Darolutamide + androgen deprivation therapy in Chinese patients with high-risk nonmetastatic
castration-resistant prostate cancer from the China post-approval commitment study
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INTRODUCTION

« In China, prostate cancer is the sixth most diagnosed cancer in men, accounting for 8.2% of new
prostate cancer cases and 13.6% of prostate cancer-related deaths worldwide (age-standardized rate:
4.6 deaths per 100,000)'

Darolutamide is a structurally distinct and highly potent androgen receptor pathway inhibitor that
significantly reduced the risk of metastasis by ~2 years and the risk of death by 31%, with a favorable
safety profile compared with placebo in patients with nonmetastatic castration-resistant prostate cancer
(nmCRPC) in the phase 3 ARAMIS trial23

— A prostate-specific antigen (PSA) reduction of 250% was seen in 84% of darolutamide patients?

OBJECTIVE

« To evaluate the efficacy and safety of darolutamide + androgen deprivation therapy (ADT) in Chinese
patients with high-risk nmCRPC from the China post-approval commitment (PAC) study

CHINA PAC STUDY DESIGN

« The China PAC study was conducted at 29 centers as a single-arm, open-label study

« Following the implementation of new prostate cancer treatment guidelines, clinical practice, and access
in China, the study protocol was amended (protocol amendment 3) to change the study design from a
randomized, double-blind, placebo-controlled study to a single-arm, open-label study of darolutamide in
combination with standard ADT

Propensity score matching was conducted to compare time to PSA progression with ARAMIS. Key
demographic and important baseline characteristics were identified and used to match patients with
similar characteristics from both studies
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BASELINE CHARACTERISTICS

« The majority of PSA levels at baseline (87%) were <10 ng/mL with a median PSA of 2.7 ng/mL
(range, 0.9-128.3) in the darolutamide group, which was substantially lower compared to 9.0 ng/mL
(range, 0.3-858.3) in the ARAMIS intent-to-treat patient population?

Darolutamide Total
n=76 8)

Characteristic at baselin

nalysis set, n (%)
Age group, years

<65 15 (19.7) 1(50.0) 16 (20.5)
65-74 28(36.8) 1(50.0) 29(37.2)
75-84 24(308) 0 24(308)

285 9(118) 0 9(115)

ECOGPS
0 45(59.2) 2(100) 47 (603)

1 31(408) 0 31(397)

Gleason total score at initial diagnosis®
=7 70 (92.1) 2(100) 72(923)

Prior hormonal therapy
1 13 (17.1) 0 13(16.7)

22 63 (82.9) 2(100) 65 (83.3)

PSADT, months
<6 66 (86.8) 2(100) 68 (87.2)
>6 10 (13.2) [} 10 (12.8)

PSA, median (range), ng/mL 273 (0.91-128.30) 639 (4.31-8.47) 2.78 (0.91-128.30)
PSA <10 ng/mL 66 (86.8) 2(100) 68 (87.2)

Time since initial diagnosis to start study drug, median (range), months 5070 (12.2-179.4) 39.50 (20.1-58.9) 50.70 (12.2-179.4)
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ADDITIONAL SECONDARY AND EXPLORATORY ENDPOINTS

« For all secondary and exploratory endpoints, median was not reached with low event rates at data cutoff

Darolutamide (n
Median, months Events, n (%)
NE

Evaluable analysis set

Time to initiation of subsequent systemic anticancer therapy 9(127)
Time to first symptomatic skeletal event NE 1(1.4)
Time to initiation of first cytotoxic chemotherapy NE 1(1.4)
Metastasis-free survival NE 8(113)
Progression-free survival NE 14.(19.7)
Overall survival NE 1(1.4)

PSA <0.2 ng/mL response rates

Week 12 32 (45.1)
Week 24 34 (47.9)
Atany time 39 (54.9)
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Darolutamide + ADT demonstrated a favorable benefit-risk profile
in Chinese patients with nmCRPC, with effective treatment
outcomes that were consistent with ARAMIS

PSA Response Rates
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TEAE Overview

Darolutami Darolutami Placebo Placebo
o (safely analysts S0 © B

Any TEAE 27(87.1) 55 (85.9) 11(91.7) 9(643)
Grade 1 or2 24(77.4) 46(71.9) 9(75.0) 9(643)
Worstgrade Grade 3 3@7) 9(14.1) 2(16.7) 0
Grade 4 or5 o 0 0 0
Serious 1(32) 5(7.8) 2(167) 0
Leading to dose modification of darolutamide 2(65) 463) 0 0
Leading to discontinuation of darolutamide 0 0 0 0
B e G e TERE v st vt
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Preferred term,
safety analysis set
Any TEAE 27(87.1) 1018 55 (85.9) 739 1917 79.1 9(643) 1283
Anemia 7(226) 264 14(21.9) 188 3(25.0) 216 2(143) 285
Hypercupremia 5(16.1) 188 9(14.1) 1241 0 0 0 0
Weight decreased 2(65) 75 7(109) 94 2(167) 144 1(7.1) 143
Urinary tract infections 1(32) 38 5(7.8) 67 2(167) 144 2(143) 285
covip-19 4(129) 154 4(63) 54 0 0 0 0
Electrocardiogram QT 2(6.5) 75 4(63) 54 1(83) 72 0 0
prolonged
ALT increased 2(65) 75 4(63) 54 0 0 0 0
Urinary tract obstruction 1(32) 38 4(63) 54 0 0 0 0
Hyperhidrosis 307) 13 347) 40 0 0 0 0
Rash 3@7) 13 347) 40 0 0 0 0
Hypokalemia 2(65) 75 3(74) 40 0 0 0 0
Upper respiratory tract infection 2 (6.5) 75 3(7.4) 40 0 0 1(7.1) 143
Dizziness 2(65) 75 3(7.4) 40 0 0 17.) 143
Hematuria 1632) 38 3(7.4) 40 4(333) 288 0 0
CO, crossover; DB, double-blind; EAIR, ‘open-label; TE o

Darolutamide + ADT demonstrated a deep and durable PSA response in Chinese patients with

nmCRPC that was consistent with the ARAMIS study

— 87% and 62% of patients achieved PSA50 and PSA90 at any time on study with a median maximum
PSA reduction of -95.3% throughout the study

— The time to PSA progression analysis showed consistent and favorable treatment effects for
darolutamide compared with the ARAMIS study

Darolutamide was well tolerated, with no new safety concerns identified, supporting the established
favorable safety profile of darolutamide

— The majority of TEAEs were Grade 1 or 2 in severity; the most commonly reported TEAEs (>10%)
with darolutamide were anemia (22%), hyperuricemia (14%) and weight decreased (11%)
— No Grade 4 or 5 TEAEs and no TEAEs leading to permanent treatment discontinuations were reported

« This study looked at how well the combination of darolutamide and androgen-deprivation therapy worked in Chinese men with a type of prostate cancer that has not spread to other parts of the body, but continues to grow despite treatment to lower male
hormone levels. This condition is known as nonmetastatic castration-resistant prostate cancer
« Chinese patients who took darolutamide were likely to achieve low prostate-specific antigen levels (a marker used to track prostate cancer) and had a lower risk of the cancer getting worse, compared with patients who didn’t take darolutamide (in the

ARAMIS clinical study)

+ Chinese patients receiving darolutamide reported no new medical problems (adverse events) and did not have to permanently stop darolutamide treatment
+ Overall, darolutamide was effective and well-tolerated in Chinese patients with nonmetastatic castration-resistant prostate cancer, consistent with earlier findings from the ARAMIS study
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