaton to the frst data a patient experznced pain progne ssion. Poin
progression was defined as
= For asymptomaiic patients (warst pain subscale [WPS]= 0 at baseline, as assessed
u=ing the BP|-5F questionnare [aPRO device]):

- Annergdse of 200 Mo pomls in the "worst pain in 24 hours®scors fe, 200
mare point noease in WPS score) fom nadir i=, rero)observed at
2 consecutive evaluations =4 wesks apard, or

- Imitiation of shod- orlong-ading opioid use forpain

» For symplomatic patiznis (WPS =0 al baszeline):

- Anncrease of 2 or more poinls in the “worst pain in 24 hours™score e, 2or
rofe: poant morease In WP'S sooe) irom nadic obserad al 2 consecutive
evaluations =4 weeks apartand a WPSofz4, or

- Initiatien of shor- o long-acting apdoid wse for pamn

FRIMARY ENDFOINT Definition
Oversll gurvival {05) Time from the date of mndomizaiion unt death from any causa.

05 of potients nol known Mo have ded by the database cut-off dale was sensonsd at thed
1ot diate of Being Known Do bo alve oratthe datbbase cul-of dale, whichewsr came firsk.

SECONDARY ENDPOINTS

Time to castrationresistant Tims from randomization to the frst occurance of one of the following evenls:
prostate cancer [CRPC) * P3A progression, according bo PCWG3 crilenia with serum lestostemnebeing at
casirate Byvel-<0.30 ngiml, defined a5 the datethal a 25% o greater ncreaseand
an absolute increase of 2 ng/ml ormore from ihe nadi (owest at or afar beselne)
was dooumeniad, bolh of which wane confimad by a sscond value obinined at laast
3 weaks BLar, neluding all polentiol PEA vabees 22 ool abovanadir and =25%
increase above nadirbetweenthe initial assessment dake and the confimation
assessmeni date This definition required ssrum fesiosterons at casirtelevels
=050 ngimL and a first assessment date atleast 12 weeks from randomization. The
anatysis was based on PS4 and testosternne assessments from the ceniral
labaraton. However, due ta the COVID-19 pandemic, some P5SA assessments were
pedommed at kocal labomiones.
Radiolegical progression by =oft fissue and viscem | lesions; defined accordingio
RELCIST w1.1, based on MRICT scans of the chest, abdomen, and pebvis performed
by the investigator, as recommended by FCWES
Radiologicel progression by bone lesions; definedsccording to PCWGS crilens
based on wholk body “"Tcmethylene diphosphonake bone scans pedomad by the
inwestigator
Time to pain progression Tims [mom randomizaton bo the frst date a potiznd expensnced pain pogeassion. Poin
progression was defined as
= For asymptomalic patients (worst pain subscale [WWP5]= 0 at bazeline_ as assessed
u=ing the BPI-5F questionnare [a PR device]):
- AR FCREase of 207 Mo pomls in the worst pain in 24 Rours"score fie, 2of
mare point noease in WPS score) from nadic b2, zero) observed at
2 consecutive evaluations =4 wesks apad, or
- Imitiatizn of shor- orlong-ading opicid use forpain
= For symplomatic patiznis WFS =0 ei bassline]:
- Anincrease of 2 or more poinlsin the "worst pain in 24 hours"score {ie, 2or
v poant morease 0 WPS sooe ) Trom nadic obsenad o1 2 consecutive
evaluations =4 weeks apartand a WPSof =4, or
- Imitiatien af sharl- o ong-acting opdoid usg forpam
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Symptomatic skeletal event-free Tirne Trom randomizatien o the first eccumrence of an SSE or death romany causs,
survival (ESEFE) whichever occumed first. An S5E was dofined as the ocourrence of oneol the Tollowing:
= EART o mbieve skelalal symploms
= New symptomate patholegic bone fracture
= Decumence of spinal com compression
# Tumor-elated orhopaedic surgical intervention
Time to first aymptomatic skeletal Time from mndomizabon to the frst occumrence of an SSE. Death was not considered as
event{SSE) an event.
Time to initiation of subse quent Tima from mndomizaton bo indinbon of the first subsequentsystemic anbneoplastc
systemic antinecplastic therapy therapy. Patients in the siudy may have rgcaived subsequent anineoplasic thaerapy for
prostate canceror for addibonal priman malgnancies.

Time to worsening of disease- Tirme Trom randomization o the frst date a patient expetenced an increasein disease-
relatad phy=ical symptome related physical sympioms based on the NCCN-FACT FPSI-17 guestionnaire (ePRO
device)

Anncreasse in disease-mlabed physical symploms was defined os a 3-pont decrease of
the DRS P subscale from basaline (a lowerscore ndicates a highersymptom burden,
= observad a1 2 conssculhve evalugions =4 waaks aparl.
Time to intiation of opioid uze for Time from randomizaton to the date of frst opiod use related io prostate cancer pan for
E7 consecutive days =T ponsacutive days
Opioid use relatad to cancer pain was noluded in the analysis, while opioid usa fornon-
malgnant causeds ) was excuded

EXFLORATORY ENDPOINTS
Time to PSA pregression Time Trom randomizabon o the dats of TestPSA prog e ssion (wibh [esioslemns at
casimie kevel <05 ng/ml).
Rates of absolute and relative P5A  Rats of msponse was determined by the number of patients with P5 A responsedivided
response by the tofal number of patients mndomized
« Absolute PSAresponse (evaleaiedal G and 12 months after mndomization) was
defined asa baseing P54 value above the detection imit and a post-baselne PSA
level below 0.2 ng/mlL, confimed by &8 second subsequentPSA value below
0.2 ngdml 3 ar more weeks laier
o Relative 30% P5A response (evaluated at 3, 6, and 12 months after randomizabon
was defined asa baseine PSA value above thedetection bmit and a post-basaine
=30% reduction of PSA level compaed with the baselinevalus, confimed by a
second subsequent PSA value with & =50% reducton from baseline 3 or mone
weeks later. Relative 50% and 8% P5A response were defined in the same way

ECOE Performance status Summary group companson of ECOS pedformance status values by visit and changes
from basakne
Quality of life (Sol): ePRO data, as collected wsing the MCCHN-FACT FPS51-1T and BP |-5F gquestionnares
wale analyzed to assess diflerences in Dol belwean ihe reaimant ames
NCCMH-FACT-FPSIT Summany group comparkson of tofal and subscore values by visit and chang es from
basalne
BPFI-SF Summary group companson of total and subscore values by visit and changes from

basalng, lima-adjusted AUC,

Abbreviabions: ALUC=Ara under the curve; BPI-SF=Enef pam mven lory-short form;, COVIO-19=Comnonavins diseasa 2015,
CRPC=castraben-resislant prostate cancer, CT=Computad lomognaphy; DRS-P=Dis¢ase-Related Symploms Subscala-
Physical, EBRT=Extemal b amrmdiation therapy, ECOG=Eastemn Coopemtive Oncology Group; eCRF=eladionic case
report fom; ePRO=Elactronic patent-reported ouicome: MRI=Magneiic resonance imaging; NCCN-FACT-FPSI-1T=
Mational Comprehansive Cancer Network-Functional Assessmant of Cancer Thefapy-Prosiake Symplom index-17 fem
questionname ; 0S=0verall survival, PCWG3=Prostate Cancer Working Group 3, PSA=Pmostate -spacfic antigen;

Qol =Cuality of life; RECIST v1.1=Response avaluabon onfena n sobd tumors version 1.1, S5E=Symplomabc skelatal
avant; SSE-FS=Symptomatic skeleta avent-Irea survival, WPS=Worst pain subscale

The sample size of the study was based on the primary endpoint of OS. The study was designed
to have 90% power to detect a 25% decrease in the risk of death with darolutamide compared
with placebo with a 1-sided test with a type I error of 0.025 (equivalent to a 2-sided test with a
type I error of 0.05). The OS data were considered mature when approximately 509 deaths
were observed.

The analyses sets were as follows:

« Full analysis set (FAS): All patients who were randomised were included in the FAS, except
for cases with critical Good Clinical Practices (GCP) violations. Following the intent to treat
principle, the patients in this set were grouped according to the planned treatment they
were allocated to receive at randomisation, irrespective of actual treatment.

o Safety analysis set (SAF): All randomised patients who received at least 1 dose of study
drug (darolutamide/placebo) were included in the SAF, except for cases with critical GCP
violations. Patients were included in the analyses according to the treatment they actually
received. Patients were included in the darolutamide + docetaxel arm if they had received
any dose of darolutamide.
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+ Pharmacokinetic Analysis Set (PKS): At least the first 20 randomised patients who
received at least 1 cycle of docetaxel and for whom mandatory dense PK sampling was
performed were included in the PKS, except for cases with critical GCP violations. These
patients should have received at least 3 days of uninterrupted study drug treatment, as well
as one cycle of docetaxel and had at least one post-dose PK measurement.

All safety analyses were performed in the SAF. The PK data was analysed in the PKS. The FAS
was used for efficacy analyses and all other data analyses.

Primary efficacy endpoint

The primary efficacy endpoint was 0S, defined as the time from randomisation until death from
any cause. Overall survival of patients not known to have died at or before the database cut-off
were censored in the analysis at their last date of being known to be alive, or at the database
cut-off date, whichever came first.

The primary analysis of OS was a stratified log-rank test using the information collected from
the IxRS and the same stratification factors used for randomisation.

The hazard ratio (HR) (darolutamide + docetaxel over placebo + docetaxel) for OS and its 95%
confidence interval (CI) were calculated using the Cox model, stratified by the same factors as
were used for randomisation. An overall one-sided stratified log-rank test with a type I error of
0.025 (equivalent to two-sided test with a type I error of 0.05) was used.

Sensitivity analyses of OS were performed to assess the robustness of the results of the primary
analysis of OS and included 1) an unstratified analysis, 2) a stratified analysis using information
collected from the eCRF and 3) a stratified analysis according to central imaging review of
extent of disease. The latter analysis was performed to address a discrepancy observed between
[xRS stratification and central review stratification.

Pre-specified sensitivity analyses were also conducted, including an unstratified analysis using
information collected from the IxRS, a stratified analysis according to central imaging review,
and a stratified analysis using information collected from the CRF. A post-hoc sensitivity
analysis by number of cycles of docetaxel received was also performed.

Subgroup analyses of OS were also conducted to determine whether randomisation
stratification factors (extent of disease, ALP), selected demographics (age, race, geographical
region), and baseline cancer characteristics (PSA, ECOG PS, Gleason score, metastasis at initial
diagnosis) were consistent with the primary analysis of OS.

Secondary efficacy endpoints

The same overall one-sided test with a type I error of 0.025 used for the primary endpoint was
used for the secondary endpoints. The endpoints were tested in a pre-specified sequential
order.

If the primary endpoint OS or a secondary endpoint was not statistically significant, the
hierarchical procedure was stopped and all subsequent analyses of the secondary endpoints
were considered exploratory.

The primary endpoint, OS, was first in order.
The order of secondary endpoints was as follows:

e Time to CRPC
¢ Time to pain progression

¢ Symptomatic SSE-FS
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¢ Time to first SSE

¢ Time to initiation of subsequent systemic antineoplastic therapy
¢ Time to worsening of disease-related physical symptoms

¢ Time to initiation of opioid use for 27 consecutive days

The definitions are as follows;

+ Time to castration-resistant prostate cancer, defined as the time from randomisation to the
first occurrence of one of the following events, according to the Prostate Cancer Working
Group 3 criteria: (1) PSA progression (225% increase above the nadir value, confirmed by a
second value 23 weeks later, and an increase in absolute value of 22 ng/mL above nadir, at
least 12 weeks from baseline, with serum testosterone being at castrate level <0.50 ng/mL),
(2) Radiological progression by soft tissue and visceral lesions, (3) Radiological progression
by bone lesions.

¢ Time to pain progression, defined as the time from randomisation to the first date a patient
experienced pain progression assessed using the BPI-SF questionnaire.

¢ For asymptomatic patients, pain progression was defined as an increase of 22 points in the
“worst pain in 24 hours” score from nadir (i.e., zero) observed at 2 consecutive evaluations
=4 weeks apart, or initiation of short- or long-acting opioid use for pain.

¢ For symptomatic patients (score >0 at baseline), pain progression was defined as an
increase of 22 points in the “worst pain in 24 hours” score from nadir observed at 2
consecutive evaluations 24 weeks apart and a WPS of 24, or initiation of short- or long-
acting opioid use for pain.

* Symptomatic skeletal event-free survival (SSE-FS), defined as the time from randomisation
to the first occurrence of an SSE or death from any cause, whichever occurred first.

¢ An SSE was defined as the first occurrence of one of the following: administration of
external beam radiation therapy (EBRT) to relieve skeletal symptoms, new symptomatic
pathologic bone fracture, spinal cord compression, or tumour-related orthopaedic surgical
intervention.

e Time to first SSE was defined as the time from randomisation to the first occurrence of an
SSE. Death was not considered as an event in this endpoint.

e Time to initiation of subsequent systemic antineoplastic therapy, defined as the time from
randomisation to the initiation of first subsequent systemic antineoplastic therapy. Patients
in the study may have received subsequent antineoplastic therapy for prostate cancer or for
additional primary malignancies.

e Time to worsening of disease-related physical symptoms was defined as the time from
randomisation to the first date a patient experienced an increase in disease-related physical
symptoms based on the NCCN-FACT-FPSI-17 questionnaire.

e Anincrease in disease-related physical symptoms was defined as a 3-point decrease in
FPSIDRS-P subscale from baseline in the disease-related physical symptoms subscale
observed at 2 consecutive evaluations =4 weeks apart. A lower score indicates a higher
symptom burden.

e Time to the initiation of opioid use for 27 consecutive days, defined as the time from
randomisation to the date of the first opioid use for 27 consecutive days. Data of opioid use
related to cancer pain was included in the analysis, and opioid use for non-malignant causes
was excluded.
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¢ Two of the endpoints were QoL endpoints:

¢ Time to pain progression was assessed as Patient Reported Outcome (PRO) as evaluated by
Brief Pain Inventory-Short Form (BPI-SF) questionnaire and initiation of short- or long-
acting opioid use for pain.

¢ Time to worsening of disease-related physical symptoms was assessed as PRO as evaluated
by National Comprehensive Cancer Network/Functional Assessment of Cancer Therapy-
Prostate Symptom Index 17 (NCCN-FACT-FPSI-17) questionnaire.

For all secondary efficacy endpoints, a log-rank test stratified by stratification factors of extent
of disease and ALP at baseline was used to compare the darolutamide + docetaxel and placebo +
docetaxel arms. The hazard ratio as well as its 95% CI were presented based on fitting a Cox
regression model stratified by the same randomisation stratification factors.

Exploratory endpoints

¢ Time to PSA progression: the time to PSA progression was defined as the time from the
date of randomisation to the date of first PSA progression with testosterone at castrate <0.5
ng/mL.

+ Rate of absolute and relative PSA response: for PSA response assessments, the baseline
PSA value was to be above the detection limit.

¢ Comparisons between the 2 treatment arms for the PSA response assessments were
performed using the Cochran-Mantel-Haenszel test stratified by the IxRS stratification
factors:

— Rate of absolute PSA response at 6 and 12 months. Absolute PSA response was defined
as blood PSA level <0.2 ng/mL, which was confirmed 3 or more weeks later by a
subsequent PSA value <0.2 ng/mL.

— Rate of relative PSA response at 3, 6, and 12 months. Relative 30% PSA response was
defined as a 230% reduction of the blood PSA level compared with the baseline value,
confirmed 3 or more weeks later by a subsequent PSA value with a 230% reduction
from baseline. Relative 50% and 90% PSA response were defined in the same way.

¢ ECOG performance status: summary group comparison of ECOG PS values by visit and
changes from baseline.

¢ Quality of Life (QOL): ePRO data, as collected using the NCCN-FACT-FPSI-17 and BPI-SF
questionnaires were analysed to assess differences in QoL between the treatment arms.

The study was conducted at 301 centres in 23 countries/regions, including North America
(Canada and US), Asia Pacific (mainland China, Japan, South Korea and Taiwan), and the ROW
(Australia, Belgium, Brazil, Bulgaria, Czech Republic, Finland, France, Germany, Israel, Italy,
Mexico, Netherlands, Poland, Russian Federation, Spain, Sweden, and UK). A total of 1686
patients were enrolled in the study between 30 November 2016 (first patient first visit) and 5
June 2018 (last patient first visit). The database cut-off date for the primary completion
analyses was 25 October 2021.

A total of 1306 patients were randomly assigned in a 1:1 ratio to study treatment. Of the
randomised patients, 100% of the patients in the darolutamide + docetaxel arm and 99.5% of
the patients in the placebo + docetaxel arm received at least 1 dose of study drug. At the time of
the data cut-off date for the primary completion analysis (25 October 2021), 45.9% of the
patients in the darolutamide + docetaxel arm and 19.1% of the patients in the placebo +
docetaxel arm were ongoing with study treatment.
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Discontinuation of treatment was 54.1% in the darolutamide + docetaxel arm versus 80.4% in
placebo + docetaxel arm. The most common reason for treatment discontinuation in both arms
was progressive disease, reported in a lower percentage of patients in the darolutamide +
docetaxel arm compared with the placebo + docetaxel arm (clinical progression, 19.5% vs.
41.6%, respectively; radiological progression, 12.9% vs. 20.2%, respectively).

Demographic and baseline characteristics appeared to be balanced. There was a higher baseline

PSA in the experimental arm, as shown in Table 7.

Table 7: Demographic and baseline characteristics

Darclutamide+ Placebot
docetael arm docetae] arm
H=E51 [{100°%) MN=854 [(100%)
Age (years)
hean (St0) GE.T(7.9) 7.0 (7.8)
Median [Min, Max} 67.0 (41, BS) G7.0 (42, BE)
Age group (years), n (%)
=35 243 (373 234 (35.8%)
G574 B0E [46.5%) Z0G (46.8%)
7504 102 (15.7%) 110 (18.2%)
2B5 3 (0.5%) 4 (0.8%)
Race, n {%)
White 45 [63.0%) 333 (50.9%)
Black or African American 26 (4.0%) 25 (4.3%)
Asian 230 (35.2%) 245 (37.5%)
Cither @ T(1.1%%) 2 (0.3%)
Mot re 43 (8.8%) 46 (7.0%)
Ethmnicity, n (%)
Hispanic or Latino 40 (6.1%) 49 (7.5%)
Mot Hispanic or Lating 81 [86.2%) 57 (BE.2%)
Mot reported 50 (7.7%) 45 (7.3%)
Geographical region, m (%)
Morth America 1258 (19,29} 118 {1829}
Acia Pacific 220 (35.2%) 244 (37.3%)
Rect of the world [ROW) 207 [45.6%) 201 [44.5%)
Body mass index group (kg/mé), m (%)
<20 45 [3.9%) 34 (5.2%)
20 — =25 254 [39.0%) 245 (37.9%)
28 — =30 240 [35.9%) 254 (38.8%)
230 108 (16.6%) 116 (17.79%:)
Missing 4 (0.5%%) 2 (0.3%)
Renal function - eGFR at baseline (mL/min} &
Mormal ATH (97.6%) 305 (55.8%)
Mild impairmment 235 [36.3%) 235 (365.9%)
Moderate impaimment 28 (6.0%) 53 (B.19%)
Severs impaiment © 1 (02363 1]
Mizs=ing o 1(0.2%)
Hepatic function at baseline 4
Mormal AOT [891.7%) 503 (807 )
Mild impairmment 48 [7.5%) 52 (B.0%)
Meoderate impaiment 2 10.3%:) 0
Miz=ing 3 (0.5%) B (1.4%)
Extent of metastatic disease at study entry
(eCRF], n (%)
kl1a: Mon-regional lymph nodes cnlby 23 (3.5%) 16 (2.4%)
ki1b: Bome with or without lvmph nedes 817 (79.4%) H20 (789.5%)
bl ic: Wisceral with or without lymph nodes or bone 111 (17.1%) 118 {18.0%)
ALF at baseline {central laboratory®; eCRF) (LVL), n (%)
ALP <IN 200 [44.5%) 201 (44.5%)
AlLP=ULN 381 (55.5%) 383 (55.5%)
Stage of prostate cancer af initial diagnosis
THM classification)’, n (%)
Stage | 12 (1.8%) 10 {1.5%)
Stage |14 18 (2.8%) 10 (1.5%)
Stage |IB 15 (2.3%) 10(1.5%:)
Stage |l 36 (5.5%) 35 (5.8%)
Stage IV H03 (86.5%) 580 (B8. 7%}
Stage IV, MD 5(0.8%) 14 (2.1%)
Stage IV, M1 558 (85.7%:) HG6 (26.5%)
Miz=ing T(1.1%) 6 (0.8%)
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Gleason score at initial diagnosis of prostate cancer, n (%)

< 122 (18.7%) 118 (18.0%)
23 505 (77.6%) 518 (78.9%])
Miz=ing 24 (3.7%) 20 (3.1%;)
P5SA at baseline (central laboratony) (mg/mL)
n 851 553
Mean (St 248.47 (71408} 204,71 (74254}
Median (Mim, Maz}) 3030 (0.0, E219.0) 24.20(0.0, 11847.0
Mlissing (i} i
ECM5 Performance Status, n (%)
[i] 485 (71.6%) 482 (FO.G%)
i 185 (28.4%) 100 {28, 1%6)
Missing [u] 2 [[L3%)
Testosterone at baseline (central laboratory) [ngfmL}
<0.5 338 (52.1%) 353 (54.0%)
205 200 (47.5%) 206 (45.3%)
Missing 3 (10.5%) 5 (0.8%}

FEDEviEtons, il = AMmencan Jont GOMMIes on Lancer, ALE=Akaline pRosohalce:; s | —PEpatas aminoTansierace;
eCRF=Electonic case report fom: e3FR=Estimated glomendar fitration mie; EC0G=Eastem Cooperative Onclogy
Group; FAS=Full analysis set; Max=Maoimum; Min=Mmirmum: M=Total nurnber of patents (10058, n=Mumber of patients
with event; PSA=Prostate-spedfic antigen; St0=5tandand deviaton; THM=Tumaor, Mode, Metastasis: =Unit per liter;
ULN=Upper limit of noemal

& Race 'Other' indudes “Amedican Indian or Alaska Mative”, Tative Hawaiian or other Pacic Islandsr”, and WMultple”

- Renal function: nommnal: eGFR =80 mbimin; mikd impaimment: 60 < =GFR <20 mL'min; moderate impaimment: 30 £ e GFR <80
mbLirrin; severe impaimment: 15 £ eGFR < 30 mLimin

oy | pahentmlhseu'ere renal impaimment at baseline was eigible based on a serum creatining level balow <20 x ULML

- Hepatic function: nomeal: Total biinubin and AST < ULN: mild impaimment: Total bfirubin and AST =ULN to 1.5 ULN or Total
bdfirubin < ULM and AST >ULN; moderate impaimment: Total bfirubin =1.5 to 3x ULMN, any A5T

= For 2 patients {1 in the darslutamide+docetane] smn and the other in the placebo+rdocatanel amm), central [abomatory ALP
values were not availabls at baseline and the loeal lsboratory ALP values were selecied a5 baseline instead

T Acconding to AJCC Tth edition, Stage IV could be M1 or M disease. For the purpose of this analysis. the Stage IV MO group
was defned as the time interval of =3 months between intial diagnosis and initial dizgnosis of metastases.

Mote: Diata collection for race and ethnicty was not allowed in some countries {eg, France) due to local regulations.

Baseline cancer characteristics appeared balanced between the two groups (Table 8).

Table 8: Baseline Cancer Characteristics

Darolutamide+ Placebo+ Tetal
docetaxel arm docetaxel arm N=130%
M=651 M=5654
Extent of metastatic disease at study entry ®
(xRS}, m (%)
M1a 21 (3.2%) 22 (3.4%) 43 (3.23%)
M1b 540 (82.8%) 541 (B2.7%) 1021 (82.8%)
Mic 80 (13.8%) 91 (13.9%) 181 [13.9%)
Extent of metastatic disease at study entry ®
{eCRF), n (%)
M1a 23 (3.5%) 18 (2.4%) 30 (3.0%)
M1b 517 (79.4%) 520 (79.5%) 1037 (78.5%)
Mic 111 (17.1%) 118 (18.0%) 220 (17.5%)
ALF at baseline [central laboratory®; IxRS) (UL,
n (%)
ALP <ULN 280 (44 .5%) 201 (44.5%) 581 [44.5%)
ALP =LILM 261 (55.5%) 363 (55.5%) 724 [55.5%)
ALP at baseline {central laboratory ®; eCRF) (LIL),
n (%)
ALP < ULH 280 (44.5%) 201 (44.5%) 581 [44.5%)
ALP = ULN 351 (55.5%) 383 (55.5%) 724 (55.5%)
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Darolutamide+ Placebo+ Total
docetaxel arm docetaxel arm N=1305
M=651 H=654
Stage of prostate cancer at initial diagnosis
(THM classification) ©, n (%)
Stage | 12 (1.8%) 10 {1.5%) 22 (1.7%)
Stage A 18 (2.8%) 10 {1.5%) 28 (2.1%)
Stage IIB 15 (2.3%) 10 {1.5%) 25 (1.9%)
Stage Il 36 (5.5%) 3B (5.8%) 74 [5.7%)
Stage IV 5583 (26.5%) 580 (BB.7%) 1143 (87 .6%)
Stage IV, MO 5(0.8%) 14 (2.1%) 19 (1.5%)
Stage IV, M1 558 (85.7%) 564 (B6.5%) 1124 (86.1%)
Missing 7(1.1%) G (0.9%) 13 (1.0%:)
Gleason score at initial diagnosis of prostate
cancer, n %)
<8 122 (18.7%) 118 (18.0%) 240 (18.4%)
2B 505 (77.6%) 516 (78.9%) 1021 (78.2%)
Missing 24 (3.7%) 20 (3.1%) 44 [(3.4%)
FS5A at baseline (central laboratory) (ng/mlL}
n 651 653 1304
Mean (51D} 24847 (T14.08) | 204.71 (742.54) | 226.58 (T20.52)
Median 30.30 2420 27.55
Mirn, Max 0.0, 82180 0.0, 11847.0 0.0, 11847.0
Missing {n) ] 1 1
Categories, n (%)
PS5A <median of overall population 315 (48.4%) 337 (51.5%) 652 (50.0%)
PSA emedian of overall population 336 (51.6%) 316 (48.3%) 652 (50.0%)
Missing o 1(0.2%) 1(=0.1%)
ECOG Performance Status, n (%)
1] 486 (71.6%) 482 (70.68%) 828 (71.1%)
1 185 (28.4%) 180 (29.1%) 375 (28.7%)
Missing ] 2 (0.3%) 2 (D.2%)
Testosterone at baseline (central laboratory)
(ng/mL}, n (%)
<0.5 339 (52.1%) 353 (54.0%) 3.246 (2.348)
0.5 309 (47 .5%) 2048 (45.3%) 2870
Missing 3 (0.5%) 5 (0.8%) 0.50, 12.82

Abbreviations: AJCC=American Joint Committee on Cancer; ALP=Alkaline phosphatase; ECOG=Easten Cooperative
Onoology Group; eCRF=Electronic case report form: FAS=Full analysis set; [xR.5=Interactive woicefweb response
system; Max=Maximum. Min=Minimum; N=Total number of patients {100%); n=Number of patients within s
PSA=Prostate-specific antigen; StD=5tandard deviation; TMM=Tumar, Mode, Metastasis; LIL=Unit per liter; ULN=pper

lmit of normal

a: TNM dassification system categonies for the extent of metastatic disease at baseline (M1) were defined as:

M1a=Mon-regional lymph nodes metastases only

M1b=Bone metastases with or without lymph node metastases

M1e=Visceral metastases with or without lymph node metastases or with or without bone metastases

b: ALF baseline values were primarily from cenfral laboratory results. For 2 patients, central laboratory ALF values were not
avalable at baseline and the local laboratory ALF values were selected as baseline instead. One of these patients was
randomized to the darolutamide +docetaxel arm and the other to the placebo+docetaxel am.

c: According bo AJCC Tth edition, Stage IV could be M1 or MO disease. For the purpose of this analysis, the Stage IV M0
group was defined as the time interval of =3 months between initial diagnosis and initial diagnosis of metastases. The
Stage W M1 group is defined as the Bme interval of <3 months between initial diagnosis and initial diagnosis of

metasiases.

The majority of patients had de novo metastatic disease (stage [V: 87.6% of total study
population) and most had M1b (bone metastases, with or without lymph node metastases) at
study entry. Only a small percentage of patients (3.3% per the IxRS; 3.0% by eCRF) had M1a
(non-regional lymph node metastases only) disease.

Table 9 shows the patient disposition for the study period and follow up periods as of the

database cut off.
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Table 9: Patient disposition at the time of study completion

Enrclled 1686 @
Screening failures ® 380
Darolutamide+ Placebo+
docetaxel amn docetaxel amTm
Randomized ® (N=1305; included in FAS) 851 (100%) G54 (1009
Study drug never administersed a 3 (0.5%)
Started study treatment (N=1302; included in SAF 9) 851 (100%) GE1 (20.5%)
Discontinued study treatment 352 (54.1%) 526 (20.4%)
Primary reason:
Progressive disease - clinical progression 127 (19.5%) 272 (41.8%)
Progressive disease - radiclogical progression 84 (12.8%) 132 (20.2%)
Adverse event notassociated with clinical disease 48 (7.4%) 27 (4.1%)
progression
Withdrawal by subject 25 (3.8%) 35 (5.4%)
Adverse event associated with clinical dis=ase progression 24 (3.7%) 26 [4.0%:)
Mon-compliance with study drug 14 (2.2%) 12 [1.8%)
Additional primary malignancy 11 {1.79%) G (0.9%)
Death B (1.2%) 5 (0.8%)
COVID-18 related death ® a 0
Lostto follow-up 4 (0.6%) 1(0.2%)
Other 3 (0.5%) 4 (0.56%)
COVID-18 pandemic related other reason a 1(0.2%)
Physician decision 3 (0.5%) G (0.8%)
Profocol violation 1 (0.2%:) i,
Ongoing with study treatment [as of the cut-offd ste) 280 (45.9%) 135 (18.1%)

Abbrevations: COVID-18= Comnavinus disease 2018, FAS=Full analysis set; GCP=0Good Clinical Practice; N=Total numiber of
patients: SAF=Safety analyss set; TEAE=Treatmentemargent adverse event

a: A totalof 122 patients were re-screened, of which only B5 were mndomized to the study. Re-screened and then randomized

patients were only counted once (last enmolment captured).

b: Includes all patients who discontinued the screening penod for any reason.

c: A total of 1308 patients were randomized. One patent was excluded from analysis due to a GCP violation.

d: The analysis sets in this table are presented based on the mndomized treatment assignment. One patient was randomized
to the placebo +d ocetaxel am but received atleast 1 dose of darcletamide. This patientwas included n the
damutamide+docetaxe ami in the analysis of all safety vadables (Section 8.2.2)

e: Although a total of @ patients were reporfedwith fatal (Grade 5) TEAEs related to COVID-12. none of the evens wene

reported by the investigator as the pimary reason fortreatment discontinuaton. These events are descrived in
Section 3.2.4.

Treatment compliance was high in both treatment arms. The mean percentage of the planned
dose of study drug (darolutamide or placebo) taken was above 97% and the median was 100%
in both treatment arms. Most patients (87.6% in the darolutamide + docetaxel arm and 85.5%
in the placebo + docetaxel arm) had completed 6 cycles of docetaxel.

During the study, nearly all (299%) patients in both treatment arms were administered at least
1 concomitant medication in the FAS. Overall, the most common concomitant medications
(290% of patients in either treatment arm) by ATC subclass were (percentage of patients in the
darolutamide +docetaxel vs. placebo + docetaxel arm):

Ophthalmological (96.6% vs. 95.9%)

Corticosteroids, dermatological preparations (93.4% vs. 92.7%)

Stomatological preparations (92.9% vs. 93.1%)

Corticosteroids for systemic use (92.9% vs. 92.7%)

Otologicals (91.2% vs. 92.4%)

Vasoprotectives (90.9% vs. 90.5%)

Ophthalmological and ontological preparations (89.6% and 90.2% of patients, respectively)

Nasal preparations (88.5% and 90.4% of patients, respectively)
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In total, 27.6% of patients in the darolutamide + docetaxel arm and 23.2% in the placebo +
docetaxel arm received drugs for the treatment of bone diseases during the treatment period.
Post study entry, 23.3% of patients in the darolutamide + docetaxel arm 21.5% in the placebo
+docetaxel arm received bone health agents (bisphosphonates and denosumab).

Treatment compliance and concomitant medication usage appeared comparable between the
arms. The mean percentage of the planned dose of study drug (darolutamide or placebo) taken
was above 97% and the median was 100% in both treatment arms. The median time under
study drug treatment (including dose interruptions/delays) for patients in the darolutamide +
docetaxel arm was 41.0 months (range: 0.1 to 56.5 months), and 16.7 months (range: 0.3 to 55.8
months) for patients in the placebo + docetaxel arm. The majority of patients (87.6% in the
darolutamide + docetaxel arm and 85.5% in the placebo + docetaxel arm) completed the full 6
cycles of docetaxel.

Pharmacokinetics

There were small differences observed in the darolutamide pharmacokinetics (PK) profiles
between mHSPC patients treated with darolutamide in combination with docetaxel in Study
17777 (ARASENS) and nmCRPC patients treated with darolutamide in Study 17712 (ARAMIS).

These were not considered clinically relevant with respect to efficacy and safety. Given that
there appeared to be a flat exposure-response (E-R) relationship between darolutamide AUC,.
12ss and overall survival in the context of the 600 mg twice-daily dose, a 10% reduction in
exposure was not considered to have a meaningful impact on efficacy.

Based on a popPK meta-analysis with consideration of covariate influence, darolutamide
exposure in Study 17777 was 10% lower compared with Study 17712. There were no clinically
relevant effects (with respect to efficacy or safety) on darolutamide PK in mHSPC patients by
age, race, geographical region (e.g., Japan and mainland China), body weight, mild or moderate
renal impairment, or mild hepatic impairment.

The administration of darolutamide in combination with docetaxel in Study 17777 resulted in
no clinically relevant changes in the PK of either drug, considering the variability associated
with exposure, and the E-R relationship of the corresponding drug.

The E-R analyses of efficacy and safety for Study 17777 showed that both efficacy (OS and
prostate-specific antigen [PSA] response) and safety laboratory value (increase in bilirubin) in
mHSPC patients were consistent across the darolutamide exposure range at 600 mg BID dose.

Efficacy

Primary endpoint

The primary efficacy endpoint OS was defined as the time from the date of randomisation until
death from any cause. The primary OS analysis used stratification factors from IxRS. The
significance threshold was a one-sided alpha of 0.025. The study met its primary objective,
showing a statistically significant improvement of OS of darolutamide in combination with
docetaxel and ADT over placebo in addition to docetaxel and ADT. The median follow-up time
from randomisation to the last contact or death was 43.7 months in the darolutamide +
docetaxel arm and 42.4 months in the placebo + docetaxel arm.

At the time of the database cut-off date for the primary completion analysis (25 October 2021),
533 0S events had occurred, with 229 deaths (35.2% of patients) in the darolutamide +
docetaxel arm and 304 deaths (46.5% of patients) in the placebo + docetaxel arm.
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The risk of death was lower in the darolutamide + docetaxel arm than in the placebo + docetaxel
arm (HR: 0.675; 95% CI: [0.568; 0.801]), and the log-rank test was statistically significant with a
one-sided p<0.0001. Median OS was not reached in the darolutamide + docetaxel arm (95% CI:

[A; A]) and was 48.9 months in the placebo + docetaxel arm (95% Cl: [44.4; A]).

64.8% of patients in the darolutamide arm and 53.5% of patients in the control arm were
censored. 393 patients in the darolutamide arm (60%) and 320 patients in the control arm
(49%) were ongoing with study treatment, active follow-up, or survival follow-up. Treatment
arms were comparable with respect to numbers of patients who withdrew or were lost to

follow up.-

The results of the primary efficacy analysis in the FAS are shown below in Table 10. Figure 3

illustrates the Kaplan-Meier curves for OS.

Table 10: Overall Survival in study 17777

Darolutamide+ Placebo+
docetaxel arm docetaxel arm
N=651 N=654
Mumber {%) of patients with event 220 (35.29%) 304 (46.5%)
Mumber (%) of patients censored 422 (84.8%) 350 [53.5%:1
05 [(months)
Median [25% CI] A A A] 439 [44.4; A]
Range (imcluding censored values) 0.8-5a.5" 0.1*-58.0™

12-month survival rate [85% CI]
24-month survival rate [25% Cl]
38-month survival rate [25% Cl]
48-month survival rate [25% Cl]

0840 [0.932; 0.966]
0.831 [0.202; 0.260]
0.723 [0.688; 0.758]
0.627 [0.587; 0.667]

0.903 [0.280; 0.925]
0.788 [0.735; 0.801]
0.638 [0.601; 0.676]
0504 [D.483; 0.548]

Hazard ratio: {darclutamide vs. placebo) [95% CI]® 0.675 [0.568; 0.801]

One-sided p-value from log-rank test =0.0001

Abbreviations: ALP=Akaine phosphatase; Cl=Confidence interval FAS=Full analysis set; N=Total number of patients
(100% § 05=0verall suneival; ULN=Upperlimit of nomal

** Censored obsenvation; A=Value cannot be estimated dueto censoreddata.

a: A hazard ratio <1 indicates supenonty of the darclutamide +doce@xel amm over the placebo+docetaxel amm. The hazard
ratio and 25% Cl were based on a Cox regression model, stratified by extent of disease (M1a vs. Mibwvs. M1c) and ALP
[=ULM ws. 2ULN).

MNote: Median, percentie and other B5% Cls were computed using Kaplan-Meierestimates.

Figure 3: Kaplan-Meier curves of OS in study 1777
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OS was longer for patients in the darolutamide + docetaxel arm than in the placebo + docetaxel
arm despite a higher proportion of patients receiving subsequent therapy after discontinuation
of study treatment in the placebo + docetaxel arm (75.6%) compared with the darolutamide +
docetaxel arm (56.8%). Subsequent systemic therapies are shown in Table 11.

Table 11: Summary of subsequent life-prolonging systemic antineoplastic medication by
preferred drug name based on WHO-DD drug record number in Study 17777 (FAS).

Darclutamide+ Placebo+
docatacel amn docetaxel am
Preferred drug mame(s) N=651 M=654
WHO-DD Version 20215EF n (%) n {%o}
fF':Itlfwnfﬁu;hn entered Active or Long-term (Survival) 3157651 (48.4%) 4951654 (75.7%)
F'atientﬁ witl'_l subseguent life-prolonging systemic 1791315 (56.8%) 3741495 (T5.6%)
antineoplastic therapy
Abiratercne, abiraterane acelats 1127315 (35.8%) 2320495 (46.9%)
Enzalutamide 481315 (15.29%) 136/495 (27.5%)
Cabazitaxel, cabazitaxel aceione GIE1s (18.1%) 2004085 (18.0%)
Docetaxel 461315 (14.8%) 205485 (18.0%)
Radium RA-223 dichlonde 196315 (8.0%) 340405 (6.9%)
Sipuleucel-T 4315 (1.3%) 100495 (2.0%)
Lutefium (LU 177} 17315 (0.3%) 6405 (1.2%)
Apalutamide 21315 (0.5%) 2/405 (0.4%)
Lutefium (177LU) PSMA-B17 17315 (0.3%) 104085 (0.2%)

Abbreviations: FAS=Full analysis set; mCRPC=Metastatic castmtion-resistantprostate cancer; n=numberof patients receiving the
subsequent lfe-prolong systemic antineoplastc them py; M=Totalnumberof patients (1003 ); WHO-DO=Woid Health
Organization Drug Dictionarny

a: Including 1 patient in the daroltamide+docetael amn who did notenterfollow-up but received subsequent treatrment

WNote: & patient could recaive mone than 1 subsequentlfe-prelongingsystemic antineoplastic medication. Allmedications
summanzed in this table were administersd aftermndomzation.

The T patients who started Fe-prolonging systemic antine oplastic medications durng the treatment perod are included.

Prefemed dnug name is defined based on WHO-OD drug number, sequence#1, and sequence#2="001"

Different Prefemed drug names listed underthe same WHO-DD drug record numberwerns combined.

Subsequent ife-prolonging systemic antmeoplasic therapies were defined as abimterone, apautamide, enzalutamide,
docetaxel, cabazitaxel, mdium-223, sipubsued-T, and kutetium-177.

Sensitivity analyses of the OS were in line with the primary findings:

¢ An analysis without including stratification factors in the model: HR: 0.689; 95% CI: [0.580;
0.818]; p<0.0001

¢ An analysis using stratification data from the eCRF: HR: 0.678; 95% CI: [0.571; 0.806];
p<0.0001

¢ An analysis using extent of disease stratification data according to central imaging review;
e HR:0.678;95% CI: [0.571; 0.805]; p<0.0001

The post-hoc analyses of OS by number of docetaxel cycles (6 vs <5, and 5-6 vs <4) were also
consistent with the primary analysis. In patients with 4 or less cycles of docetaxel, the
confidence interval included 1 (0.713 [95%CI 0.44, 1.14], p 0.0790). There was however a low
number of patients in this subgroup (70 in each arm).

An OS subgroup analysis is shown in Figure 4 and is consistent in a number of subgroups. There
are some subgroups that appeared to have less benefit e.g. 65-74 years, Asians, visceral
metastases, Asia-Pacific but the reasons are unclear and likely to be multifactorial.

An analysis was conducted applying the CHAARTED volume criteria at the request of an Orbis
partner. The Sponsor notes that this was not a pre-specified analysis in ARASENS and that the
study did not prospectively define and collect high and low volume strata in the same way as
the CHAARTED study. This information was derived based on the data as it was collected in
ARASENS and high and low-volume groups were defined as follows:
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¢ Patients with non-regional lymph nodes metastases only (M1a) were assigned to the low
volume group

¢ Patients with metastases with or without lymph node metastases (M1b) were assigned to
groups according to CHAARTED criteria. Patients with < 4 bone metastases were assigned to
the low-volume group and patients > 4 bone metastases or superscan were assigned to the
high-volume group.

e Patients with visceral metastases with or without lymph node metastases or with or
* without bone metastases (M1c) were assigned to the high-volume group.

The Sponsor’s analysis showed the following in subgroups of high- and low-volume with the
addition of darolutamide to ADT + docetaxel over ADT + docetaxel:

¢ high-volume HR= 0.685 (95%CI:[0.571; 0.822])
¢ low-volume HR = 0.682 (95%CI:[0.412; 1.130]).

The OS benefit in the high volume subgroup appears to be in keeping with the overall study
population results of HR = 0.675 (95%CI:[0.568, 0.801]). The benefit in the low volume disease
did not appear to be as certain.

Figure 4. Forest plot of subgroup analyses; OS and 95% Cls in study 1777
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Hazard Ratio

A Hazard ratio < 1 indicates superiority of Darolutamide+docetaxel arm over Placebo+docetaxel arm.

Hazard ratic and CI were obtained from univanate analysis using Cox regression (unstratified).

Median computed using Kaplan-Meier estimates.

HE S5TIMates With 95% C1 Wil be CalCulatsd hat at least 10 wWial SWents ane obsenied Within the subgroup aCross the reatment amis.
ME: Value cannot be estimated due to censored data,
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Secondary endpoints
An overview of the secondary efficacy results is shown in Table 12.
The following endpoints had a HR< 1 and were statistically significant:

e -time to castration-resistant prostate cancer,

e -time to pain progression,

e - SSE-free survival,

e - time to first SSE

¢ - time to initiation of subsequent systemic antineoplastic therapy.

As per the hierarchical testing procedure, since time to worsening of disease-related physical
symptoms was not statistically significant, the secondary endpoint time to initiation of

opioid use was not tested for significance and was considered exploratory.

Table 12. Results of the secondary efficacy endpoints in Study 17777

Darolutamide+ Placebo+
docetaxel docetaxel
N=651 N=654
n (%) Median n (%) Median
{months) {months) HR® Oine-sided
Secondary efficacy endpoint [95% CI* [95% C° [95% CI] p-value®
Time to CRPC 225 A 3 181 0.357 <0.0001
[24.6%] [4: A] (59.8%)  [18.5:21.8] | 1y 3p2; p.421) |(HO rejected)
Time to pain progression® ) A 248 T E 0.782 I].-:-!JE-E
(34.1%) [30.5:A] (37.8%) [22.0:368.1) | [0.560; D850 (HD rejected)
S5E-F5 25T 1.2 190 307 0.809 <0.0001
(38 5%) [47.2;A] [50_3%) [36.0;42.3] | 0.516;0.716 |(HD ejected)
Time to first S5E a5 A 108 A 0.712 0.0081
(14.6%) [4; A] {16.5%) [A: A] [0.539; 0.640) |(HD rjected)
Time to initiation of subsequent 218 A 105 253 0.383 <0.0001
systemic antineoplastic therapy [33.6%) [A; A] (60,4 [23.1;28.8] | [0.328; 0.458 |(HD ejected)
Time to worsening of dissase- 151 16.3 108 19.4 1.043 FII-%D?E;
lated physical toms® ; Mag: 5 1 Sqoqq | mdno
related pnysical symploms (B3.8%) [13.8;24.8] 47.1%) [15.4:27.6) | [0.884;1.217] rejected)
Time to initiation of opicid use a2 A 117 A 0.g&3 0.0037
for 27 consecutive d ays’ {14.1%) JA:A] (17.8%) [A: A] [0.523; 0606 | (Mot tested)

Abbreviations: ALP=Akaline phosphatase; BPI-5F=Bnef pain nveniory-short form; Cl=Confidence interval;
CRPC=Castration-resistant prostate cancer, FAS=Full analysis set. HR=Hazard mtio; M=Total number of patiens (100%);
n=MNumber of patients with event; NCCN-FACTFPS51-17= National Comprehensive Cancer Metwork-Functional
Assessment of Cancer Thempy-Prostate Symptom Index-17 item questionnaire; PRO=Patient-reported oucome
S5E=5Symptomatic skeletal event, 35E-F3=5ympiomatic skeletal event-free sunvival, ULMN=Upperimit of norma

A=Value cannot be estimated

a- Median and 85% Clwere computed using Kaplan-Meier estimates
b: A hazard ratic <1 indicates supencnty of danslutamide+d ocetaxe| overplacebo+rdocetaxel. The hazand ratio and 35 Cl were
based on Cox regression model, stmtified by extent of disease (visceral metastases vs. bone metastases vs. non-regional
lymnph nodes metastases)and ALP (<ULMws. 2ULN)

¢ One-sided p-value from log-ank test

d: PRD as evaluated by BP|-5F guestionnaire and initiation of shor- orleng-acting opioid use for pain
&: PRO as evaluated by NCCN-FACT-FPSI-17 questionnaire

f: Mot tested for significance. Nominal p-value, forinfomation anly

Time to CRPC

Overall, 34.6% of patients in the darolutamide + docetaxel arm and 59.8% of patients in the

Placebo + docetaxel arm progressed to CRPC. The analysis was based on central laboratory PSA

and testosterone assessments.
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Figure 5 shows the KM curves for the main analysis based on central PSA and testosterone.

Figure 5: KM curves for the main analysis based on central PSA and testosterone
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The median time to CRPC was not reached (95% CI: [A; A]) in the darolutamide + docetaxel arm
and was 19.1 months (95% CI: [16.5; 21.8]) in the placebo + docetaxel arm.

Of the patients who progressed to CRPC, the first progression event observed was (see Table 13

below):

e PSA progression for 121/225 patients (53.8%) in the darolutamide + docetaxel arm
compared with 289/391 patients (73.9%) in the placebo + docetaxel arm.

* Radiological progression by bone lesions for 53 /225 patients (23.6%) compared with

53/391 patients (13.6%), respectively.

* Radiological progression by soft tissue/visceral lesions for 51/225 patients (22.7%)

compared with 49/391 patients (12.5%), respectively.
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Table 13. Time to CRPC (FAS)

Darolutamide+ Placebo+
docetaxel arm docetaxel arm
H=651 N=654
Mumber (%) of patients with event 225 (34.6%) 381 (59.8%)
PSA progression ® 1211225 (53.8%) 2891381 (73.9%)
Radiclogical progression by bone lesions ° 531225 (23.6%) 537381 (13.8%)
Radiological progression by soft tissue and visceral lesions * 511225 (22.7%) 491391 (12.5%)
Mumbser (%) of patients censorad 426 (B5.4%) 263 (40_2%)
Time to CRPC (months)
Meadian [95% CI) A A A 18,1 [16.5; 21.8]
Range (including censored values) (0.03"=56.2"") (0.03"*~55.6"")
Hazard ratio: (darcdutamide vs. placeba) [95% CIJ* 0.357 [0.302; 0.421]
One-sided p-value from siratified log-rank test <0.0001

Abbreviations: AL PsAlkaline phosphatase, ClsConfidencs inberval, CRPC=Casiralion-fesistant prostate cancer, FASSFull
anakysis sl M1aM1bM1 ceclassifcation of meatasialic disease; NeTolal number of patients {100%), PCWES=Froslale
Cancer Working Groug 3; PSAsProatale-sgecific antigen; RECIST vi1sRespones evaluation crilea in solid lurmars
wargion 1.1; ULM=Lpper limil of nonmmal

** Cansoned observabon. AsValue cannol be astimaled due o censored dala.

a: Percanlages by tneatment arm are based on the number of pabents with lime 1o casiralion-resistan prosiate cancer evenls
Patienis with multiple evants ware onty counted for the category in which the first evend ocouwmed, Ifmultiple CRPC
component evanls ccoumed on the sama date for one patient, the pafient was only counted in one categany in the ondar
of: redsological soft lissuehisceral lesion progression > radickogical bone progression > PSA progression

i A hazard ratio <1 indicates supesiority of the darslulamide+docataxel arm over the placebo+rdocataxel amm. The hazard
ratio and 85% C| were based on a Cox Regresson Maodal, stratiSad by extent of diseass (M1a vs. M1b vs. Mic) and ALP
{=ULN vs. 2ULN).

Mesdian, percentile and ather 95% Cls wore compubed using Kaplan-Meier astimates.

Note: PEA progression and radiclogical proghession by bone lesions werne delermingd acconding io PCOWGED criberia,
Radiclogical progression by $ofl tissue and visceral kesions ang delermingd acconding to RECIST vi.4.

The Sponsor conducted a sensitivity analysis based on central and local PSA. This sensitivity
analysis showed: HR=0.361; 95% CI: 0.306, 0.426.

Time to pain progression

Time to pain progression was evaluated by BPI-SF and initiation of short or long-acting opioid
use for pain and time to worsening of disease related physical symptoms was evaluated by
NCCN-FACT-FPSI-17.

There were 34.1% of patients in the darolutamide + docetaxel arm and 37.9% in the placebo
+docetaxel arm with pain progression.

There was a delay in this parameter HR 0.792 (95% CI [0.660; 0.950], p=0.0058) with the
experimental arm.

The sensitivity analysis showed HR 0.805 (95% CI [0.671; 0.965], p=0.0094 based of electronic
patient reported outcome and paper questionnaires.

KM curves are shown below in Figure 6.

AusPAR - Nubeqa - darolutamide - Bayer Australia Ltd - Type C - PM-2022-00878-1-4 Page 32 of 54
Date of Finalisation: 30 September 2024



Figure 6: Kaplan-Meier curve of time to pain progression
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Symptomatic skeletal event free survival (SSE-FS).

There were 39.5% of patients in the darolutamide + docetaxel arm and 50.3% in the placebo +
docetaxel arm with an SSE-FS event.

SSE-FS was longer in the darolutamide + docetaxel arm, with an HR of 0.609 (95% CI: [0.516;
0.718]); p<0.0001.

The KM curves are shown below in Figure 7.
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Figure 7: Kaplan-Meier curves of SSE-FS I study 17777
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Time to first SSE

Overall, SSEs were reported in 14.6% of patients in the darolutamide + docetaxel arm compared
with 16.5% in the placebo + docetaxel arm. A delay in time to first SSE was observed for
patients in the darolutamide + docetaxel arm, with a HR of 0.712 (95% CI: [0.539; 0.940]);
p=0.0081. The median time to first SSE was not reached (95% CI: [A; A]) in either treatment
arm. See Figure 8.

The majority of the first SSEs were EBRT to relieve skeletal symptoms, reported for 63.2% of
patients with an SSE in the darolutamide + docetaxel arm and 82.4% of patients with an SSE in
the placebo + docetaxel arm.
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Figure 8. Kaplan-Meier curves of time to first SSE in study 17777.
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FAS=Full analysis set; 3SE=Sympiomatic skeletal event
At-risk patient counts were calculated as at start of imepoint.

Time to initiation of subsequent systemic antineoplastic therapy.

There were 33.6% of patients in the darolutamide + docetaxel arm who started a new
systemicantineoplastic therapy, compared with 60.4% in the placebo + docetaxel arm.
Subsequent antineoplastic therapies were for prostate cancer, however 8 patients in the
Darolutamide + docetaxel arm and 2 patients in the placebo + docetaxel arm received a first
antineoplastic therapy for an additional primary malignancy.

A delay was seen in the time to initiation of subsequent systemic antineoplastic therapy for
patients in the darolutamide + docetaxel arm compared with the placebo + docetaxel arm
(HR=0.388, 95% CI: [0.328; 0.458]; p<0.0001). The median time to initiation of subsequent
systemic antineoplastic therapy was not reached (95% CI: [A; A]) in the darolutamide +
docetaxel arm and was 25.3 months (95% CI: [23.1; 28.8]) in the placebo + docetaxel arm. The
KM curve is shown in Figure 9.
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Figure 9. Kaplan-Meier curves of time to initiation of subsequent systemic antineoplastic

therapy in study 1777.
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Time to worsening of disease related symptoms.

The analysis of worsening of disease-related physical symptoms was based on the FPSIDRS-P
subscale of the NCCN-FACT-FPSI-17 questionnaire. Worsening of disease-related physical
symptoms was observed for 53.9% of patients in the darolutamide + docetaxel arm and 47.1%

of patients in the placebo + docetaxel arm.

There was no significant difference in time to worsening of disease-related physical symptoms
between the treatment arms (HR=1.043; 95% CI: [0.894, 1.217]; p=0.7073).

The median time to worsening of disease-related physical symptoms was 19.3 months (95% CI:

[13.8, 24.8]) in the darolutamide + docetaxel arm and 19.4 months (95% ClI: [15.4, 27.6]) in the
placebo + docetaxel arm. See KM curve below in Figure 10.

AusPAR - Nubeqa - darolutamide - Bayer Australia Ltd - Type C - PM-2022-00878-1-4

Date of Finalisation: 30 September 2024

Page 36 of 54



Figure 10. Kaplan-Meier curves of time to worsening of disease related physical
symptoms in study 17777.
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FAS=Full analysis s&t
At-risk patient counts were calculated as at start of timepoint.

Time to initiation of opioid use for 2 7 consecutive days.
The secondary endpoints of the study were pre-specified in a hierarchical testing scheme to be

tested for significance if the results of all previous endpoints were significant. As the preceding
endpoint “Time to worsening of disease-related physical symptoms” did not reach the pre-
specified significance level for this analysis was not tested for significance and was considered
exploratory.

Overall, 14.1% of patients in the darolutamide + docetaxel arm and 17.9% in the placebo +
docetaxel arm had initiated opioid treatment for cancer pain for =27 consecutive days as of the
database cut-off date for the primary completion analysis.

Exploratory endpoints

Time to PSA progression

Treatment with darolutamide in combination with docetaxel resulted in a longer time to PSA
progression than placebo in combination with docetaxel (HR=0.255; 95% CI: [0.208; 0.313];
p<0.0001). The median time to PSA progression was not reached in the darolutamide +
docetaxel arm and was 22.4 months (95% CI: [22.1; 27.6]) in the placebo + docetaxel arm. The
proportion of patients with PSA progression was lower in the darolutamide + docetaxel arm
compared with the placebo + docetaxel arm: 20.9% vs. 47.4%, respectively.

PSA response rates

Patients receiving darolutamide in combination with docetaxel demonstrated a higher PSA
response rate (defined as a 250% reduction from baseline) at 12 months after randomisation,
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compared with patients receiving placebo in combination with docetaxel: 89.6% versus 80.4%
(difference=9.03%, 95% CI: [5.20; 12.86], p<0.0001). Overall, both absolute PSA response rates
(PSAlevel <0.2 ng/mL) and relative PSA response rates (290% reduction in PSA from baseline)
were higher in the darolutamide + docetaxel arm than in the placebo + docetaxel arm at all
evaluated time points.

Eastern cooperative oncology group (ECOG) performance status

Most patients in both treatment arms maintained ECOG PS of 0 or 1 at all visits throughout the
study.

QoL

NCCN-FACT-FPSI-17 questionnaire - there were no clinically meaningful nor statistically
significant differences between the treatment arms.

BPI-SF questionnaire - pain assessment - there were no clinically meaningful differences
(MID=2 points) between the treatment arms. The pain interference score and pain severity
score results favoured the darolutamide + docetaxel arm (lower scores represent less pain) but
were not statistically significant nor clinically meaningful, as the difference in least squares (LS)
mean between the treatment arms did not meet the MID threshold (MID=2 points).

Health related QOL appeared to be maintained on the experimental arm.

Comments on sPC.

There was an imbalance of the type of progression between the treatment arms as follows:
proportion of patients with PSA progression event was higher in the placebo arm (73.9% vs.
53.8%) and the rate of bone progression and soft tissue progression was higher in the
darolutamide arm compared to placebo (23.6% vs. 13.6% and 22.7% vs. 12.5%, respectively).

As per the response to an Orbis partner’s data request, the number of patients with
simultaneous PSA and radiological progression (within +/- 7 days), appeared small in both
treatment arms (darolutamide n=6, placebo n=8).

A sensitivity analysis (SA) excluding the component of PSA progression was provided by the
Sponsor at the request of an Orbis partner. This sensitivity analysis showed a HR of 0.463 (95%
CI: 0.375; 0.572; p<0.0001). With regard to imaging, apart from a yearly scan after docetaxel
treatment, there was no standardised radiological assessment in the study.

SA results suggest that the magnitude of treatment benefit in time to CRPC was affected when
PSA progression was excluded. This suggests that time to CRPC was driven by PSA progression.
Individual patient management decisions based on PSA results are variable as they are based on
physician/patient choice.

Time to pain progression.

In ARASENS, pain progression was defined as change from nadir. However, in the study
ARAMIS, it was defined as change from baseline.

A high number of patients were censored at randomisation as they were on opioids. At the
request of an Orbis partner, a SA was undertaken by the Sponsor wherein these patients were
not censored but were permitted to have an increase of 2 or more points in WPS from nadir.
The SA showed results consistent with the primary analysis with HR 0.81, 95% CI: 0.69.0.95).

SSE — free survival

These results were mainly driven by death and thus do not provide further clinically relevant
information beyond OS.
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Time to first SSE

Although the time to first SSE endpoint demonstrated a statistically significant benefit in the
darolutamide arm over the control arm and the numbers of events were low in both arms. The
median time to first SSE could not be estimated for either treatment arm due to the low number
of events in both arms at the time of data cut-off.

Time to Initiation of subsequent antineoplastic therapy

This endpoint is subjective (dependant on the physician/patient decision) and as imaging was
not routine following PSA progression in the study, it is unclear as to the clinical benefit of this.

Safety

The safety analyses were done on the SAF which included all patients who were randomised
and received at least one dose of study drug (darolutamide or placebo). One patient was
randomised to the planned placebo + docetaxel arm but received at least one dose of
darolutamide by mistake. This patient was included in the actual darolutamide + docetaxel arm
in the analysis of all safety variables presented in this section. Therefore, the SAF comprised of
652 patients in the actual darolutamide + docetaxel arm and 650 patients in the actual placebo
+docetaxel arm.

The median duration of treatment with study drug (darolutamide or placebo) was longer in the
darolutamide + docetaxel arm than in the placebo + docetaxel arm (41.0 vs. 16.7 months,
respectively). The exposure to docetaxel was similar between the treatment arms, and a
majority of the patients in both treatment arms (87.6% vs. 85.5%) received full 6 cycles of
docetaxel.

The full dose of study drug was tolerated by the majority of patients in both treatment arms
without any dose modifications (interruption/delay or reduction) during the treatment period.
Atleast 1 study drug dose modification was reported for 29.1% of patients in the Darolutamide
+docetaxel arm and 24.5% in the placebo + docetaxel arm. At least 1 study drug dose
modification was reported for 29.1% vs. 24.5% of patients, respectively. The median total
number of cycles was 6 in both treatment arms.

A treatment emergent adverse event (TEAE) was defined as any event arising or worsening
after the first dose of study drug until 30 days after the last dose of study drug. TEAEs assessed
as study drug-related by the investigator were reported with a higher incidence in the
darolutamide + docetaxel arm (52.1%) than in the placebo + docetaxel arm (47.4%). The
incidences of docetaxel-related TEAEs were comparable between the treatment arms (87.9% vs.
88.5%, respectively).

Study drug exposure is shown below in Table 14.
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Table 14: Study drug exposure in Study 17777

Darclutamide+
docetaxel arm *®
N = 652

Flacebo+
docetaxel amn
M = 650

Owerall time under
treatment (months) ®
Mean (StD)
Min, Max
Median
Percent of planned dose °
Mean (StD)
Min, Max
Median

31.853 (16.758)
0.13, 56.50
40.082

07.230 (B.27a)
32.14, 100.07
100.000

22,188 (15.340)
0.26, 5578
18.689

08450 (8.119)
48.40, 100.28
100000

Darolutamide Docetaxel Placebo Docetaxel

Dose modifications, ni%) °
Mumber of patients with
dose modification, n (%)

Dose interruptions/delays *
Mumber of patients with
doseinterruptions or
delays, n (%)

Dose reductions
Mumber of patients with
dosereduction.n (%)

Dose re-escalation
Mumber of patients with
dose re-escalation, n (%)

Abbreviations: Max=Maximum: Min=Min imum; N=Tetal number of patients (100%); n=Mumberof patients with event; SAF=Safety

analysis set: StD=5tandard deviation

a: Ten patients in damlutamide/docetawel arm and 13 patients in placebo’docetaxel amm did not receive concomitant docetael.

b: Months=({day of last dose of study drug minus d ay of first dose of study drug +1)30.44. Overalltime includes dose intemuptions

and dose delays.

¢ Percent of planned dose rece ved incorporates treatmentintemuptions and dese reductions into the caleulation.

d: Only modifications after the start of treatment and before the end of treatment are included. Mod ficafions indude

ntemuptions’delays and reductions.

=S Anyrlpatﬁm requiring treatment nterrupdon =28 consecutive days had to be withdrawn from tre atment with darolutamide or

placebo.

- Percentage of the total number of patients with re-escalation is calculated with the number of patients who had reductions used

as the denominator.

Source: Module 5.3.5.1, Report PH42024, t_#4_1_s10_adex_dam.sas,t_14_1_s12 adex daro.sas. and

t_14_1_s13 adex docetaxel sas (datasats: ADSL and ADEXSUM)

190 (20.1%) 391 (80.0%) 150 (24 5%) 400 (82.9%)

169 (25.9%) 345 (53.4%) 130 (21.4%) 356 (54.5%)

73 (11.2%) 135 (20.7%) 42 (B.5%) 129 (10.5%)

20 (30.7%) NA 24 (57.1%) M

Special topic AEs were identified as events/disorders representing potential or known risks
associated with ADT or with anti-androgens.

Special topics associated with ADT include: fatigue/asthenic conditions, bone fractures, fall,
vasodilatation and flushing, breast disorders/gynecomastia, hypertension, cardiac disorders,
diabetes mellitus and hyperglycaemia, mental impairment disorders, depressed mood
disorders, cerebrovascular disorders, and weight decreased (Michaelson et al. 2008, Rhee et al.
2015, Sharifi et al. 2005) while special topics rash and seizure are associated with anti-
androgens (Hussain et al. 2018, Smith et al. 2018). Special topic AEs are presented as grouped
terms.

An overview of the TEAEs is shown in Table 15 below.
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Table 15. An overview of TEAEs (SAF)

Darolutamide+ Placebo+
docetaxel arm docetaxel arm
N=652 N=650
Number of patients (%) with: n %) m %)
Any TEAE ? 649 [99.5%) 643 (98.9%)
Worst Grade 1 28 (4.3%) 35 (5.4%)
Grade 2 162 (24.8%) 168 (26.0%)
Grade 3 248 (38.0%) 232 (357%)
Grade 4 183 (2B.1%) 181 (27.8%)
Grade 5 27 (4.1%) 26 (4.0%)
Missing 1(0.2%) 0
Grade 1or2 180 (29.1%) 204 (31.4%)
Grade 3 or 4 431 (88.1%) 413 (63.5%)
Grade 3. 4or 3 458 (70.2%) 438 (67.5%)
TESAE 202 (44.8%) 275 (42.3%)
TEAE leading to study drug dose modification © 169 (25.9%) 112 (17.2%)
TEAE leading to permanent discontinuation of study drug © 88 (13.5%) 88 (10.6%)
TEAE leading to docetaxel dose maodification ® 214 (32.8%) 214 (32.8%)
TEAE leading to permanent discontinuation of docetaxel 52 (8.0%) 87 (10.3%)
Related to protocol-required procedure &6 (10.1%) 63 (9.7%)
Any study drug-related TEAE > ® 340 (52.1%) 308 (47.4%)
Worst Grade 1 140 (21.5%) 144 (222%)
Grade 2 138 (21.2%) 123 (18.8%)
Grade 3 53 (8.1%) 31 (4.8%)
Grade 4 B1.4%) Ti(1.1%)
Grade § ] 3 (0.5%)
Grade 1 or 2 278 (42.8%) 287 (41.1%)
Grade 3 or 4 G2 (9.5%) 35 (5.8%)
Grade 3, 4or 5 G2 (8.5%) 41 (6.3%)
Study drug-related TESAE 20 (4.4%) 23 (3.5%)
Study drug-related TEAE leading to study drug dose T8 (11.5%) 41 (6.3%)
meodification ®
Study drug-related TEAE leading to permanent 25 (3.8%) 13 (2.0%)
discontinuation of study drug ©
Any docetaxel-related TEAE 29 573 (87.9%) 575 (BB.5%)
Worst Grade 1 111 (17.0%) 115 (17.7%)
Grade 2 183 (2B.1%) 183 (28.2%)
Grade 3 117 (17.9%) 112 (17.2%)
Grade 4 160 (24.5%) 181 (24.8%)
Grade 5 1 (0.2%) 4 (0.8%)
Missing 1({0.2%) 0
Grade 1 or 2 204 (45.1%) 288 (45.8%)
Grade 3 or 4 277 (42.5%) 273 (42.0%)
Grade 3, 4or3 278 (42.6%) 27T (42.8%)
Diocetaxel-related TESAE 110 (16.9%) 105 (16.2%)
Docetaxel-related TEAE leading to docetaxel dose 179 (27.5%) 180 (27.7%)
maodification P
Docetaxel-related TEAE leading to permanent discontinu aticn 45 (8.89%) &7 (8.8%)

of docetaxel ©

Abbreviations: AE=Adwverse event; CTCAE=Commaon Terminclogy Criteria for Adverse Events; M=Total number of patients
(100%); n=Number of patients with event; SAF=Safety analysis set; TEAE=Treatment-emergent adverse event;
TESAE=Treatment-emergent senous adverse avent

a: Ay TEAE also includes patients with grade not available for all AEs.

b: Modifications incude dose interruptions/delays and reductions.

o Discontinuation of study drug (damlutamide/placebo) and docetaxel due to an AE was calculated for AEs where action taken
was checked as Drug Withdrawn™.

d: Based on investigator's assessment.

CTCAE version 4.03.

The overall incidence of TEAEs was comparable between the treatment arms. There were more
study drug-related TEAEs leading to study dose modification in the experimental arm (11.5%
versus 6.3%). Similar incidences were observed for TEAEs with a worst grade of 1 or 2 (29.1%
vs. 31.4% in the darolutamide + docetaxel and placebo + docetaxel arm, respectively) and
TEAEs with a worst grade of 3 or 4 (66.1% vs. 63.5%, respectively) in both treatment arms. The
incidences of TEAEs with fatal outcome (Grade 5) were similar in both treatment arms (4.1% vs.
4.0%).
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Overall, drug discontinuation and modification of the study drug due to TEAES were higher in
the combination arm. These were comparable for docetaxel. The added toxicity with
darolutamide (added to docetaxel) appears acceptable.

TEAEs that resulted in permanent discontinuation of study drug occurred in 13.5% vs. 10.6% of
patients in the darolutamide + docetaxel vs. placebo + docetaxel arms, respectively. The most
common TEAEs leading to study drug discontinuation in =5 patients in either treatment arm
were bone pain (0.3% vs. 1.4%), AST increased (0.9% vs. 0.3%), and ALT increased (0.8% vs.
0.2%), darolutamide + docetaxel vs. placebo + docetaxel arms, respectively.

TEAEs that resulted in permanent discontinuation of docetaxel were observed in 8.0% of
patients in the darolutamide + docetaxel arm and 10.3% of patients in the placebo + docetaxel
arm. The most common TEAEs leading to docetaxel discontinuation in =5 patients in either
treatment arm were neutrophil count decreased (0.8% vs. 0.5%), febrile neutropenia (0.5% vs.
0.8%), neutropenia (0.5% vs. 0.8%), and WBC count decreased (0.2% vs. 0.9%), Darolutamide +
docetaxel vs. placebo + docetaxel arms, respectively.

TEAEs that resulted in interruption of study drug occurred at a greater incidence in the
Darolutamide + docetaxel arm (22.9%) than in the placebo + docetaxel arm (15.7%). The most
common TEAEs leading to interruption of study drug (in 22% of patients in either treatment
arm) were ALT increased (3.2% vs. 1.5%), AST increased (3.1% vs. 1.1%), and febrile
neutropenia (2.1% vs. 1.4%) in the darolutamide + docetaxel arm and placebo + docetaxel arm,
respectively. When adjusted for the difference in study drug treatment duration, the incidences
of all TEAEs were comparable between the treatment arms, except for ALT increased, for which
the exposure adjusted incidence rate (EAIRs) were 1.2 vs. 0.8 per 100 PYs in the darolutamide +
docetaxel and placebo + docetaxel arms, respectively, and AST increased (EAIRs 1.2 vs. 0.6 per
100 PYs, respectively).

TEAEs that resulted in interruption of docetaxel occurred at a similar incidence between the
treatment arms, in 21.9% of patients in the darolutamide + docetaxel arm and 20.6% of patients
in the placebo + docetaxel arm. The most common TEAEs leading to interruption of docetaxel
(in 22% of patients in either treatment arm) were ALT increased (4.0% vs. 3.4%), neutrophil
count decreased (2.8% vs. 2.3%), and AST increased (2.8% vs. 1.7%) in the darolutamide +
docetaxel arm and placebo + docetaxel arm, respectively.

TEAEs that resulted in dose reduction of study drug occurred at a greater incidence in the
Darolutamide + docetaxel arm (8.7%) than in the placebo + docetaxel arm (4.3%). The most
common TEAEs leading to dose reduction of study drug (in 22% of patients in either treatment
arm) were ALT increased (2.8% vs. 1.2%) and AST increased (2.5% vs. 0.8%) in the
darolutamide + docetaxel arm and placebo + docetaxel arm, respectively.

TEAEs that resulted in dose reduction of docetaxel occurred at a similar incidence between the
treatment arms, in 19.9% of patients in the darolutamide + docetaxel arm and 19.5% of patients
in the placebo + docetaxel arm. The most common TEAEs leading to reduction of docetaxel (in
>2% of patients in either treatment arm) were neutrophil count decreased (5.4% vs. 6.0%),
febrile neutropenia (3.7% vs. 3.8%), WBC count decreased (3.2% vs. 3.4%), and neutropenia
(1.8% vs. 2.2%) in the darolutamide + docetaxel arm and placebo + docetaxel arm, respectively.

A general trend of decreasing incidence and severity of TEAEs after the first 6 months of study
treatment was observed in both treatment arms, with the exception of hypertension.

The incidences of TEAEs in 210% of patients in either treatment arm are presented below
(Table 16). To adjust for differences in study drug treatment duration between the treatment
arms, exposure-adjusted incidence rates (EAIRs) per 100 PYs are also summarised.
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Table 16. Incidences and exposure-adjusted incidence rates of the most common TEAEs
by MedDRA PT (preferred terms) occurring in 210% of patients in either treatment arm
(SAF)

Darclutamide+ Placebo+
docetaxel arm docetaxel arm
N=E52 N=650
Total EAIR Worst CTCAE grade Taotal EAIR Worst CTCAE grade

MedDRA PT n¥l P Grade3 Graded Grades5| ") P Grade3 Graded Grades
METY pys| M%) n(%) n%) pys| N 0% ni%)
Alopecia 264 (40,5 153 | 1(0.2) 1] D 204 (408) 220 2(0.3) 1] i
Fatigus 216(33.1) 125 | 11{1.7) 1] D 214 (329) 178 | 12(1.8) 1] i
Anasmia 181{278) 105 | 20(44) 2(0.3) D 162 (25.1) 1368 | 32(49) 1(0.2) i
Arthralgia 178(273) 103 | 8(1.2) 1] D 174 (26.8) 145 a4 [i] [u]
Dedema perpheral 173(26.5) 100 | 2(03) 1(0.2) D 168 (26.0) 141 1{0.2) 0 o
Meutrophil count 170 (26.1) 9.8 | 38(6.0) 1N2(17.2) D 155(23.8) 129 | 41(8.3) 82({15.2) i

decreased
Diarmhoea 167 (25.8) 9.8 B(1.2) 1] D 156 (24.0) 130 7{1.1) 1] i
White blood cell count 155(23.8) B0 |85(13.2) 24(3.7) 0 143 (2200 1.8 | 80(123) 17(2.8) [i]

decreased
Constipation 147 (2250 B85 2(0.3) 1] D 130 (20,00 108 2(0.3) [i] [u]
Hot flush 124 (1800 7.2 D 1] D 122 (18.8) 102 1{0.2) 1] i
Back pain 123(188) 741 12 (1.8} 1] D 123(18.8) 10,2 | 11(1.7) 1] i
Diecreasad appetite 121(188) 7.0 1(0.2) 1] D B (13.1) 7.1 4 {0.5) 1] i
Weight increased MG(17.8y 67 | 14(2.1) a D 102 (15.7) 85 8(1.2) [i] [u]
Mausea 115(17.68) 68 3 (0.5) 1] D 133 (20.5) 111 2(0.3) 0 o
Alanine 102({158y 59 | 17(26) 1(0.2) D 4129y 7.0 2914y 2(03) i

aminatransferase

increased
Faim in extremity QB (150) &7 2(0.3) 1] D 78(120) &5 21(0.3) 1]
Aspartate 21140y 53 | 186(25) 1(0.2) 0 6B (10.5) &7 & (0.89) 1{0.2)

aminatransferase

increased
Pyrexia 88(13.2) &0 3 (0.5) 1] D 20138 75 3(0.5) 0 o
Hypertension B5(13.0) 49 | 42(56.4) 1] 1(0.2) 58 (9.1) 48 [ 21(3.2) 1] i
Cough B40129) 48 D 1] D T3(11.2) &1 i 1] i
Bone pain B1(124) 47 B(1.2) 1] D 4129y 7.0 1728y 2(0.3) i
Meuropathy peripheral 8117 44 3 (0.5) 1] D B7(10.3) 56 [u] [i] [u]
Hyperglycaemia T4(11.3) 43 | 17(28) 1(0.2) D &1 (B.4) 5.1 20(3.1) 4(0.8) o
Insomnia T4(11.3) 43 D 1] D B1(12.5) &7 i 1] i
Myalgia T3(11.2) 42 2(0.3) 1] D B3 (0.7} 52 21(0.3) 1] i
Chysgeusia &8 (10.6) 40 O [§] 0 80123y &7 [i] i] [i]
Asthenia B8 (10.4) 3.8 1i0.2) 1] D G5 (10.0) 54 3(0.5) [i] [u]
Meutropenia 8 (10.4) 3.9 | 18(28) 38(5.8) D T8/(11.7) 63 18i(28) 50(7.7) i
Stomatitis 68 (10.1) 38 4 (0.8) 1] D 57 (B.B) 4.7 4 (0.5) 1] i
Peripheral sensory &5 (10.0) 38 2(0.3) 1] D 67 (10.3) 56 21(0.3) 1] i

neurcpathy
Urinary tract infection 81 (8.4} 35 | 1320 [§] 0 67 (10.3) 56 12(1.8) i] [i]
Dryspnoea 58 (p.0) 34 2(0.3) 1] D 71102y 58 4 (0.5) 0 1(0.2)
blalaiss 57 (B.7) 3.3 D [1] 0 G5 (10.2) 55 0 0 0

Abbreviations: CTCAE=Common Terminology Criteria for Adverse Events; EAIR=Exposure-adjustad incidamce rats;
MedDRA=Medical Dictionary for Regulstony Acthities; M=Taotal number of patients (100%); n=MNumber of patients with
event; PT=Prefemad term, PY=Fatient year, SAF=Safety analysis set; TEAE=Treatment-emergent adverse event

a: EAIR of TEAEs, defined as the number of patients with a given TEAE divided by the total study drug treatment duration of all
patients in years. The rate is expressed in number of patients with events per1D0 Pys.

Mote:

A patient may hawve more than one entry.

The total column also includes patients with a missing CTCAE grade (2 patients with white blood c=ll count decreased and

1 patient with edema peripheral in the damlutamide+docetaxel amn, and 1 patient with hypertension in the placebo+docetaxel

arm}) (Module 5.2.5.1, Report PH-42024, Table 14.3.1/15).

The most commonly reported TEAEs were generally similar between the treatment arms. The
most common events (=225% of patients in either treatment arm) included alopecia, fatigue,
anaemia, arthralgia, oedema peripheral, neutrophil count decreased, and diarrhea. The most
common TEAEs reported with =3 percentage points higher incidence in the darolutamide +
docetaxel arm than in the placebo + docetaxel arm were decreased appetite, hypertension, AST
increased, and pain in extremity.

The TEAE hypertension (PT) was reported in mHSPC patients at an incidence of 13.0% in the
darolutamide + docetaxel arm vs. 9.1% in the placebo + docetaxel arm.
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Alanine aminotransferase (ALT) increased and aspartate aminotransferase (AST) increased
were reported as a TEAE at a higher incidence in the darolutamide + docetaxel arm vs. placebo
+ docetaxel arm (15.6% vs. 12.9%) and (14.0% vs. 10.5%), respectively. Hypertension incidence
(Grade 3: 6.4% vs. 3.2%) was greater in the darolutamide + docetaxel arm, and neutropenia
incidence (Grade 4: 5.8% vs. 7.7%) was greater in the placebo + docetaxel arm.

Grade 3 or 4 TEAEs - see Table 17 below - occurring in 66.3% of patients in the darolutamide
plus docetaxel arm and 63.5% of patients in the placebo plus docetaxel arm.

The most common TEAEs with a worst grade of 3 or 4 (25% of patients in either treatment arm)
were neutrophil count decreased, WBC count decreased, neutropenia, febrile neutropenia,
hypertension, and anaemia.

Hypertension was reported with 23 percentage point higher incidence in the darolutamide +
docetaxel arm (6.4%) than in the placebo + docetaxel arm (3.2%).

Table 17. Incidence of worst Grade 3 or 4 TEAEs by MedDRA PT occurring in 21.5% of
patients in either arm in Study 17777 (SAF).

Darolutamide+ Placebo+

docetaxel arm docetaxel arm
MedDRA FT N=652 N=E50
w. 24.1 n %) n | %)
Meutro phil countdecreased 151 (23.2%) 140 (21.5%)
White blood cell countdecreased 110 (168.9%) o7 (14.89%)
Meutropenia 56 (0.6%) 68 (10.5%)
Febrile neutropenia 51 (7.5%) 48 (T4%)
Hypertension 42 (8.4%) 21 (3.2%)
Anasmia 31 (4.8%) 33 (5.1%)
Prieumaonia 21 (3.2%) 20 (3.1%)
Hyperglycasmia 18 (2.8%) 24 (3.7%)
Alanine aminotransferase increased 18 (2.8%) 11 (1.7%)
Aspartate aminotransferase increased 17 (2.6%) T1.1%)
Leukopenia 15 (2.3%) 19 [2.8%)
Weightincreased 14 (2.1%) 8(1.2%)
Urinary tractinfection 13 (2.0%) 12 (1.8%)
Back pain 12 {1.8%) 11 [1.7%)
Syncope 12 {1.8%) 11 (1.7%)
Hyponatrasmia 12 {1.8%) 9 (1.4%)
Fatigue 11 {1.7%) 12 [1.8%)
Blood alkaline phosphatase increased 10 {1.5%) 12 (1.8%)
Bone pain B{1.2%) 19 (2.9%)

Abbreviations: CTCAE=Common Teminology Critera for Adwerse Events; Med DRA=Medical Dictionary for Regulatory Activities
M=Totalnumberof patients (100% ); n=Mumberof patients with event; FT=Prefermed term, SAF=5afety analysis set
TEAE=Treatment-emergent adverse event

Mote: A patient may have maore than 1 entry.

Anyadverse events with missing a CTCAE grade are net included in this summary table.

Souwrce: Module 5351, Report PH-422024,t_14 3 1_adae s34 =as [datasets: ADSL and ADAE)

The Sponsor provided a safety update dated 13t October 2022 with a cutoff date of 1st August
2022. Overall, 335 late entered AEs with an onset date prior to 25 October 2021 were identified
(Table 18).

The following was seen with the safety update:

e Minor changes were observed in the incidences of TEAEs with Grade 1, 2 or 3 as the
e worst severity grade.
¢ Incidences of Grade 4 and 5 TEAEs were slightly increased in the study arm.

¢ TEAEs leading to permanent discontinuation of darolutamide reported 1 additional patient
in the darolutamide + docetaxel arm.
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Table 18: Overview of TEAEs in Study 17777 (SAF).

Primary completion Primary completion Safety update
cut-off — original cut-off — updated = cut-off
from FPFV to from FPFY fo from FPFY to
25 0CT 201 25 0CT 2021 01 AUG 2022
Mumber of patients (%) with: Daro+ Pla+ Daro+ Pla+ Daro+ Pla+
doce arm doce am doce amm doce arm doce arm doce arm
N=652 N=650 N=G652 N=G50 N=652 N=650
n (%) n (%) n (%) n (%) n (%) n (%)
Any TEAE > 649 (99.5%) 643 (98.9%) | 649 (99.5%) 643 (98.9%) | 649 (99.5%) 643 (98.9%)
Worst  Grade 1 28 (4.3%) 35 (5.4%) 25 (3.8%) 33(5.1%) 24 (3.7%) 33(5.1%)
Grade 2 162 (24 .8%) 169(26.0%) | 163 (25.0%) 171 (26.3%) | 158 (242%) 171 (26.3%)
Grade 3 248 (38.0%) 232(35.79%) | 250(38.3%) 232 (35.7%) | 251(38.5%) 232 (35.7%)
Grade 4 183 (28.1%) 181 (27.8%) | 183 (28.1%) 181 (27.8%) | 186 (28.5%) 181 (27.8%)
Grade 5 (death) 27 {41%) 26 (4.0%) 27 (4.1%) 26 (4.0%) 29 (4.4%) 26 (4.0%)
Mizsing 1{0.2%) 0 1(0.2%) 0 1 (0.2%) 0
Grade 10r 2 190 (29.1%) 204 (31.4%) | 188 (28.8%) 204 (31.4%) | 182(279%) 204 (31.4%)
Grade 3or4d 431 (66.1%) 413 (63.5%) | 433 (66.4%) 413 (63.5%) | 437 (67.0%) 413 (63.5%)
Grade 3,4 0or5 458 (70.2%) 439 (67.5%) | 460 (70.6%) 439 (67.5%) | 466 (71.5%) 439 (67.5%)
TESAE 292 (44 8%) 275 (42.3%) (293 (44 9%)7 275 (42.3%) | 306 (46.9%) 275 (42.3%)
TEAE leading fo 169 (25.9%) M2 (17.2%) | 160 (25.8%) 112 (17.2%) | 172(264%) 112 (17.2%)
darolutamidefplacebo dose
modification ®
TEAE leading fo permanent 88 (13.5%) 69(106%)( BO(13.7%) 69(10.6%)| 90(13.8%) 69 (10.56%)
discontinuation of
darolutamide/placebo ©
TEAE leading fo docetaxel dose 214 (32 8%) 2114 (32.9%) | 215(33.0%) 214 (32.9%) | 215(33.0%) 214 (32.9%)
modification ®
TEAE leading fo permanent 52(8.0%) 67 (10.3%) 52 (8.0%) 67 (10.3%) 52 (8.0%) 67 (10.3%)
discontinuation of docetaxel =
TEAE related to 340 (52 1%) 308 (47 4%) | 341 (52.3%) 309 (47 5%) | 344 (52.8%) 309 (47 5%)
darclutamide/placebo @
TEAE related to docetaxel @ 573 (B7.9%) 575(88.5%) | 575(BB.2%) G578 (B8.9%)| 575(88.2%) 578 (38.9%)
TEAE related to protocol-required 66 (10.1%) 63 (9.7%) | 67 (10.3%) 64 (9.8%) | 69(10.6%) 64 (9.8%)
procedure

AE=Adverse event; CTCAE=Common Terminology Criteria for Adverse Events; Daro=Darolutamide; Doce=Dacetaxel;
FPFv=First patient first visit; N=Total number of patients {100%); n=Number of patients with event; Pla=Placebo;
SAF=Safety analysis sel; TEAE=Treatmeni-emergent adverse event; TESAE=Treatmeni-emergent serious adverse
event

a: Any TEAE also includes pafients with grade not available for all AEs.

h: Modifications include dose intermuptions/delays and reductions.

¢: Discontinuation of study drug (darolutamide’placebo) and docetaxel due to an AE was calculated for AEs where action
taken was checked as “Drug Withdrawn™.

d: Basad on investigator's assessment.

& The data presented in this column are based on an updated database from 01 AUG 2022 and include also late entered
TEAEs.

- Based on the updated database, there were 2 patients with new TESAES in the darclutamide-+docetaxel am:
acute cholecystitis in 1 patient (540120012) and urinary tract infection and ureterolithiasis in 1 patient (140230001).
Patient 14023001 had TESAES reported already in the original database (device related infection, nephrolithiasis,
pulmonary embalism, sepsis). Thus only 1 new patient (540120012) is presented in the updated database.

CTCAE version 4.03.

Lab findings

Blood bilirubin increased was observed as a laboratory abnormality (as previously seen in
nmCRPC) more commonly in the darolutamide + docetaxel arm than in the placebo + docetaxel
arm (19.6% vs 10.0% of patients, respectively). The bilirubin elevations were mainly Grade 1 or
2 and of no clear clinical significance, consistent with the low percentage of patients with a
TEAE of blood bilirubin increased (4.9% of patients in the darolutamide + docetaxel arm and in
2.9% of patients in the placebo + docetaxel arm).

There was 1 patient (0.2%) in the darolutamide + docetaxel arm with an event with a worst
grade of 3 (no patients in the placebo + docetaxel arm). Hyperbilirubinemia was reported as a
TEAE in 2 patients (0.3%) (1 patient had an event with a worst grade of 1 and 1 patient with a
worst grade of 3) in the placebo + docetaxel arm (no patients in the darolutamide + docetaxel
arm).
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ALT increased (PT) and AST increased (PT) were reported as a TEAE more commonly in the
Darolutamide + docetaxel arm vs. placebo + docetaxel arm: ALT, 15.6% vs. 12.9%, respectively;
and AST, 14.0% vs. 10.5%, respectively.

An evaluation of liver injury based on analyses of laboratory data and TEAEs was performed,
including review for potential Hy’s Law cases and drug-induced liver injury (DILI) cases.
Overall, 2 patients with hepatocellular DILI were identified in the darolutamide + docetaxel arm.
The overall incidence of TEAEs of DILI (MedDRA PT) was balanced between the treatment
arms: 3 patients (0.5%) in the darolutamide + docetaxel arm and 4 patients (0.6%) in the
placebo + docetaxel arm. A total of 3 patients met potential Hy’s Law criteria, including 2
patients in the darolutamide + docetaxel arm and 1 patient in the placebo +docetaxel arm.

Safety analyses by subgroups.

Subgroup analyses for TEAEs were performed for age, geographical region, renal function at
baseline, hepatic function at baseline and concomitant statin use. No clinically meaningful
differences in the incidence of TEAEs between the respective subgroups in either treatment arm
were observed for age, renal function, hepatic function, or concomitant use of statins. It is noted
that there were very few patients in the age group > 85 years in each arm to draw any clear
conclusions about safety in this age group.

For geographical region subgroups, a difference was seen in both treatment arms between the
Asia Pacific region and other regions: There were higher incidences of TEAEs with a worst
grade of 4 and TESAEs reported in patients from the Asia Pacific region compared with patients
from North America and ROW.

These differences were primarily driven by higher incidences of haematological toxicities,
mainly neutrophil count decreased and WBC count decreased. The Sponsor considered these
results to be in line with the literature showing higher incidences of severe haematological
toxicities (e.g., neutropenia) in Asian patients treated with docetaxel compared with non-Asian
patients treated with docetaxe]15.16,17.18,19,

Analysis of special topics

Special topics were defined as events/disorders representing potential or known risks
associated with ADT or with anti-androgens.

Special topics associated with ADT included fatigue/asthenic conditions, bone fractures, fall,
vasodilatation and flushing, breast disorders/gynecomastia, hypertension, cardiac disorders,
diabetes mellitus and hyperglycaemia, mental impairment disorders, depressed mood

15 Hor SY, Lee SC, Wong CI, Lim YW, Lim RC, Wang LZ, et al. PXR, CAR and HNF4a genotypes and their association with
pharmacokinetics and pharmacodynamics of docetaxel and doxorubicin in Asian patients. Pharmacogenomics J. 2008
04/01;8(2):139-46.

16 Kenmotsu H, Tanigawara Y. Pharmacokinetics, dynamics and toxicity of docetaxel: Why the Japanese dose differs from the
Western dose. Cancer Sci. 2015 May;106(5):497-504.

17 Poon DM, Ng J, Chan K. Importance of cycles of chemotherapy and postdocetaxel novel therapies in metastatic castration-
resistant prostate cancer. Prostate Int. 2015 Jun;3(2):51-5.

18 Poon DMC, Chan T, Chan K, Chan M, Lee EKC, Law K, et al. Preliminary efficacy and tolerability of chemohormonal therapy
in metastatic hormone-naive prostate cancer:The first real-life experience in Asia. Asia Pac ] Clin Oncol. 2018
Aug;14(4):347-52.

19 Poon DMC, Chan K, Chan TW, Ng B, Siu S, NgJ, et al. Prevention of docetaxel-associated febrile neutropenia with primary
granulocyte colony-stimulating factor in Chinese metastatic hormone-sensitive and castration-resistant prostate cancer
patients. Asia Pac] Clin Oncol. 2021 Apr;17 Suppl 3:39-47..
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disorders, cerebrovascular disorders, and weight decreased?2?.21.22 while special topics rash and
seizure are associated with anti-androgens?3.24,

For the analysis of special topics, TEAEs representing the same or pathophysiologically related
clinical concepts were grouped. The grouped terms were selected and pre-defined based on the
data from the Phase 3 Study 17712 in nmCRPC (Table 19).

Specific predefined safety topics included: fatigue, fractures, falls, vasodilatation and flushing,
breast disorders/gynecomastia, cardiac disorders, diabetes mellitus and hyperglycaemia,
mental impairment disorders, depressed mood disorders, cerebrovascular disorders, seizure
and weight decrease, which are known to be associated with the currently existing therapeutic
options for mHSPC.

Table 19. Incidences and exposure-adjusted incidence rates of TEAEs of special topics
associated with ADT or anti-androgens (SAF)

Darclutamide+ Placebot
docetaxel amm docetaxel arm

EAIR EAIR |Incidence

H=E652 per M=650 per risk ratio

Grouped TEAE term ? n {%) 100 PY n (%) 100 PY"® | for EAIR
Fatigue/asthenic conditions 315 (4B8.3%) 18.2 319 (481%) 285 0.89
Bone fractures (excluding pathological fractures) 49 (T .5%) 28 33 (5.1%) 27 1.03
Fall 43 (6.6%) 25 30 (4.8%) 25 1.00
Vasodilatation and flushing 133 (20.4%) 7T 141 (21.7%) 11.7 0.88
Breast disorders/gynecomastia 21 (3.2%) 1.2 10 (1.5%) 0.8 148
Rash 108 (16.9%) 3.2 &8 (13.5%) 7.3 0.a5
Hypertension © al (13.8%) 52 g1 (9.4%) 5.1 1.02
Cardiac disorders 71 (10.9%) 4.1 T8 (11.7%) 8.3 0.85
Cardiac arhythmias 52 (B.0%) a0 55 (B.5%) 4.5 0.88
Coronary artery disorders 19 (2.89%) 1.1 13 (2.0%) 1.1 1.01
Heart failures 4 (0.5%) 0.2 13 (2.0%) 1.1 021
Diabetes mellitus and hyperglycemia o0 (15.2%) 5.7 23 (14.3%) 7.7 074
Mental impairment disorders 23 (3.5%) 1.3 15 (2.3%) 12 1.06
Depressed mood disonders 21 (3.2%) 1.2 24 (3.7%) 20 0.81
Cerebral ischaemia & (1.2%) 05 B (1.2%) 0.7 0.89
Cerebral and intracranial hemomhage G [0.9%) 0.3 1 (0-2%) 0.1 417
Seizure 4 (0.8%]} 0.2 1(0.2%) 0.1 278
WWeight decreased 22 (3.4%) 1.3 35 (5.4%) 248 044

Abbrevations: ADT=Androgen deprivation therapy, EAIR=Exposure-adjusted incidence ae; MedDRA=Medical Dictionary for
Regulatory Activities; WM=Total number of patients { 100%); n=Mumber of patients with event; PT=Prefemed term; PY=Patient
year, SAF=Safety analysis set; TEAE=Treatment-smergent adverse event

a: The specific temms usad for MedDRA seanches and reported FTs for pre-defined grouped TEAE temms are described in SAF v
4.1, Table 82 of Secton 18.1.0 and Table 14.2.1/44, respectvely.

b: EAIR of grouped events, defined as the number of patients with a2 gven TEAE divided by the total study drug treatment
duration of all patients in years. The rate is expressed in numiber of patients with events per 100 PY's.

= The MedDRA search terms and reported PTs fior data-driven grouping hyperension are prowided in Table 14.3.1.212=1 (post-
hoc)

Miote: The tabde contains counts of patients. if a patient experienced more than cne episode of a TEAE, the patient = counted
only once within a grouped term.

In study 17777, the grouped term of coronary artery disorders occurred at a higher incidence
in patients on the darolutamide + docetaxel arm (2.9%) compared to placebo + docetaxel
(2.0%). The most common PTs within this HLGT were myocardial infarction (0.9% vs. 0.3%),
acute myocardial infarction (0.5% vs. 0.5%), angina pectoris (0.5% vs 0.3%) and myocardial

20 Michaelson MD, Cotter SE, Gargollo PC, Zietman AL, Dahl DM, Smith MR. Management of complications of prostate cancer
treatment. CA Cancer ] Clin. 2008 Jul- Aug;58(4):196-213.

21 Rhee H, Gunter JH, Heathcote P, Ho K, Stricker P, Corcoran NM, et al. Adverse effects of androgen-deprivation therapy in
prostate cancer and their management. BJU Int. 2015 Apr;115 Suppl 5:3-13

22 Sharifi N, Gulley JL, Dahut WL. Androgen deprivation therapy for prostate cancer. JAMA. 2005 Jul 13;294(2):238-44.

23 Hussain M, Fizazi K, Saad F, Rathenborg P, Shore N, Ferreira U, et al. Enzalutamide in Men with Nonmetastatic, Castration-
Resistant Prostate Cancer. N Engl ] Med. 2018 Jun 28;378(26):2465-74

24 Smith MR, Saad F, Chowdhury S, Oudard S, Hadaschik BA, Graff]N, et al. Apalutamide Treatment and Metastasis-free
Survival in Prostate Cancer. N Engl ] Med. 2018 Apr 12;378(15):1408-18
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ischaemia (0.5% vs 0.3%) in the darolutamide + docetaxel arm and the placebo + docetaxel arm,
respectively. In the pivotal trial of patients with nmCRPC, ischemic heart disease (IHD) occurred
in 3.2% of patients treated with darolutamide and in 2.5% of those treated with placebo.

There was an increased incidence of fall in the study arm (6.6%) compared to the control arm
(4.6%), although the EAIR was similar. A pooled analysis did not show any evidence for an
increased risk of fall for patients treated with darolutamide compared with placebo. Seizure
occurred in 0.6% of patients receiving darolutamide + docetaxel compared to 0.2% receiving
placebo + docetaxel.

Fractures occurred at a higher incidence in patients on the darolutamide + docetaxel arm
compared to placebo plus docetaxel (7.5% vs 5.1%). Despite the similar exposure adjusted
incidence rates, the unadjusted incidence of fractures is higher in ARASENS and fractures are of
concern in prostate cancer given its predilection for bone metastases. Although ADT is
associated with BMD loss and increased risk of bone fracture, in the ARAMIS study?2s in
nmCRPC, bone fractures occurred in 5.5% of patients receiving darolutamide compared with
3.6% of patients receiving placebo.

Breast disorders/gynecomastia were more commonly reported in the darolutamide + docetaxel
arm than in the placebo + docetaxel arm (3.2% vs. 1.5%, respectively). As these were G1 or 2
events and there were no changes to the dosing or treatment regimens, it is not considered to
have a meaningful impact on the safety profile.

There was an increased incidence of mental impairment disorders in the darolutamide arm
compared with the control arm, although the EAIR was similar. At the PT level, the most
commonly reported TEAE within this group was memory impairment (1.2% vs. 0.9%), followed
by cognitive disorder (0.9% vs. 0.5%) and disturbance in attention (0.8% vs. 0.5%) in both the
darolutamide + docetaxel arm and the placebo + docetaxel arm, respectively.

There also appeared to be a higher incidence of cerebral and intracranial haemorrhage (0.9%)
in the darolutamide + docetaxel arm compared to the placebo + docetaxel arm (0.2%). All 6
reports of cerebrovascular accident in the study arm had potentially confounding preceding
surgery, trauma, and underlying comorbidities.

During the study, seizure was reported in 4 patients (0.6%) in the darolutamide + docetaxel arm
and in 1 patient (0.2%) in the placebo + docetaxel arm. At the PT level, the events were seizure
(3 patients) and focal dyscognitive seizures (1 patient) in the darolutamide + docetaxel arm, and
epilepsy (1 patient) in the placebo + docetaxel arm All seizure events were of Grade 1 (0.2% vs.
0%) or Grade 2 (0.5% vs. 0.2%) in the darolutamide + docetaxel arm and the placebo +
docetaxel arm, respectively.

Darolutamide in combination with docetaxel and ADT contributed to an increased incidence of
rash and hypertension.

Treatment-emergent events of rash were reported with a higher incidence in the darolutamide
+ docetaxel arm compared with the placebo + docetaxel arm (16.6% vs. 13.5%, respectively).
The majority of events were grade 1 and 2 but there was a higher incidence of grade 3 events in
the darolutamide arm (1.2%) than in the control arm (0.2%), a higher incidence of permanent
discontinuation and dose reduction in the darolutamide arm, and a report of a grade 4 event
(drug eruption) in the darolutamide arm but not in the control arm.

25 Shore ND, Luz M, Ulys A, Ortiz ], Srinivasan S, Kurland E, et al. MP11-14 TREATMENT DURATION AND LONG-TERM
SAFETY AND TOLERABILITY WITH DAROLUTAMIDE IN NONMETASTATIC CASTRATION-RESISTANT PROSTATE CANCER
(nmCRPC): ARAMIS ROLLOVER STUDY. Journal of Urology [Internet]. 2023 Apr 1 [cited 2024 Aug 25];209(Supplement
4):e129. Available from: https://doi.org/10.1097/JU.0000000000003226.14
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Hypertension was more commonly reported in the darolutamide + docetaxel arm than in the
placebo + docetaxel arm 13.8% vs. 9.4%, respectively. The incidence of Grade 3 events was
higher in the darolutamide + docetaxel arm as illustrated below in Table 20.

Table 20. Incidence of TEAEs hypertension (MLG) by present history of hypertension

(MLG) and worst CTCAE grade (SAF)

Darolutamido+ Placebos
__ . docataxal arm docetaxel arm
Higtory of Mo histary of History of Mo history of
hypertension hypertension hypertension hyperiension
MLG Waorst CTCAE We347 NEIDG NE330 W=320
MedDRA v. 24.1 grade n %) %) %) (%)
Hypriangion *  Total 39 (11.2%) S0 (16.4%) 27 (B.2%) 33 (10.3%)
Grade 1 3 (0.9%) 12 (3.0%) 2 (DB 6(1.9%)
Grade 2 10 [2.9%) 21 (6.9%) 11 {3.2%) 17 (5.3%)
Grade 3 23 {.2%) 17 [(2.6%) 13 (3. 0%) 10 [3.1%)
Grade 5 1(0.3%) U] d 1]
Miss| 1] i 1 (0.3%) 1]

Abbreviatons: CTCAE=Common Terminology Crtera for Adversa Events; MedDRA=Medical Dictionary for Resgulatony
Activibes, MLG=MadDFA Ebeling grouping. N=Tolal number of patients [100%]; nelumbear of patients wilh event;
PTePralamed lorm SAF=Sataly anahdin sl TEAES Traalmsani-amaigant sdvarss sl

ac Tha MLG hypsstension includeds reporied FTs hypanension and bicod pressurs increased, Mo Grade 4 avants wers

Fatad within (ke MLG Brypariansion,
CTCAE wasrsion 4,03

Deaths

A total of 229 patients (35.1%) in the darolutamide + docetaxel arm and 304 patients (46.8%)
in the placebo + docetaxel arm had died as of the database cut-off date. The most common cause
of death was progressive disease in both the darolutamide + docetaxel arm (26.1% of patients)
and the placebo + docetaxel arm (36.0% of patients). An overview of the deaths is sown in Table

21.
Table 21: overview of deaths in study 17777.

Darclutamida= Placebos
docataxsl amm docetaxel arm
Daaths H=E52 H=E50
Cause pfdaath n %] n %)
All deaths 279 (35.1%) 304 [45.8%)
Progressive disease 170 (26.1%) 234 (36.0%)
Adverse event not assoclated with clinical disease progression 2 (34%) 16 (2.5%)
Unknown 22 (3.4%) 26 {4.0%)
Orthar 13 (2.0%) 19 [2.9%)
Adverseevent associated with olinlcal diseass progression 2 (0.3%] 9 {1.4%)
Daath from first to last dose of study drug 1(0.2%) 0
Adverse event not assoclated with clinical disease progresslon 1 [0.3%) a
Death within 30 days atter last dose of study drug 29 [4.4%) 27 (4.2%)
Adverse event not assoclated wim clinical disease progression 19 (2.9%) 10 {1.5%)
Progressive disease 5 [0.8%] 4 {0.6%)
Unknown 3 (D.5%%) 5(0.8%)
Adversa event assoclated with clinkcal diseass prograssion 2 (0.3%) TA%)
Other o 1{0.2%)
Daath later than 30 days atter last dose of study drug 193 (30.5%) 27T [42.6%)
Progressive disease 165 (25.3%) 230 (35.4%)
Unknown 19 (2.9%) 21 {3.2%)
Othar 13 (2.0%) 16 [2.8%)
Adverse event not assoclated with clinical disease progression 2 (0.3%) 5 (0.9%)
Adverse event assoclated with clinical diseass progression 1] 20.3%)

Abbreviations: N=Total numbarof patients [100%] n=Humber of patients with event SAF=Caaty aralysks st
Soieme: Module 535 1, Report PHA2004, t 14 3 2 afae 516 _feathe 536 datasets ADSL and ADAE)
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As shown in Table 22 below, the incidences of reported Grade 5 TEAES events appeared similar
in both arms: 27 patients (4.1%) in the darolutamide + docetaxel arm and 26 patients (4.0%) in
the placebo + docetaxel arm.

Five patients (0.8%) in the darolutamide + docetaxel treatment arm had fatal cardiac events,
which included myocardial infarction, acute myocardial infarction, cardiac disorder, cardiac
arrest, and cardiac failure acute (reported in 1 patient each). None of these events were
assessed as related to study drug, and the Sponsor reports that these patients had underlying
confounders such as advanced age, hypertension, ischemic heart disease, chronic heart failure,
and arterial hypertension. One patient was reported as having a fatal heart attack due to
anaesthesia. Fatal cardiac events were reported in 3 patients (0.5%) in the placebo + docetaxel
arm, which included cardiac arrest in 2 patients and cardiac failure in 1 patient.

No Grade 5 TEAEs were considered to be study drug-related by the investigator in the
darolutamide + docetaxel arm. Study drug-related Grade 5 TEAEs were reported in 3 patients
(0.5%) in the placebo + docetaxel arm (cardiac arrest, general physical health deterioration, and
interstitial lung disease).

The most common (in =2 patients) fatal TEAEs in the darolutamide plus docetaxel arm included
COVID-19/COVID-19 pneumonia (0.8%), myocardial infarction (0.4%), and sudden death
(0.3%).

The Sponsor reports that most deaths occurred more than 30 days after the last dose of study
drug in both treatment arms, with progressive disease being the most commonly reported
primary cause of death.

Overall, the incidence of deaths due to a TEAE appeared similar between the arms.
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Table 22. Incidence of all Grade 5 TEAEs by MedDRA PT in Study 17777 (SAF)

Diareutamides Placabo+

docetaxel am docetaxel am
MedDR& PT H=E52 H=850
V. 241 n [%) n (%)
Any Grade 5 TEAE 27 [4.1%) 26 (4.0%]
COVID-19 pnewnonia 4 [DUE%) 1 (D.2%)
Sudden death 2 [0.3%) 3 (D.5%)
General physlcal health deterioration 1 (0.2%) 4 (D.5%)
Cardlac arrest 1 (0.2%) 2 (D.3%)
Deam 1 (0.2%) 2 (D.3%)
Hypoxla 1 (0.2%) 1 (D.2%)
Acute myocardial Infarciion 1 (0.2%) o
Anassthetic complication candiac 1 (0.2%) o
Arefioscienosis 1 (0.2%) o
COoOVID-19 1 [0.2%) i
Cardlac disarder 1 (0.2%) o
Cardlacfallwra acuie 1 [0.2%) i
Gastriccancer 1 (0.2%) o
Haemo ptysts 1 (0.2%) o
Haemorrhagle siroke 1 (0.2%) o
Hypertension 1 (0.2%) o
Melastases to central nervous sysism 1 (0.2%) o
Myocardial infarction 1 (0.2%) o
Cesophageal carcinoma 1(0.2%) ]
Parkinson’s disease 1 (0.2%) o
Preumonits 1 (0.2%) o
Resplratory distress 1 (0.2%) o
Septic shock 1 (0.2%) o
Subarachnold haemarrhage 1 (0.2%) o
Transltiona cell carcinoma 1(0.2%) ]
Pneumonia o 2 (D.3%)
Pulmonary sepsls i} 2 {0.3%)
Acute Kldney Injury o 1 (D.2%)
Cachexla o 1 (D.2%)
Cardlacfallwra i] 1 {0.2%}
Ceregrovascular accldent i] 1 {0.2%}
Dyspnoea o 1 (D.2%)
Gastric uicer perforation o 1 (D.2%)
Hyperransaminasaemia o 1 (D.2%)
Interstitial lung disease o 1 (D.2%)
Resplratory falure o 1 (D.2%)
Sepsls o 1 (D.2%)
Urnary blad der hasmormage o 1 i0.2%})

Abbeeviations: CTCAE=Common Tenminology Crtenia for Adverse Events; MedDRA=Medical Dicionary for Reguiatony Acthities;
N=Total number of patients {100% ; n=Humber of patieris with event; PT=-Prefenzd tenm; SAF=-gafaly analysis s2t;
TE-'LE'[I'E-H'I]TEI'IT-EH'EI'QH[ advamse event

Motes:

A patient may hawe morz than 1 entry.

Any agverse events wih missing CTCAE grade are nat cded n tis summay tabie
Solece: Module 5.3.5.1, Reporf PH-42023 ¢ 14 3 1_adae s3_4 oS 535 [datdsek: ADSL and ADAE)

Risk/benefit analysis

The study met its primary objective, with an improvement in OS with HR 0.675 [0.568; 0.801]
which was statistically significant with p <0.0001, in patients treated with darolutamide in
combination with docetaxel compared with placebo in combination with docetaxel. Of note, a
higher percentage of patients received subsequent life prolonging antineoplastic therapy after
discontinuation of study treatment in the placebo + docetaxel arm.

The median OS was not reached in the darolutamide + docetaxel arm (95% CI: [A; A]) and was
48.9 months in the placebo + docetaxel arm (95% CI: [44.4; A]).
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Death events were reported in 35.2% of patients in the darolutamide arm and 46.5% of patients
in the control arm at the primary efficacy analysis. The survival curves separated at
approximately 6 months, and survival rates at 12, 24, 36, and 48 months were consistently
higher in the darolutamide arm than in the control arm.

Subgroup analysis of the OS showed generally consistent results among the pre-specified
subgroups. The number of patients in the non-regional LN metastases group was small and the
confidence interval was wide (HR=0.651; 95% CI: 0.188, 2.249) with a resultant uncertainty as
to the result in this group. There are some subgroups that appeared to have less benefit e.g. 65-
74 years, Asians, visceral metastases, Asia-Pacific but the reasons are unclear and likely to be
multifactorial.

With respect to the seven secondary endpoints which were formally tested: the first five tested
were statistically significant but the 6t (time to worsening of disease related symptoms) was
not and the 7th endpoint (time to initiation of opioid use for =27 consecutive days) was not tested.
These were tested with a hierarchical approach (if the prior endpoint in the hierarchy was
significant, then the next endpoint in the order was tested for significance). Planned sensitivity
analyses were consistent with the primary analyses for these secondary endpoints.

The secondary endpoints of time to castration-resistant prostate cancer, time to pain
progression, SSE-free survival, time to first SSE, and time to initiation of subsequent systemic
antineoplastic therapy showed a statistically significant benefit for the study arm compared
with the placebo arm. However, there were limitations with some these endpoints in relation to
the timing of radiographic assessments, potential confounding by subsequent therapies and/or
investigator subjectivity.

Regarding the secondary endpoint of time to CRPC, 34.6% of patients in the darolutamide
+docetaxel arm and 59.8% of patients in the placebo + docetaxel arm progressed to CRPC.
Treatment with darolutamide delayed the time to CRPC (HR: 0.357; 95% CI: 0.302, 0.421;
p<0.0001) compared to the control arm.

At the request of an Orbis partner, the Sponsor undertook a SA to exclude the component PSA
progression from time to CRPC. By excluding the component of PSA progression in this analysis,
patients could still have radiological progression later in the trial. This sensitivity analysis
showed an HR of 0.463 (95% CI: [0.375; 0.572]; p<0.0001.

[t is noted that the FDA did not include the following in the label: time to castration-resistant
prostate cancer, SSE-free survival, time to first SSE and time to initiation of subsequent systemic
antineoplastic therapy. Only OS and time to pain progression were included.

The clinical meaningfulness of PSA progression is unclear and it has not been unequivocally
correlated with long-term outcomes in patients with mHSPC.

Given that radiographic imaging was not consistently performed at regular, frequent intervals in
the study, there is uncertainty regarding the accuracy of the estimates. In addition, radiological
imaging was assessed by investigator only and not by blinded independent review. Thus,
treatment benefit by radiological progression could not be reliably estimated.

The results of SSE-FS appear to be largely driven by death and thus does not add further
clinically relevant information beyond OS.

Time to initiation of subsequent antineoplastic therapy appears to be subjective endpoint as it is
governed by a physician-patient decision. As radiological imaging was at the discretion of the
investigator and not routine following PSA progression, the utility of this endpoint regarding
this is unclear.

In general, the incidence, severity, and nature of the most commonly reported TEAEs in patients
treated with darolutamide in combination with docetaxel were consistent with those expected
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of the individual compounds in the target population (patients with advanced age and
underlying disease). However, the study drug combination did lead to the following TEAEs in
addition to hypertension and rash, occurring in =2 10% of patients with a 22% absolute increase
in frequency: anaemia, neutrophil count decreased, constipation, decreased appetite, weight
increased, hemorrhage (GT), ALT increased, AST increased, and hyperglycaemia. Blood bilirubin
increase was also noted to be higher in the darolutamide plus docetaxel arm. Other clinically
relevant adverse events that occurred in <10% of patients in the study arm included fractures,
[HD, seizures, and drug induced liver injury.

The incidences of permanent discontinuation, interruption, and dose reduction appeared
comparable between the arms. Overall, the combination of darolutamide plus docetaxel appears
to have an acceptable safety profile for the indicated patient population.

Overall, the addition of darolutamide to docetaxel showed a manageable toxicity profile in the
above study and the safety profile is characterised in the product information to incorporate the
above.

Conclusions

There is a positive benefit/risk for darolutamide (Nubeqga) in combination with androgen
deprivation therapy and docetaxel in the treatment of patients with metastatic hormone
sensitive prostate cancer. The primary endpoint was met with a statistically significant
improvement in OS compared to the darolutamide + placebo arm: HR 0.675 (95% CI: 0.568,
0.801; p<0.0001). The median OS in the darolutamide + docetaxel arm was not reached (NR,
[NR, NR]) and was 48.9 months (44.4, NR) in the placebo + docetaxel arm.

Outcome

Based on a review of quality, safety, and efficacy, the TGA decided to register Nubeqa
(darolutamide) for the following indications:

NUBEQA is indicated for the treatment of patients with:

¢ metastatic hormone-sensitive prostate cancer (mHSPC) in combination with docetaxel
The full indications are now:

NUBEQA is indicated for the treatment of patients with:

e non-metastatic castration resistant prostate cancer (nmCRPC)

¢ metastatic hormone-sensitive prostate cancer (mHSPC) in combination with docetaxel
Specific conditions of registration applying to these goods

Attachment 1. Product Information

The Product Information (PI) approved with the submission for Nubeqga which is described in
this AusPAR can be found as Attachment 1. It may have been superseded. For the most recent PI
and Consumer Medicines Information (CMI), please refer to the TGA PI1/CMI search facility.
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https://www.tga.gov.au/products/australian-register-therapeutic-goods-artg/product-information-one
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https://www.tga.gov.au/picmi-search-facility
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