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Systemic therapy of prostate cancer 2023
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Today’s Agenda

» Metastatic Castrate(Hormone) Sensitive Prostate Cancer
(mCSP)
o (Triplet vs Doublet)

e Metastatic Castrate Resistant Prostate Cancer
(Monotherapy PARP vs PARP with Androgen Receptor
Pathway Inhibitor)



Pathophysiology
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mCSPC: Updated NCCN

National

comprehensive NCCN Guidelines Version 4.2023

NCCN Guideli

Table of Contents

Al Cancer - Prostate Cancer Discussion
Network
SYSTEMIC THERAPY FOR CASTRATION-SENSITIVE PROSTATE CANCER"
Monitoring (preferred) ‘
Moss.n e | O -
ADTU.U See
Studies o T
Systemic
* Physical exam + negative
PSA every 3-6 mo for distant | W
ADTY with one of the following: * Imaging for metastases| | ppos.13)
* Preferred regimens: symptoms Ldid
» Abiraterone (category 1)"¢¢ —»(+ Conventional |~ Progression®/"
» Apalutamide (category 1)" imaging every
» Enzalutamide (category 1)" 3-6 mo to Studies See
sk 1O monitor treatment sitive Systemic
MYV WWXXYYZE—e| ADTU with docetaxel and one of the following®2: response” ?:} distant | [1herapy éor
* Preferred regimens: M1 CRP
» Abiraterone (category 1)"®¢ psnm s (PROS-14)
» Darolutamide (category 1)"

or
ADT" with EBRTP to tggbprlmary tumor for low
metastatic burden M1

oArDTU.UU.OOC

Version 4.2023 — September 7, 2023



Metastatic Hormone Sensitive

Newly diagnosed
mHSPC

Primary
progressive
mHSPC

Biochemical Terminal disease

recurrence ADT (death)

ADT




Historical Data: CHAARTED Study
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Androgen Pathway Inhibitors

LATITUDE: Abiraterone Acetate for mHSPC

Radiographic Progression-Free Survival
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g Hazard ratio, 0.47 (95% Cl, 0.39-0.55)
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TITAN: Apalutamide for mHSPC

Overall Survival

Radiographic Progression-Free Survival

100+ 100
Apalutamide
4 A s
73 Apalutamide 73 L R
Y i Placcbo
504 -mmmmmmmmmmmm e T Rmnszmmmmmmmmme - ) S OSSR S S SSSSTSSSa—
tmmey
1
I- -
54 . 4
4 HR 0.48, P<0.001 Placebo ! = HR 0.67, P=0.005
C T T T U 1 1 O T T T T U 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Months

Chi et al (2019) N Engl J Med 381: 13-24



ARCHES and ENZAMET
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ENZAMET: Enzalutamide for mHSPC
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Doublet vs Triplet?
Prostate Adenocarcinoma is Heterogenous

‘ ADT-independent clones U AR-dependent cells

Conteduca, Cells 2021



PEACE - 1|

Key Eligibility Criteria
De novo mCSPC

Distant metastatic disease by 2 1 lesion on bone scan

and/or CT scan

ECOGPS0-2

On-Study Requirement
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LHRH antagonist)
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PEACE- |

ADT/docetaxel +/- abiraterone population

High-volume patients

Low-volume patients
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer
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ARASENS: Darolutamide vs Placeboin
Combination With ADT + Docetaxel in mCSPC

= |nternational, randomized, double-blind phase Ill trial in 286 sites across 23 countries

Stratified by metastasis stage (M1a vs M1b vs Ml1c),
alkaline phosphatase level (< vs 2 ULN)
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D1 x six 28-day cycles
(n=655)
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Adverse

Selected Grade 3/4

AE, n (%)

Neutropeniza
Febrile neutropenia
Hypertension
Anemiz

Pneumonia
Hyperglycemia
Increased ALT
Increased AST
Increased weight

uTl

L
-

Events

Darolutamide + ADT
+ Docetaxel
(n=652)

220(33.7)

51(7.8)
42(6.4)
31(4.8)
21(3.2)
18(2.8)
18(2.8)
17(2.6)
14(2.1)
13(2.0)

math, NEJM., March 2021

Placebo + ADT +
Docetaxel
(n=650)

222(34.2)

48 (7.4)
21(3.2)
33(5.1)
20(3.1)
24(3.7)
11(17)
7(1.1)
8(1.2)
12(1.8)

Safety Outcome,

n (%)

Any AE

Serious AE

AE leading to
permanent d/c of
trial agent
= Darolutamide
or placebo
= Docetaxel

Darolutamide +
ADT + Docetaxel
(n=652)

649 (99.5)

292 (44.8)

88(13.5)

52(8.0)

Placebo + ADT +
Docetaxel
(n=650)

643(98.9)

275(42.3)

69 (10.6)

67(10.3)



: . ‘ Definition of Disease Volume and Risk Subgroups
ASCO Genifourinary
Cancers Sympogium

* Visceral metastases » 22 risk factors:

» 24 bone metastases with 21 beyond the vertebral * Gleason score 28
column/pelvis? = 23 bone metastases?

= Visceral metastases

Low-volume and low-risk disease were defined as not meeting the respective high-volume and high-risk criteria
*Including those with diffusely increased skeletal metastases with superscan?®

+ Of 1305 patients in the ARASENS full analysis set
* 1005 (77%) had high-volume disease and 300 (23%) had low-volume disease
* 912 (70%) had high-risk disease and 393 (30%) had low-risk disease

Sweeney CJ et al N Er 46, 2. Fizan K et al N Engl J Med 2 7 ohar PR, ot al. Woriady

ASCO t p #GUZ3 sezsowto ae Maha Hussan, MD, FACP, FASCO
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ARASENS VOLUME and RISK Subgroups:
Other Key Secondary Efficacy Endpoints
e o

222/651 248654 NE (305-NE) 275(22.0-36.1) 0.78 (0.66-0.88)
161/4897 192/508 NE (26 7-NE) 244(168-333) 0.75(0.61-083)

61/154 56/146 46.1 (250-NE) 395 (246-NE) 0.84 (0.66-1.36)

155/452 173460 354 (250-NE) 250(182-369) ‘ 0.81(0.65-1.01)

671690 756/184 NE (392-NE) 288 (19.3-N\E) 0.76 (0.55-1.06)
98651 1084654 NE (NE-NE) NE (NE<NE) 0.71(0.54-0.84)
82/497 06508 NE (NE-NE) NE (NE-NE) 0.71(0.53-0.96)

13154 12/146 NE (NE-NE) NE (NE-NE) 0.80 (0.40-1.85)

18/452 70/480 NE (NE-NE) NE (NE-NE) 084(061-1.15)
17/168 20/184 NE (51.2-NE) NE (NE-NE) 0.46 (0.25-0.84)
219851 195654 NE (NE-NE) 253(23.9=288) 03§ (033-040)
187/497 224/508 NE (496-NE) 227(196-261) 0.40 (0 34-049)
2154 71148 NE (NE-NE) 425(340-NE) 0.34 (0.22-0.52)
173452 2001460 NE (496-NE) 213(192-240) 0.40(0.33-0.48)

46/199 06/194 NE (NE-NE)  390(318-NE) 0.36 (0.26-0.52)

@ Cox rograsion mado 0,00 30 1,00 | 5 200

PNty accordng o planned trea'ment Darolutamide Better Placebo Better

mcsowro o¢ Maha Hussan, MD, FACP FASCO ASCO
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ASCO Genitourinary February 16-18, 20235

Moscone West Building

Cancers Symposium San Francisco, CA

Darolutamide significantly improved key secondary efficacy endpoints
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IR ESIVID Objective: Undetectable (<0.2) PSA Levels

B DARO + ADT + DOC M PBO + ADT + DOC
100- High-volume mHSPC

80 -

62.2

Patients achieving
undetectable PSA, %

12 weeks 24 weeks 36 weeks 52 weeks At any time

100+ Low-volume mHSPC
80 -
60 -

40+

Patients achieving
undetectable PSA, %

204

12 weeks 24 weeks 36 weeks 52 weeks At any time

ADT, androgen-deprivation therapy: DARO, darolutamide; DOC, docetaxel; mHSPC, metastatic hormone-sensitive
prostate cancer; PBO, placebo; PSA, prostate-specific antigen; PSA90, 290% decline in prostate-specific antigen
from baseline.

MADRID congress Presented by: Fred Saad, MD, FRCS, Professor and Chief of Urology, Director of GU Oncology, University of Montreal
2023 m Endowed Chair in Prostate Cancer, University of Montreal Hospital Center, Montreal, Quebec



FEEESMI ARASENS Update

| Time to PSA progression was prolonged in patients receiving darolutamide versus

| placebo
= high volume (HR: 0.30; 95% Cl: 0.24—-0.37)
=  low volume subgroups (HR: 0.09; 95% Cl 0.05—-0.18).

Figure 3, Time to PSA progression by disease volume subgroups
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What do | consider in my Practice!?
High Volume vs Low Volume
Synchronous vs Metachronous

ADT Alone (using | Median
CHAARTED and oS
GETUG)

Staging in

prog nostication
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Metastatic Castrate Resistant Prostate Cancer
(Monotherapy PARP vs PARP with Androgen Receptor
Pathway Inhibitor)



PARP Inhibitor

Mechanism of Action

2. PARP inhidition leads repair DNA and survive.

arth
e | EER | T, a2
DNA damage. Rucaparib
Talazoparid Dosdie-strand dreak is able
10 be repaired by homologouws
up&d —»W

A &

PARP. poly (ADP-ribose) polymerase DNA repair (8RCA mutation)

PARP
inhibitar
Repair
Cell alive Cell alive Cell death

BRCA1/2 homologous PARP1 base Mutated
recombination repair excision repair pathway
HRR pathway BER pathway '

.
PARP is required for single-strand break repair (e.g. via BER)
MOA - inhibiting SSB/BER is synthetic lethal with HRD
Jacob et al LU C Decomber 2020 Volume 09 lavue O4
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Monotherapy PARP summary

Properties of PARP Inhibitors
Olaparib Talazoparib Niraparib Rucaparib

Mol. Weight 4345 380.8 3204 3234

PARP1 IC,, 5nM 0.56 nM 3.8 nM 0.65 nM

PARP2 IC,, 1inM 0.15 nM 2.1 nM 0.08 nM

Trapping o PPN PR > Camey B, et 2L Not Commun 2018, 9: 176,

Summary of PARPi Monotherapy Trials in mCRPC

Study and treatment Prior therapy HRR status criteria; Sample type Primary endpoint

TOPARP-A! 1-2 tane CT regimens;  Deficiency not required; tumor Compoiite response 33% overall;

Olaparid 400 mg 80 98% had price NMT rate B8% (14 of 16) with DDR

(N=50) pene alterations

TOPARP-B* 1-2taxane CT regimens;  Dedeterdous germiine or somatic DDR Composite response 39.1% 300-mg cohort;

Olaparid 300 mg or 400 mg BID, BEXN-92X had prior NHT  gene alterations; tumor e $4.3% 400-mg cohort

randomized 1:1

(N=G8)

TRITON2? 1 taxane and 1-2 NMT Dedeterious germiine or somatic ORR by binded 435% (27 of 62)

Rucaparib 600 mg BID BRCAL/Z slteration; tumor or plasma independent radiology

(N=115) review

GALAHAD* 21 taxame and 21 NMT Deleterious germiine or somatic ORR in patients with 342% (260 76

Niraparib 300 mg QO ateration in 21 of 8 prespedfied DOR BACA mutation and meadurable BRCA cobort)

(N=289) Peres; tumor or plasma meaturable disease 10.6% (5 of 47 measwrable
non-BRCA cohort)

TALAPRO 1% 1-2 CT regimens (21 Deldeterious germiine Or somatic ORR by binded 29.8% (31 of 104)

Talazoparib 1 mg QD taxane) and =1 NMT aterations In 21 of 11 prespecified Independent review

(N=128) DDR-HRER gerws; 1umor or plasma

1. Mateo J et al. N Engl ) Med. 2015;373:1697-708; 2. Mateo J et al. Loncet Oncol. 2020;21:162-174; 3, Abida W et al. J Chn Oncol.
2020,38:3763-3772, 4. Smith MR et al. Lancet Oncol. 2022,23:362-373; S. de Bono JS et al. Lancet Oncol. 2021;22:1250-1264.



BRCA2

K12

ATM

BRCAI

CHn2

PPP2RZA

RADS18

Olaparib: PROfound, Randomized Phase 3 Study

[Koy Eligibility Criteria \
» mCRPC with disease
progression on prior
NHA (eg, abiraterone
or enzalutamide)
» Alterations in 21 of
any qualifying gene
with a direct or indirect
role in HRR
Stratification Factors
+ Previous taxane
& Measurable disease 7,

progression in cohort A; OS in cohort A

1.de Bono J etal. N Engl J Med. 2020;382:2061.2102.
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Cohort A
BRCA1, BRCAZ2,
or ATM
n =245

Cohort B
Other alterations
n=142

Primary endpoint: rPFS in cohort A (RECIST 1.1 and PCWG3 by BICR)
Key secondary endpoints: rPFS (cohorts A+B); confirmed radiographic ORR in cohort A; time to pain

Olaparib 300 mg BID |__
n= 162 :
|
Physician’s choice _ 1 UponBICR
n=83 progression,
physician's choice
patients were
allowed 1o cross
Olaparib 300 mg BID . over to olaparib
n=94 1
I
Physician’'s choice |
n=438

3
=
1S3
PO — s OD O~ ChOS

rPFS

n'
B1 10.84 (9.17.134
BRCAZ 47 348 (1.74-365)
509 (361552)
coki2 81 2.20(1.714.83)

536(361.6.21)
4.70(1.84.7.26)

207(1.38552)
184 (1.713.71)

559(1.64-11.99)
335(1.38NR)

265 (1.77-39)
10,89 (16114,

T20(37.1.39)

241 (181.3.02)

- TOELY Y T
Median rPFS, mo (95% C1)
Woipait [ Physician's choice

10

0

PROfound: rPFS and OS in Whole Population (A+B)

P robabil ity of Mnaging Based PFS
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0S in the Overall Population (Cohorts A + B)

Ne. of Deathy

Median O3

% No. of Patients B5% ), me
10 Opard 160256 173 (155-188)
2 “t“ Contay 22139 140 (11.5-17.1)
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20 s . & HR for daath .78 95% O 0.61.1.08)
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20
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Ougari
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1. de Bono J et al. N Engl J Med. 2020;382:2091.2102. 2. Hussain M et al. N Engl J Med. 2020.



TRITON3: Randomized Phase Il Trial

= mCRPC with progression
after 1 prior AR signaling-
directed therapy
(abiraterone, enzalutamide,
or investigational agent)

= Deleteriousgermline or
somatic alteration in BRCA1,
BRCA2, or ATM™

= No prior PARP inhibitor

= No prior chemotherapy for
mCRPC

Planned enrollment: 400

*Mutations identified in blood, archival tissue, or screening tumor tissue

Open-label o

—

Rucaparib 600 mg BID

(Nn=267)

Physician’s choice
(Docetaxel, or Abi,

t
f—

Crossover upon
progression may
be considered

or Enza) (n=133)

Bryce A et al NEJM 2023; 388; 719-32. NCT02975934.

TRITON3: rPFS in ITT Population

100 4
i Median, mo.  95% CI
Rucaparib 10.2 8.3-112

55 bl Physician’s choice 6.4 56-8.2
® (10 Log-rank P=0.0003
lé 60 - HR (95% CI): 0.61 (0.47-0.80)
- 504
)
o 40+
w
T 30-

20 4

10 4 — Rucapard

s Prynician’s choice
0 T T T T T T T T T T T T T T T ki
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Patartn ot vk (eoacen) Months

Rucsparis

13540) 67 (26) 68(56) 23(74) 13(88)

Bryce A et al NEJM 2023; 388; 719-32.
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Primary endpoint

rPFS
(RECIST 1.1 and PCWG3 by IRR)

Key secondary endpoints

= ORR and DOR by modified RECIST
criteria in patients with
measurable nodal/visceral disease

= OS

= Clinical benefitrate

= PSA response of 250% and =90%

= Time to PSA progression

= Patient-reported outcomes

= Safety and tolerability

TRITON3: rPFS in BRCA1/2 and ATM Subgroups
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Three FDA Approved PARP Combinations
in 2023 (PROpel, Magnitude, Talapro2)

e What are the differences!?

PROpel: Phase Ill Trial of Abiraterone +/- Olaparib

MAGNITUDE: Phase Il Trial of Abi +/— Niraparib

TALAPRO-2: Phase Il Trial of Enza +/— Talazoparib




Preclinical rationale for a combined effect of PARP and AR inhibition

PARP and AR are important for DNA repair in prostate cancer

PARP achivity fachtales repor
of DNA single-slrand bresks

[SOPSw

DNA damage M AR binds DNA and facitates | )
(single- and double- DINA recar mechayers WSS repar Trough multple pathways H | | | | | | | |

strand beeaks) 5 nvolve AR and PARP
DNA repair
1 PARP onabies AR binding

¥ damaged DNA

Accumation of

DNA snghe DNA Gouble IO 0f AR DNA Increased ONA damage and and
Slrang broaks rand broaks DIYANG NG P prostate cancer eficacy




PROpel: Phase Ill Trial of Abiraterone +/— Olaparib

Patient population

= mCRPC

= Docetaxel for mCSPC allowed

* No prior abiraterone

* Other NHT allowed if stopped
212 months prior to enrollment

* Ongoing ADT

= ECOGPSO-1

Stratification factors

= Site of distant metastases
(bone only vs visceral vs other)
* Prior taxane for mCSPC

*Plus prednisone or prednisolone 5 mg BID

Saad F et al. ASCO GU 2022; abstr 11; NCT03732820.

Olaparib 3(
Abiraterone*®

Protabiity of PrS

(n=399)

(n=397)

g BID 4
1000 mg QD

Primary endpoint

assessment

* OS

» TFST
» PFS2
* ORR

rPFS or death by investigator

Key secondary endpoint

Additional endpoints

= HRR mutation prevalence
(tested retrospectively)

* HRQOL

» Safety and tolerability

PROpel: Radiographic Progression-Free Survival

12-month rate
& 718%
¢ 63.4%

.

-

R R N U TR oy

Tirve feomm randorvestion (morths|

24.month rate
514%
33.6%

e O Olaparib + abirstercne

\
-
- -
&

Placebo + abiraterone

» X N N ®» B W

PFS by investigator assessment

Events, n (%)
Median rPFS, months
HR [95% C1)

PFS by blinded ind

168 (42.1) 226(56.9)
248 166
0.66 (0.54-0.81); P<D.0001

ntral review

HR [95% CI)

0,61 (0,49-0.74); P<0.0001

Narber of  Madian (PFS,

patienss, » roethy
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Age #t andomization

<5 w w 15e

®5 69 24 187
u? o L pLE BNt
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HR(9SNCY
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Clarke NW et al. NEJM Evidence; 2022.

w



MAGNITUDE: Phase lll Trial of Abi +/— Niraparib

Patient population

* mCRPC

« <4 months pn‘or HRR Biomarker +
| abiraterone for mCRPC (Planned N=400)
N allowed

= ECOG PSO-1

=  BPI-SF worst pain score 3 Prescreening
- | for HRR

biomarker

s Prior taxane for mCSPC status*®
2 * Prior NHT for nmCRPC or
| mCSPC

= Prior abiraterone for HRR Biomarker —

mCRPC (Planned N=600)

* BRCA1/2 vs other HRR
gene alterations (HRR
biomarker+ cohort only)

Niraparib 200 mg QD +
Abiraterone' 1000 mg QD

Patients could request to be
unblinded and change to subseguent
therapy of investigator’s choice

Niraparib 200 mg ¢
Abiraterone’ 1000 m

*HRR gene panel: ATM, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, HDAC2, PALB2

"Plus prednisone 10 mg daily

Primary endpoint
rPES by central review

Key secondary endpoints

* Time to cytotoxic
chemotherapy

* Time to symptomatic
progression

= 0S

Other prespecified endpoints

® Time to PSA progression

* ORR

* PFS2

= Time to pain progression

* pPatient-reported outcomes

MAGNITUDE: Radiographic Progression-Free Survival

B3
. 13
]

Patinnts without events (%]
3 3

100 &=

L

«

-0

Putients without events (%)

rPFS in All HRR BM+ Cohort

Piraparib s abiraterone

PFS by central review

MR jas% )

5 PFs

Median rPFS, months

16.5 13.7
0.73 (056-096) PO 0217

HR {95% O)

rPFS in BRCA1/2-Mutated Group

Flacebo ¢+ abiraterone

by
Median r#9S, months

190 139
0.64 (0.49-0.86) P=0.0022

rPFS by contral review

Median rPFS. months

HR [95% )

YW e o Nirazer®s « abiroterone
| S -—

PES

166 109
053 0 36-0.79); F«0.0014

HR [95% O)

2 =

=y
Median rPFS months

193 12,2
0.50 (0.33-0.75); P=0.0006

Chi KN et al. ASCO GU 2022; abstr 12.



TALAPRO-2: Phase lll Trial of Enza +/— Talazoparib

mCRPC with progression (PSA,
bone, and/or soft tissue)

Prior docetaxel and/or abiraterone
in CSPC setting allowed

Ongoing ADT or bilateral

orchiectomy
ECOG PS 0-1 Planned enroliment: 1018

Previous treatment with Placebo +
abiraterone or taxane-based Enzalutamide 160 mg QD
chemotherapy for CSPC

DDR* alteration status (defident vs

nondeficient/unknown)

Talazoparib 0.5 mg QD* +

Enzalutamide 160 mg QD

*0.35 mg QD if moderate renal impairment

* DDR alterations (BRCAL/2, PALE2, ATM, ATR, CHEX2, FANCA, RADS1C, NBN, MUHI, MREI 1A, CDK12).

TALAPRO-2 Primary Endpoint: rPFS by BICR

IS ONZ: & resit |

Prodatx iy of PF§

« rPFS by BICR per RECIST 1.1 and PCWG3
in All-comers (Cohort 1), n=804

= rPFS by BICR In patients with
DDR" alterations (Cohort 2), n=214

e o
(analyzed for both cohorts separately)

= 08

* OR per RESIST 1.1 (measurable disease)

* PSA response 250%

* Time to PSA progression

= Time to initiation of cytotoxic CT or
antineoplastic therapy

= Time to first symptomatic skeletal event

= PFS2

= Safety

= Patient-reported outcomes

Events, n 151

Median (986% CI), Not reached (NR)
months 27 5-NR)

HR (95% C1) 0.3 A:—:‘;’{n’:

Median follow-up for rPFS was
24.9 and 24 .6 months, respectively

was seen for nvestgalor-ass soed tPFS MR OGS
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What about Adverse Events?

TALAPRO-2: Most Common All-cause TEAEs

Talazoparid + Enzalutamide

(N2398)
Neutropensa
Fatgue
Thrombocylopena

Leusopena

Back pan

Deocreased

appetie

Nausea

ASCO WO o O e e &)

In the talazoparib arm:

» Most common TEAES leading 10 a dose
reduchion of talazopand were

Anema (41 2%)
Nowropena (15.1%)
Thiombocylopenia (5 5%)

49 0% had grade 1-2 anemia at baselne

Grade 3-4 anemia

Vedian tme %0 onset was 3 .J months
Reported in 40 5% of men

8.3% discontinued talazopanb due 10 anemsa

The medan relative dose intensity of
talazopand remained >80%

ASCO



What do | do in my Practice?

* Patients with metastatic castrate resistant prostate
cancer (mCRPC) with BRCA| and BRCA2 have a poor
prognosis (19 months vs 37 months)

* In my practice, patients with mCRPC with BRCA| and
BRCA2 mutation | will treat with PARP inhibitor, AR
pathway inhibitor, and ADT.



How do | choose between 3 combinations

* |. Co-morbidities(Uncontrolled diabetes, recent
coronary artery disease).

» 2. Have they previously received androgen receptor
pathway inhibitor? (Abiraterone and ADT in high risk
early stage?)

* 3. Do they have a fall risk/cognitive difficulty/mental
status changes!?

* 4. Do they have a low baseline anemia!?
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