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Treatment Goals in Advanced
Prostate Cancer

Biochemical (PSA-only) & metastatic disease: Asymptomatic

— Prolong life
— Prevent morbidity: skeletal-related events, pain

Metastatic disease: Symptomatic

— Palliate symptoms
— Enhance quality of life
— Prolong life



Advanced hormone-sensitive prostate cancer

. Initial treatment is castration

- Bilateral orchiectomy
- LHRH agonist (e.g., Goserelin or Leuprolide)
- LHRH antagonist (e.g., Degarelix)

- For men with metastatic disease, treatment
intensification is standard-of-care

- ADT plus a 2" or 34 agent




SWOG S9346: Intermittent vs. Continuous ADT
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Hussain M et al. N Engl J Med 2013;368:1314-25.



ADT: LHRH agonist vs antagonist

T NEW ENGLAND JOURNAL of MEDICINE

Oral Relugolix for Advanced Prostate Cancer

HERO, A MULTINATIONAL, OPEN-LABEL, PHASE 3, RANDOMIZED TRIAL

N Relugolix Leuprolide Acetate

930 A &S
Patients with prostate \_4 ([ .
adenocarcinoma N=622 (ST N=308 )
Sustained testosterone 96.7% 88.8%
. ) L]
suppression Difference, 7.9 percentage points; 95% CI, 4.1 to 11.8; P<0.001
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N Mean testosterone level
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Testis ; Testis ‘O‘ 90 days after treatment 288.4 ngldl 58.6 ngldl
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fTestosterohe " i qi %D Oral relugolix was superior to leuprolide injection for rapid testosterone suppression
Prostate gland Prastate g’and N.D.Shoreet al. 10.1056/NEJM0a2004325 ght 20 M. etts Medi e
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Shore, NEJM 2020



Emerging paradigms in mHSPC

Phase Il trials:

STAMPEDE - Doce (James N,
Lancet 2016)

CHAARTED (Sweeney CJ, NEJM
2015)

STAMPEDE - Abi (James N, NEJM
2017)

LATITUDE (Fizazi K, NEJM 2017)
ENZAMET (Davis I, NEJM 2019)
ARCHES (Armstrong A, JCO 2019)
TITAN (Chi KN, NEJM 2019)
PEACE 1 (Fizazi K, Lancet 2022)
ARASENS (Smith MR, NEJM 2022)

Slide courtesy of T. Dorff

Up front intensification

ADT (LHRH)
PLUS

Abiraterone or

Apalutamide or
Darolutamide or

Enzalutamide

Maximal treatment?
No prior primary tx?
PLUS... P P y

Docetaxel x 6 doses PLUS...

Consider radiation to
prostate primary*?
ARASENS (Smith MR et

al. NEJM 2022)
PEACE-1 (Fizazi K et al, Metastasis-directed

Lancet 2022) therapy for oligomet?




CHAARTED: Androgen Deprivation Therapy
With or Without Chemotherapy

Efficacy end points

Patients
Stratified according to: Androgen deprivation Primary:
— Age (> 70 vs. < 70) therapy (ADT) + — Overall survival (OS)
— ECOG performance status (0- DOCETAXEL Secondary:
1vs.2) (N=397) — Time to clinical progression

— Time to castration resistant
prostate cancer

— Combined androgen blockade
for > 30 days (yes vs. no)

— Proportion of patients with PSA
complete response (CR) at six
months

— Proportion of patients with PSA
CR at 12 months

— Duration of prior adjuvant
hormonal therapy (> 12
months vs. £ 12 months

— Concurrent bisphosphonate
use (yes vs. no)

— Volume of disease (low vs.
high)

OmN—XZX00Z>»=2

ADT ALONE
(N=393)

0
=

— Quality of life change from
baseline to three months

790 PATIENTS RANDOMIZED
JULY 2006 — DECEMBER 2013

www.clinicaltrials.gov: CHAARTED (NCT00309985)

Sweeney C et al. N EnglJ Med 2015; 373:737-46.


http://www.clinicaltrials.gov/

CHAARTED: Overall Survival (OS) Benefit

The median OS was 13.6 months
longer with the addition of early
docetaxel to ADT than with ADT alone

All Patients
100 =
HR for death with ADT+docetaxel,
0.61 (95% Cl, 0.47-0.80) P<0.001
20 ADT+docetaxel
(median overall survival, 57.6 mo)
S
w 60
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2
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5 ADT alone (media?
a .
@ 40+ overall survival,
c 44.0mo)
K
=1
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0 12 24 36 48 60 72 84
No. at Risk Months
ADT + docetaxel 397 333 189 89 46 5
ADT alone 393 318 168 71 27 3 1 1

Sweeney C et al. N EnglJ Med 2015; 373:737-46.



CHAARTED: Updated Analysis on OS Benefit

Total Patient Population

De novo Metastatic Patients

Prior Local Therapy

by Disease Volume Status

High Volume

Low Volume

Survival (proportion)
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Group No. HR 95% Cl

Overall 790 072 0.59t00.89
High-volume disease 513  0.63  0.50t0 0.79
Low-volume disease 277  1.04  0.70to 1.55

T T T T
0.0 0.5 1.0 1.5
Favors ADT Favors ADT
plus docetaxel alone

www.clinicaltrials.gov: CHAARTED (NCT00309985)

Kyriakopoulos CE et al. J Clin Oncol 2018 36(11):1080-1087



http://www.clinicaltrials.gov/

STAMPEDE Trials in Advanced Prostate Cancer

STAMPEDE: Abiraterone comparisons
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Systemic Therapy in Advanced or Metastatic Prostate Cancer: Evaluation of Drug Efficacy

A multi-stage multi-arm randomized controlled trial

www.clinicaltrials.gov: STAMPEDE (NCT00268476)

Pl: Nicholas D. James


http://www.clinicaltrials.gov/

STAMPEDE Trial with Docetaxel and Zolendronic Acid

Eligibility:
Newly diagnosed metastatic, or SOC: (ADT +/-RT)
node positive, or locally
advanced prostate cancer
> 2 of stage T3/4

Arm:A

Efficacy end points

R Primary:

PSA2 40 ng/ml A SOC+ Zoledronate - 0S

Gleason 8-10 g Arm: B Secondary:

WHO performance status 0-2 0 _ Failure-free Survival
| (FFS)

Stratification: | — Toxicity

Prior Hormone therapy (no more E SOC-!AIr);t':ectaxel _ Quality of Life

D

than 12 months)

PSA > 4 ng/ml and rising with
doubling time < six months
PSA 220 ng/ml SOC+ Zole + Doce
Patients relapsing with node
positive or metastatic disease

— Skeletal related
events
— Cost effectiveness

2, 962 PATIENTS RANDOMIZED

www.clinicaltrials.gov: STAMPEDE (NCT00268476)

James ND et al. Lancet 2016; 387:1163-77.


http://www.clinicaltrials.gov/

STAMPEDE Trial with Docetaxel and Zolendronic Acid

(Arms: A, B, C, and E)

100

807 ADT + Doc = 81 mos
9
T 60
E ADT =71.3 mos
2
T 40-
v
>
(@]

20 HR 0.76 (95% CI 0.62 t0 0.92 )

P-value = 0.005
0 T | T T T T T

12 24 36 48 60 72 84

Number at risk
(events)

ADT 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) 87 (2) 43
ADT + docetaxel 592 (33) 545 (52) 447 (35) 290 (22) 181 (12) 93 (13) 51 (6) 20

No effect on survival with zolendronic acid

James ND et al. Lancet 2016; 387:1163-77.



STAMPEDE Trial with Docetaxel:

OS in M1 and MO Subsets

M1 disease (61%, n=1817)

1.0
| HR 0.76 (95% Cl 0.62 t0 0.92)
N P-value = 0.005
0.8 \
g 0.6 o I ADT + Doc = 60 mos
>
E ADT + Placebo = 45 mos “‘\\ \‘\\\
g 0.4
—— SOC by Kaplan Meier
0.2
= SOC+Doc by Kaplan Meier
1 ----- SOC by flexible parametric model
----- SOC+Doc by flexible parametric model
0.0
T T T T T T T T T T T T T T T
0 12 24 36 48 0 72 84
Time from randomisation (Months)
Number of
itients (events)
ADT
ADT+Doc 724  (65) 646 (121) 474 (78) 262 (53) 137 (21) 60 (10) 26 (0) 13
362 (27) 326 (50) 250 (30) 155 (16) 91 (8 38 (6) 25 (5 11

SOCvsSOC+Doc  SOC-only SOC+Doc Hazard ratio HR (95%Cl)
MO 65/460 31/230 : ¢ 0-95 (0-62—1-47)
v) _._ N.76(0.A2-0.
Nodalstatus N .
NO 139/522 45/260 v N 0-58(0-41-0-81)
N+ 241/594 111/298 —_— . 085(0:68-1-07)
NX 35/68 19/34 ¥ 1.02 (0-57-1-83)
L] .l L] :
0 0.6 0.8 1.0

Favors SOC+DOC = meifPn/0r's SOC

James ND et al. Lancet 2016; 387:1163-77.



STAMPEDE Trial: Abiraterone and Prednisolone

Patients

Newly-diagnosed
Any of:
Metastatic
Node-positive
> 2 of stage T3/4 PSA > 40ng/ml
Gleason 8-10

Relapsing after previous RP or RT
with > 1 of:
PSA > 4ng/ml and rising with
doubling time < 6m
PSA > 20ng/ml
Node-positive
Metastatic

www.clinicaltrials.gov: STAMPEDE (NCT00268476)

OmMmN—X<X00Z>»>

ADT
+ abiraterone acetate
(1000 mg daily)

+ prednisolone (5 mg daily
(combination therapy)
(n=960)
(Arm: G)

ADT alone
(ADT £ RT)
(n=957)
(Arm: A)

1,917 PATIENTS RANDOMIZED (1:1)
November 2011 - January 2014

Efficacy end points
Primary:

— 0S

Secondary:

— Failure-free Survival

(FFS)

— Toxicity

— Quality of Life

— Skeletal related
events

— Cost effectiveness

James ND et al. N Engl J Med 2017; 377:338-351
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STAMPEDE: OS Benefit with Upfront Abiraterone

Events

262 Control | 184 Abiraterone

SOC+AAP

. “ H . ”
Overall Survival — STAMPEDE “abiraterone comparison
1.0 -
0.8 —
06| HR 0.63 (95% Cl 0.52 to 0.76)
%" ' P-value 0.00000115
Z 4 | Ppatients: N =1917
(% 0.4 This represents a 37% improvement in overall survival against
standard of care (SOC)
trt = SOC by Kaplan Meier
02—
trt = SOC+AAP by Kaplan Meier
4 ====- SOC by flexible parametric model
***** SOC+AARP by flexible parametric model
0.0 —
T T T T T T T T T T T T T
0 6 12 18 24 30
Time from randomisation (Months)
Number of
patients (events)
sOC 957 (37) 909 (88) 806 92) 491
SOC+AAP 960 (26) 917 (63) 840 (67) 541

http://www.stampedetrial.org/87548/87552/ASCO_abiraterone_comparison_results

42

(36)
(25)

48 54

123
161

James ND et al. N Engl J Med 2017; 377:338-351



STAMPEDE Trial with Abiraterone:
OS in M1 and MO Subsets

E Overall Survival in Patients with Nonmetastatic Disease

C Overall Survival in Patients with Metastatic Disease
1.0+

0.8

0.6

0.4

0.2

HR 0.61 (95% Cl 0.49 to 0.75)

Patients: N = 1002

Probability of Overall Survival

0.0

I I I I T I I 1

0 6 12 18 24 30 36 42 48 54

Months since Randomization

No. of Patients
(no. of deaths)

Combination 500 (22) 469 (50) 415 (57) 256 (18) 81
therapy
ADT alone 502 (35) 460 (80) 371 (73) 215 (23) 60

Probability of Overall Survival

No. of Patients
(no. of deaths)

Combination

therapy
ADT alone

1.0
0.8
0.6
0.4+ HR 0.75 (95% Cl 0.48 to 1.18)
i Patients: N = 915
0.2
OO T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months since Randomization

460 (4) 448 (13) 425 (10) 285 (7) 80
455 (2) 449  (8) 435 (19) 276 (13) 63

James ND et al. N Engl J Med 2017; 377:338-351



LATITUDE: Abiraterone and Prednisone

Patients

— Newly diagnosed adult men with

high-risk mHSPC

Stratification factors

— Presence of visceral disease

(yes/no)

— ECOG PS (0, 1 vs 2)

High risk features (2/3)
Visceral metastases

2 3 bony metastases
Gleason = 8

www.clinicaltrials.gov

OmN—XZX00Z>»=2

ADT

+ Abiraterone acetate 100!
mg QD

+ Prednisone 5 mg QD
(n=597)

ADT

+ placebos
(n=602)

1,199 PATIENTS RANDOMIZED (1:1)

Conducted at 235 sites in 34 countries in Europe, Asia-Pacific, Latin
America, and Canada

Designed and fully enrolled prior to publication of
CHAARTED/STAMPEDE results

Efficacy end points
Co-Primary:
- 05

— rPFS
Secondary: time to
— Pain progression

— PSA progression

— Next symptomatic
skeletal event

— Chemotherapy

— Subsequent PC
therapy

Fizazi, K et al. N Engl J Med 2017; 377:352-360.


http://www.clinicaltrials.gov/

LATITUDE Trial: Survival Benefit

A Overall Survival

0 ADT + AA +P=NR
90 Co——
80 s
X 70+ — Abiraterone
E 60 ADT + Placebo= 34.7 months R S =
‘,E, 50_'____________________________________7:7-"_~TH______
= 40 / S
< Placebo
> 30
= 20
Hazard ratio, 0.62 (95% Cl, 0.51—0.76)
10 p<0.001
O T T T I T T 1
(0] 6 12 18 24 30 36 42
Months
No. at Risk
Abiraterone 597 565 529 479 388 233 93 9
Placebo 602 564 504 432 332 172 57 2

Fizazi, K et al. N Engl J Med 2017; 377:352-360.



ENZAMET study schema

STRATIFICATION

ARM A (“Control”): Evaluate CRPC _theragy at
Testosterone Suppression every Iinvestigator’s

+ standard NSAA 12 weeks discretion at
progression

\ ARM B (“Enzalutamide”): Evaluate Follow for time
i to progression
Testosterone Suppression every

+ Enzalutamide (160 mg/d) 12 weeks :::Iv?‘::)lrall

Volume of metastases*
-High vs Low

Planned Early Docetaxel
Yes vs No

ECOG PS

-0-1vs 2
Anti-resorptive therapy
-Yes vs No
Comorbidities
ACE-27**: 0-1 vs 2-3
Study Site

MN-=S00Z2>»2

Prior to randomization testosterone suppression up to 12 weeks,

and up to 2 cycles of docetaxel, were allowed.

Intermittent testosterone suppression and cyproterone were not allowed
NSAA: bicalutamide; nilutamide; flutamide

*High volume: visceral metastases and/or 4 or more bone metastases (at
least 1 beyond pelvis and vertebral column)

**Adult Co-morbidity Evaluation-27

Davis, ASCO 2022



Updated OS results from ENZAMET (ASCO 22)

21

% Event-Free

0.75

0.50

0.25

0.00

Overall Survival

o
HR: 0.70 (95% CI:0.58 to 0.84) 72 %
P<.0001 H .
: 57%
=+ Control .
=+ Enzalutamide .
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
Number at risk
562 551 531 501 68 438 408 376 347 334 280 182 106
563 558 541 527 499 481 451 432 410 390 336 216 133
Median OS:

Control (NSAA):
Enzalutamide:

73.2 mo (64.7 - NR)
NR (NR - NR)

7

Characteristic Level CTRL ENZA HR (CI) P-Value AdjP-Value
n/N n/N Interaction Interaction

Overall All Patients 268/562 208/563 - 0.70 (0.58 to 0.84)

Early Docetaxel Planned Yes 123/250 108/253 | ] 0.82 (0.63 to 1.06)
No 145/312 100/310 - 0.60 (0.47 t0 0.78) 0.09 0.47

Volume of disease Low 97/261 59/262 ] 0.54 (0.39t0 0.74)
High 171/301 149/301 - 0.79 (0.63 t0 0.98) 0.06 0.47

,

Synchronous M1 Yes 183/348 140/335 - 0.70 (0.56 to 0.87)
No 85/214 68/228 1 0.71(0.52 t0 0.98) 0.91 0.91

Visceral metastases Yes 34/70  33/69 a 0.94 (0.58to 1.51)
No 234/492 175/494 L] 0.66 (0.55t0 0.81) 0.2 0.65

Age (Years) >=70 137/257 100/257 - 0.64 (0.50 to 0.83)
<70 131/305 108/306 L] 0.75 (0.58 t0 0.97) 04 0.74

ECOG Performance Status 1-2 92/158 77/158 - 0.72 (0.53 10 0.97)
0 176/404 131/405 L] 0.68 (0.54 to 0.85) 0.81 0.91

Gleason score <=7 571164  34/152 = 0.60 (0.39t00.91)
8-10 161/320 136/335 . 0.72 (0.57 to 0.91) 0.44 0.74

Region Ireland/lUK  42/93  42/102 - 0.96 (0.63 to 1.47)

N America 65/129 44/117 B 0.67 (0.46 to 0.98)
ANZ 161/340 122/344 - 0.65 (0.51 t0 0.82) 0.3 0.74

f T T T 1
0.25 0.50 1.0 20 4.0

Davis, ASCO 2022



SWOG S1216: A phase lll randomized trial comparing androgen deprivation therapy
(ADT) plus TAK-700 with ADT plus bicalutamide in patients (pts) with newly diagnosed
metastatic hormone-sensitive prostate cancer (mHSPC)

Key Eligibility Criteria
Newly diagnosed hormone sensitive

prostate cancer LHRH agonist + Efficacy end points
Distant metastatic disease TAK 700

Performance status Zubrod 0-2 (3 (Orteronel 300 mg P

allowed only if secondary to bone twice daily) Primary:

pain)

On-Study Requirement
* Continuous ADT

— Overall survival (OS)

Secondary:

— Progression-free survival
(PFS)

— PSA at 7 months (<0.2 vs
0.2<PSA; <-4 vs. >4
ng/mL)

— Adverse event profile

Exclusion criteria

*  Prior docetaxel or androgen axis
inhibitors
=6 months since completion of
ADT

LHRH agonist +
Bicalutamide
(50 mg PO daily)

R
A
N
D
o
M
|
Z
E
D

(N=641)

Stratification

*Performance status Zubrod 0-1 vs. 2-3
*Extensive vs. minimal disease

*Early vs. late induction

Randomized 1:1
N=1279
Mar 2013 — Jul 2017

PSA, prostate-specific antigen.
www.ClinicalTrials.gov (NCT01809691)

Agarwal, JCO 2022



SWOG S1216: ADT plus TAK-700 vs ADT plus bicalutamide in metastatic hormone-

sensitive prostate cancer (mHSPC)

LHRH agonist plus orteronel:
median 47.6 months

LHRH agonist plus orteronel:
median 81.1 months

HR 0.86, 95% Cl 0.72 to 1.02;
P =.040, one-sided

100 - 100 4 Median follow-up: 4.9 years
HR 0.58, 95% Cl 0.51 to 0.67;
P=.0001 7
LHRH agonist plus bicalutamide:
80 4 80 median 70.2 months
LHRH agonist plus bicalutamide: " 60 4
= 60 median 23.0 months <=
3 S
o o
= [}
o o
40 - 40
4-Year 5-Year
20 ~ AtRisk  Event Estimate <8 AtRisk  Deaths Estimate
LHRHa plus bicalutamide 641 444 34% LHRHa plus bicalutamide 641 274 58%
LHRHa plus orteronel 638 343 50% LHRHa plus orteronel 638 251 59%
T T ] T T T T T
0 24 48 72 96 0 24 48 72 96
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
LHRHa plus bicalutamide 641 295 164 42 LHRHa plus bicalutamide 641 509 321 92
LHRHa plus orteronel 638 401 244 84 LHRHa plus orteronel 638 524 323 115

PFS

0S

Agarwal, JCO 2022




Control arm in S1216 outperformed historical OS
benchmarks likely due to highly active next-line therapy

Percent

No. at risk:

S$1216 LHRHa plus Bical
S9346 all induction Pats
S8494 pooled arms
S8894 pooled arms

100 A Median
At Risk  Deaths in Months
S1216 LHRHa plus Bical 641 265 70
S9346 all induction Pats 2,942 1,920 45
80 - $8494 pooled arms 603 489 31
S8894 pooled arms 1,384 1,082 31
60
40 -
20 -
e — :
0 24 48 72 96
Time Since Random Assignment (months)
641 509 321 92
2,938 2,071 1,333 872
603 381 192 98
1,383 842 487 299




PEACE-1 Randomized Phase 3 Trial

SOC ‘
R
i A
Patients N SOC +
: D Abiraterone 1000 mg : c
Newly d_|agno§ed 0 + Prednisone 5 mg BID Efficacy end points
(castration-naive) M Co-Primary:
metastatic prostate | — 0S
p4
D Local Radiotherapy
1156 pts planned — HR=0.75
SOC +
Local Radiotherapy
+ Abiraterone 1000 mg

+ Prednisone 5 mg BID

Standard of Care (SOC) = Androgen deprivation therapy (ADT) +/- docetaxel
(Stratification)

Fizazi, Lancet 2022



PEACE 1 Phase Il Trial

Randomization

(2X2 Factorial: RT, Abi, RT+ Abi, SOC)

Docetaxel use

No Abi vs. Abi

=

=)

1173 patients enrolled and randomly assigned

1 withdrew consent for analysis of
their data, data not included

v

v

v

v

296 assigned to SOC 293 assigned to SOC plus 292 assigned to SOC plus 291 assigned to SOC plus
radiotherapy abiraterone abiraterone plus radiotherapy

178 received docetaxel 177 received docetaxel 177 received docetaxel 178 received docetaxel

118 did not receive docetaxel 116 did not receive docetaxel 115 did not receive docetaxel 113 did not receive docetaxel

I

|

589 in SOC (with or without radiotherapy) without abiraterone
groups
306 alive with data from the past 3 months
15 alive without data from the past 3 months
(lost to follow-up or consent withdrawn)
268 deceased at data cutoff

v

583 in SOC (with or without radiotherapy) plus abiraterone groups
337 alive with data from the past 3 months
18 alive without data from the past 3 months (lost to
follow-up or consent withdrawn)
228 deceased at data cutoff

589 included in the overall population for efficacy analysis
355 included in the ADT with docetaxel population for efficacy

v

analysis
v

583 included in the overall population for efficacy analysis
355 included in the ADT with docetaxel population for efficacy

350 included in the ADT with docetaxel population for safety
analysis

237 included in the ADT without docetaxel population for safety
analysis

analysis
v

347 included in the ADT with docetaxel population for safety
analysis

226 included in the ADT without docetaxel population for safety
analysis

Fizazi, Lancet 2022




PEACE 1 Phase Il Trial Overall Survival

C Overall population D ADT with docetaxel population
100+ -
Radiographic PFS g 8o ]
—— SOC without abiraterone groups § 60+ 7
—— SOC plus abiraterone groups % 40 4
A Overall population B ADT with docetaxel population 2 5l i
o & HR 082 (95:1% C1 0-69-0.98); p=0-030 HR 075 (95:1% C1 0.59-0-95); p=0-017
i‘-/ 0 T T 1 T T T T T 1 T L
3 o o 1 2 3 4 S5 6 o0 1 2 3 4 s
- E 0 Number at risk
= - ] SOCwithout 589 556 480 334 207 101 37 355 329 281 172 78 18
-3 § 60+ . abiraterone groups
S“" SOCplus S83 541 470 340 230 111 47 355 328 287 183 98 25
B 1 S 40 B abiraterone groups
& &
£ 20+ - E ADT with docetaxel population with F ADT with docetaxel population with
8 HR 0-54 (99-9% C1 0-41-0-71); p<0-0001 HR 0-50 (99-9% C1 0-:34-0-71); p<0-0001 low-volume metastatic burden high-volume metastatic burden
= 0 T T T T T T T T T T T 1004 T
0 1 2 3 4 s 6 0 1 2 3 4 5 = ol |
Number at risk %
SOCwithout 589 453 274 158 72 31 7 35 274 137 61 16 0 g 6o . g
abiraterone groups j 40 4
SOCplus 583 495 355 230 119 47 12 355 303 200 105 35 0 g s
abiraterone groups HR 0-83 (951% €1 0-50-1:39); p=0-66 HR 072 (951% C1 0.55-0-95); p=0.019
0 T T
o 1 2 3 4 s o0 1 2 3 4 5
4 Time since randomisation (years) Time since randomisation (years)
“Combining androgen deprivation therapy, docetaxel, and abiraterone by
’ ’ SOCwithout 123 119 110 71 39 12 232 210 171 101 39 6
: : H s B abiraterone groups
in de novo metastatic castration-sensitive prostate cancer improved e B Wy -ms CBE: ME NN G B0E W S W 6
overall survival and radiographic progression-free survival with a abiraterone groups
modest increase in toxicity, mostly hypertension.” Low vs h|gh volume disease

Fizazi, Lancet 2022



ARASENS Phase 3 Trial: Darolutamide in mHSPC

= Randomized, double-blind, placebo controlled, international trial > 300 sites in 23 countries

Stratified by extent of disease and alk phos levels

PAHIGIES With Dewly ADT + docetaxel (x 6 cycles)

diagnosed, .
metastatic HSPC, Pl + darolutamide (600 mg PO BID) Until PD or

ECOGPSOor1

== unacceptable
toxicity
~~ ADT + docetaxel (x 6 cycles)
(Planned N = 1,300) + placebo

®*  Primary endpoint: OS

= Secondary endpoints: Time to CRPC, time to initiation of subsequent anticancer therapy, SSE-free survival, time
to first SSE, time to first opioid use, time to pain progression, and time to worsening of physical symptoms

= Anticipated primary completion date: June 2021

NCT02799602.



ARASENS Phase IlI: ADT + Docetaxel +/- Darolutamide

100
90
-
g 80_
=
@ 70
o) tee Darolutamide
o — Yo
= 604 ‘o
A
c
% 2 \lﬂ-ne- °
o Placebo
= Darolutamide
o Placeb
& 304 acebo
T
@
4 20
&
10- Hazard ratio for death, 0.68 (95% Cl, 0.57-0.80)
P<0.001
O I I I I I I I I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months since Randomization
No. at Risk
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139 56 9 0 O
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107 37 6 1 O

Median Survival
(95% Cl)
mo
NE
48.9 (44.4-NE)

Smith, NEIM 2021




A Time to Castration-Resistant Prostate Cancer
1004

90
80+

70+
60 5 Darolutamid
50 ooy

40| s

30+ o

0% 0 e Placebo
204 i SN

Percentage of Patients Who Did Not
Have Disease Progression

Hazard ratio for disease progression, 0.36 (95% Cl, 0.30-0.42)
P<0.001

— T T T 1 1 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Months since Randomization

No. at Risk
Darolutamide 651 616 567 537 496 465 433 401 380 358 340 325 308 292 211 132 54 18 5 O
Placebo 654 613 533 425 348 289 242 215 185 165 143 134 120 105 79 38 14 4 1 0

Median Time to
Castration-Resistant
Prostate Cancer
(95% Cl)
mo
Darolutamide NE
Placebo 19.1 (16.5-21.8)

B Time to Pain Progression
100-¢

904
80

704

60
Darolutamide
50+ e o—e—o
00-29...on,
WS Bo-0-0-0

Placebo

40
30

204

Percentage of Patients Free from Event

Hazard ratio for pain progression, 0.79 (95% Cl, 0.66-0.95)

P=0.01

0 T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

10

Months since Randomization

No. at Risk
Darolutamide 651 447 401 363 327 284 265 249 228 211 202 189 175 159 106 67 31 6 1 0
Placebo 654 442 395 332 288 255 221 188 160 134 119107 93 8 62 35 8 1 0 O

Median Time to
Pain Progression
(95% Cl)
mo
Darolutamide NE (30.5-NE)
Placebo  27.5 (22.0-36.1)

Table 3. Adverse Events.*

Darolutamide-ADT-Docetaxel Placebo-ADT-Docetaxel
Event (N=652)F (N=650)

number of patients (percent)

Any adverse event 649 (99.5) 643 (98.9)
Worst grade
Grade 1 28 (4.3) 35(5.4)
Grade 2 162 (24.8) 169 (26.0)
Grade 3 248 (38.0) 232 (35.7)
Grade 4 183 (28.1) 181 (27.8)
Grade 5 27 (4.1) 26 (4.0)
Serious adverse event 292 (44.8) 275 (42.3)

Adverse event leading to permanent discontinuation
of trial agent

Darolutamide or placebo 88 (13.5) 69 (10.6)
Docetaxel 52 (8.0) 67 (10.3)
Selected grade 3 or 4 adverse events3:
Neutropeniaf 220 (33.7) 222 (34.2)
Febrile neutropenia 51(7.8) 48 (7.4)
Hypertension 42 (6.4) 21(3.2)
Anemia 31 (4.8) 33(5.1)
Pneumonia 21(3.2) 20(3.1)
Hyperglycemia 18 (2.8) 24 (3.7)
Increased ALT level 18 (2.8) 11(1.7)
Increased AST level 17 (2.6) 7(1.1)
Increased weight 14 (2.1) 8(1.2)
Urinary tract infection 13 (2.0) 12 (1.8)

* ALT denotes alanine aminotransferase, and AST aspartate aminotransferase.

T Three patients who underwent randomization never received the assigned trial treatment; all three patients were in the
placebo group. One patient who was assigned to the placebo group but received darolutamide was included in the da-
rolutamide group of the safety analysis set.

i In the column of data for patients who received darolutamide, ADT, and docetaxel, listed are all grade 3 or 4 events
that occurred in at least 2% of the patients.

§ The neutropenia category includes the preferred terms of leukopenia, neutropenia, decreased neutrophil count, and
decreased white-cell count.

Smith, NEIM 2021



Control of Primary Prostate Linked to Longer Survival in Men
with Metastatic Prostate Cancer

100 +§
= & = Prostatectomy + ADT
904 i Radiation =65 Gy + ADT
— 80
o ] 8 Radiation < 65 Gy + ADT
= 2 709 ADT alone
E 2 60
X S
[ 2 50 o e
; S 404
°
= > 4
s p<0.001 3%
> 20
w
10 4
0 T T T T T T T T T T
0 1 12 24 36 48 60 72 84 96 108 120
0 20 40 60 80 Months Multivariate
Number at risk Time from initial diagnosis (mos) HR  95%CI P
S L Ly ADTalone 5844 3034 1277 472 155 13 Ref - -
NSR 7811 3299 1252 426 52 Radiation < 65 Gy + ADT 163 73 M 15 7 1 102 084t01.23 874
RP 245 160 76 34 5 Radiation 2 65 Gy + ADT 324 254 146 61 21 1 045 0.38t0 054 <.001
BT 129 84 47 14 2 Prostatectomy + ADT 69 56 30 13 7 0 038 02510058 <.001

SEER - Culp et al Eur. Urol, 2014 Jun;65 (6):1058 National Cancer Database - Rusthoven et al JCO, 2016 Aug 34; 2835-42

Years

Munich Cancer Registry - Engel et al Eur Urol, 2014 Sep;66(3):602



STAMPEDE: Radiation to the prostate primary

A Overall survival

100 — Control
— Radiotherapy
80+
Z 60
3
g
$ 404
S
204
HR 0-92, 95% (1 0-80-1-06; [x0~266
0 T T T T T T T T 1
6 12 18 24 30 36 42 48 54
Number at risk
(events)

Control 1029(17) 998 (56) 933(82) 826(63)
Radiotherapy 1032 (12) 998 (47) 936(64) 832 (75)

“Radiotherapy to the prostate did not improve

601 (39) 481(67) 328 (37) 219 (16) 122 (9) 41
611 (54) 478(41) 365(37) 236 (25)128 (11) 47

overall survival for unselected patients with

newly diagnosed metastatic prostate cancer.”

A Control  Radiotherapy Interaction pvalue HR (95% (1)
Deaths/N  Deaths/N

Metastatic burden E

lowburden  116/409  90/410 00098 ——%— i 0-68 (0-52-0-90)
Highburden ~ 252/567  257/553 -;—0— 1.07 (0-90-1-28)
Radiotherapy schedule

Weekly 179482 18247 07 —FF— 10108212
Daily 22547 188535 —_— 086 (071-1.05)

|
L

T T T T T T T
05 o6 07 08 09 10 12 14

Favours radiotherapy Favours control

However, OS benefit was seen
in the low-volume subset

Parker, Lancet 2018



SWOG 1802 — Randomized Phase lll Trial of Standard Systemic Therapy (SST) vs. SST
Plus Definitive Treatment of the Primary Tumor in mHSPC

SST and Definitive
Treatment (Surgery or
Radiation)

Enroliment and
Randomization

Progression

Registration:
(CRPC)

— >Mla (1:1)

SST Only
Stratify by:
— ITT Surgery of Radiation
+/- Chemo
Oligo vs. Polymetastatic (<4 sites)
PSA Nadir at 6 mos (<4 v >4)
+/- Metastatic Site Directed Therapy

0 mos 6 mos 9 mos X mos Death

Pl: Brian Chapin, MD



Conclusions

Intensified ADT is standard of care for mHSPC

* Low volume M1 disease: ADT plus abiraterone, enzalutamide, or apalutamide

« High volume M1 disease: ADT plus docetaxel, abiraterone, enzalutamide, apalutamide,
docetaxel + abi, or docetaxel + darolutamide

No data for adding abiraterone or docetaxel many months later for a
patient already on ADT or adding abiraterone after previously completing
six cycles of docetaxel

Role of Radium 223 or ADCs (Lu-177 PSMA) in HSPC remains to be
defined

No recommendation on sequencing until biomarkers or prospective data
are available

Accrual to clinical trials remains a high priority



