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AUA-2026 Outline

Washington, DC £

» Genetic Testing
* What and why?
» Somatic vs. Germline
* Logistics
« PARP Inhibitors
* What are they?

* Which patients
» Data: monotherapy and combination therapy

* FDA approvals
* Microsatellite Instability

Precision Medicine

Genomic Individualized

treatments

profiling of
- patient tumors
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AUA2026¢

Washington, DC 2

Genetic Testing

Germline (inherited) Somatic (acquired)

* Inherited cancer risk » Genomic tumor sequencing

* Buccal or blood * Tissue or liquid biopsy

 Cancer screening and  Extensive testing for tumor
prevention, genetic testing in specific mutations

close relatives, informing

treatment and clinical trials * Direct targeted therapies,

clinical trial eligibility

AUA-2026:
Washington, DC =
Genetic Testing
Germline (inherited) Somatic (acquired)
* Regional or metastatic * Metastatic
* High risk or very high risk * Regional (consider)
» FHx of high-risk germline
mutation
* A positive FHx of cancer BRCA1, BRCA2, ATM, PALB2,
* Intraductal, cribriform CHEK2, MLH1, MSH2, MSH6, PMS2,
HOXB13
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DNA Repair Gene Alterations are common in
Metastatic Pca (Germline)

“ ORIGINAL ARTICLE ”

RADS51C, 1%

MRE11A, 1% Inherited DNA-Repair Gene Mutations
BRIPL. 1% in Men with Metastatic Prostate Cancer
, 170

FAM175A, 1% C.C. Pritchard, J. Mateo, M.F. Walsh, N. De Sarkar, W. Abida, H. Beltran,
GEN1, 2% A. Garofalo, R. Gulati, S. Carreira, R. Eeles, O. Elemento, M.A. Rubin,
! n, R. Lonigro, M. Hussain, A. Chinnaiyan, J. Vinson, J. Filipenko,

D. Robi
PMS2, 2% L. Garraway, M.-E. Taplin, S. AlDubayan, G.C. Han, M. Beightol, C. Morrissey,
B. Nghiem, H.H. Cheng, B. Montgomery, T. Walsh, S. Casadei, M. Berger,
NBN, 2% ' L. Zhang, A. Zehir, J. Vijai, H.I. Scher, C. Sawyers, N. Schultz, P.W. Kantoff,
ATR 20/ D. Solit, M. Robson, E.M. Van Allen, K. Oml,j de Bono, and P.S. Nelson
o
)
L]
RADS51D, 4% 692 men with metastatic
PALB2, 4%
BRCA2, 44%

+ Sequenced their genome

+ 84 germline DNA-repair
gene mutations

* 82 men (11.8%)

* Mutations were found in 16
genes

MSHG, 1%
MSH2, 1%

AUA2026: DNA Repair Gene Alterations are common

Washington, DC 2 in Metastatic Pca (Somatic)

A m oo w n w8 w o wom m w w g w
I e i 5% 55 55 ™ o e

S =
« Of MCRPCs, 23% harbor DNA s e los o g E==
repair alterations s !
* The frequency of DNA repair SR St
alterations increases with g
disease progression e
(metastatic vs. local) e ot

[

Cell 2015;161:1215-1228
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AUA2026:

Washington, DC 2 ‘Genetic Testing: What do patients want to know?

« What are possible results?
» Pathogenic, likely pathogenic, uncertain, negative

» Genetic counseling
* How much does it cost?
* Will | be discriminated against?

9
9
National . . " -
Comprehensive NCCN GUIdenneS Ve!'SIOI'I 2.2025 NCCNng:gec:]l‘ngzil;dnt:
NCCN Rl Prostate Cancer Discussion
Network
INITIAL PROSTATE CANCER DIAGNOSIS®P¢  WORKUP
* Perform physical exam
+ Perform digital rectal examination (DRE) to confirm clinical
stage - .
« Perform and/or collect prostate-specific antigen (PSA) and gee linf‘mal Risk
0 N Icul tratification and
Clinically localized prostate cancer_____ _ |, ;:;l:"a::?: ?:v':s‘.'y i S L+ |staging Workup for
(Any T, NO, MO or Any T, NX, MX) » Estimate life expectancy (Principles of Life Expectancy. Clinically Localized
Estimation [PROS-A]) Disease (PROS-2)
* Inquire about known high-risk germline mutations and family
* history’
» Perform somatic and/or germline testing as appropriated

+ Assess quality-of-life measures®

« Perform physical examination

: + Perform bone and soft tissue imaging for staging' Regional Prostate
F:glo;lﬂrl’;;‘;ﬂte cancer |, Perform DRE to confirm clinical stage Cancer (PROS-8)
¥ L ? * Perform and/or collect PSA and calculate PSA doubling time
(PSADT)

+ Estimate life expectancy (Principles of Life Expectancy
Estimation [PROS-A])
Metastatic prostate cancer

* Inquire about known high-risk germline mutations and family See Workup and Treatment
{Any T, Any N, M1) ? history? il
» Perform somatic and/or germline testing as appropriate® Castration-Sensitive

* Assess quality-of-life measures® Prostate Cancer
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Updates to Advanced Prostate Cancer:
AUA/ASTRO/SUO Guideline (2023)

28. In |U P DAT E 1ould offer germline (if not already performed) and

SOl iunic mericue sewunm o swnsnns y JNA repair deficiency, microsatellite instability (MSI)
sta itential mutations that may inform prognosis
an( U N D E RWA I ial targeted therapies. (Clinical Principle)

DDR Mutations ~ 12% mPCA
Portends poor prognosis - worse cancer specific survival

Mutations in HRR genes in ~ 30% of screened mCRPC in PROFOUND

J Urol 2023;209:1082
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AUA2026- | pARP Inhibitors — Mechanism of Action

Washington, DC 2

* poly-ADP ribose polymerase (PARP) repairs DNA damage
* PARPI are oral agents that block the repair mechanisms

* In the setting of certain mutations > “Synthetic lethality”
* Block the dependent path

« Cancer cell death )@WW_

P je-strand DNA break

DNA
oy
P, WW o
35 to double-strand
-deficient cos*

PARP ropairs singh
PARP inhilsition heac
Single-strand DNA braak breaks in BRCA-

Eur Urol Oncol. 2020:5S2588-9311
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AUA2026¢

Washington, DC 2 PARP |nhlblt0rS T S|ng|e Agent

« Single agent — two FDA approved agents
* Olaparib (PROFOUND)
* Rucaparib (TRITON)

35. Clinicians should offer a PARP inhibitor to patients with deleterious or suspected deleterious germline or somatic
homologous recombination repair gene-mutated mCRPC following prior treatment with enzalutamide or
abiraterone acetate, and/or a taxane-based chemotherapy. Platinum-based chemotherapy may be offered as an
alternative for patients who cannot use or obtain a PARP inhibitor. (Moderate Recommendation; Evidence Level:

Grade C)

J Urol 2023;209:1082
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%EAEQ%% PROfound: Olaparib for mCRPC

» Patients with mCRPC who had disease
progression with enzalutamide or abiraterone

» All patients had a qualifying alteration in
prespecified genes

 Cohort A— BRCA1, BRCA2, ATM

» Cohort B — 12 other prespecified mutations

« Randomized 2:1 to olaparib or physician’s choice
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PROfound

C Imaging-Based Progression-free Survival in Cohorts A and

Months since Randomization

No. at Risk
Olaparip
Control

256 239 188 176 145 143 106 100 67 63 48 43 31 28 21 11 11 3 2
131123 73 67 38 35 20 19 9 8 5 5 5 3 3 2 2 1 1

T T T T T T T T T T 1
9 10 11 12 13 14 15 16 17 18 19 20 21

0 0 0
0 0 0

1.00
0.90
T o0s0
. rPFS — overall cohort
s
%‘g 0.60- HR: 0.49
R e . Median
3% 0w mo
=8 Olaparib 58 X X
4 s oo MPFS ~3.5 mos when switching
£ § or death, ARPI
0.10 0.49 (95% C1, 0.38-0.63)
. Control Ik

B Interim Overall Survival in Cohort A

100 Value at 6 mo
- 091 OS — cohortA
0904 Value at
= 12 .
% 0,80 e HR:0.64
a o704 Value at
E 0604
2 5 9
& 0504---- SR - S o IR Median
‘s = mo
2 o404
z o~ Olaparib 185
3 0309 Ecatrol Contral 15.1
N Engl J Med 2020 28;382(22):2091-2102 £ onod Hazard ratio for death,
0.64 (35% ClI, 0.43-0.9.
010 Pu0.02
0.00 T T T T T T T T T T T T T T T T T T T T T T T T 1
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Months since Randomization
No. at Risk
Olaparib 162 158 155 152 150 147 141 136 125 115 95 86 76 67 59 50 46 33 26 17 11 4 3 2 0 0
Control 83 82 79 75 74 72 69 69 54 5044 40 34 29 25 23 18 15 1L 9 6 3 1 1 0 0O
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PROfound OS

FDA Approved May 2020

A Overall Survival in Cohort A

2 sided P=0.02

Percent of Patients Alive

Hazard ratio for death, 0.69 (95% CI, 0.50-0.97)

A Overall Survival in the Overall Population (Cohorts A and 8)

No. of Deaths/ Median Overall Survival :: :;::"i::i: ”'d'“;;;:c”l)s"""'ﬂ'
No. of Patients {95% C1) ¥ ey
mo
Olaparib 91/162 191 (17.4-23.4) Oéﬂpi':'u': ;ﬂﬂ‘]?;lﬁ ::é (:?7273?3
Control 57/83 14.7 (11.9-18.8) 92% o / (11.5-17.1)

Percent of Patients Alive
8
T

Hazard ratio for death, 0.79 {95% Cl, 0.61-1.03)

2 Control
104
T — — J — r—T— T T —T—T— T T
10 12 14 16 18 20 2 24 26 28 30 34 2 4 8 10 12 14 16 18 20 22 24 2 28 30 32 M
Months since Randomization Months since Randomization
No. at risk No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 S6 44 30 18 6 2 0 Olaparib 256 249 240 228 209 182 157 146 126 9% 73 S6 39 2 7 2 1 0
Control 8 79 74 69 64 58 S0 43 37 27 1 15 1 9 6 3 0 Control 131 125 115 106 9 83 71 6 5 37 22 2 15 1 6 3 1 0

COHORTA
HR: 0.69
Cl: 0.50-0.97

Overall Population
HR: 0.79
Cl: 0.69-1.03

N Engl J Med 2020 Dec 10;383(24):2345-2357
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AUA2026¢

washineton. D02 | T RITONZ2: Rucaparib for mCRPC

» Patients with mCRPC who had disease progression
with enzalutamide or abiraterone and docetaxel
chemotherapy

» All patients had a qualifying somatic or germline HRRm

» Given rucaparib and followed with PSA and imaging

« Treatment until radiographic progression or
discontinuation

17

Rucaparib in Men With Metastatic
Castration-Resistant Prostate Cancer Harboring
a BRCA1 or BRCAZ2 Gene Alteration

>

100 . o Accelerated FDA Approved May 2020

= Confirmed radiographic response
Ongoing

PSA response for BRCA 1, 2

Change From Baseline (%)

B
100 41 + = Confirmed PSA response
0] A ©=0ngoing
g 60 -
a«mnm omatic status: 1 Germline 1 Somatic E 404
B L'AZ‘ l =3 .lll--llm' . .Iil- § 2:: i | “
§ aq
RECIST change from baseline for BRCA 1, 2 & = ””I“””HWMH HH”M ‘ ’ ’ ’ H
g -60 - I ’ ‘
Final results of Triton 2 in Eur Urol il ‘ ‘
2023- best PFS, OS response in Garmlinafsomati status: 1 Goreline W Samatic
BRCA patients U L T meen yrasen e
Eur Urol. 2023;84:321-330. Abida J Clin Oncol 2020 38:3763-3772
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AUA2026:

washington.DCz | T RITON3: Rucaparib for mCRPC

Chemo vs. PARP in patients with mCRPC

« Patients with chemo-naive mCRPC who had disease
progression with enzalutamide or abiraterone

» All patients had BRCA or ATM

« Stratified by PS, liver mets, BRCA1/2/ATM

« Randomized 2:1 to rucaparib or physician’s choice
(docetaxel or ARPI)

« Endpoints rPFS; OS, ORR; subgroup analyses

19
TRITON3
. L] L] , L]
Rucaparib or Physician’s Choice
In Metastatic Prostate Cancer o
Chemo-naive in mCRPC
A BRCA Subgroup BRCA or ATM mutated
i SO g o Chemo vs. PARP in
f2 \\ e i patients with mCRPC
EE : \ﬁ . Rucapari b cnnh:‘mmmm.ﬁu‘.s:(::lc\‘wiﬁ-u.w)
&g 40, . S P<0.001 by log-rank test
sé :: Conral Y, ——
£ SR - ITT Population
N R HR 0.61 with rucaparib

Ne. at Risk no. of
events) B intention-to-Treat Population

Rucaparib 201(0) 169 (18) 124 (44) 83 (70) 55(89) 41 (95) 27 (103) Iﬁ(lm) 13 (110) 10 (112) 7(113) 6(113) 3 (115) 2 (115) 2 (115)] 5 =
Median Progression-free
Control 101(0) 63(21) 42(42) 19(55) 9(54) 4(6§) 3(66) O(67) e ion
s 6
28 Rucaparib 10.2 (8.3-11.2)
BRCA Subgroup 5a Control 6.4 (5.6-82)
h . £t
i Hazard ratio, 0.61 (95% CI, 0.47-0.80)
HR 0.50 with rucaparib 3% i i
gt
g 3
&

+ T T T T T v T T T T T T v T J
o 3 6 9 12 15 18 21 24 27 30 33 36 39 a2 45
Months

Rucaparib 270(0) 220 (29) 155 (68) 99 (108) 61 (135) 46 (142) 31 (150) 19 (156} 15 (158) 12 (160) 9 (161) 7 (162) 4 (164) 2 (164) 2 (164) O(164)
Control 135(0) 97(25) 58(56) 28 (74) 13(88) 13(S1) 4(92) 1(%3) 1(s3) 094

N Engl J Med 2023;388:719-32.
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Rucaparib
Docetaxel

A Rucaparib vs. Docetaxel in the BRCA Subgroup

100y Median Progression-free . T .
ol Sanival (35% C) Rucaparib or Physician’s Choice
H Rapaip 21202129 in Metastatic Prostate Cancer
53 Docetaxel 8.3 (6.1-9.9)
= 60
.g % 50 Rucaparib Hazard ratio, 0.53 (95% Cl, 0.37-0.77) TRITON3
£f o] :

% 5. Docetarel \
8
K 104
3 é *; 1’2 1‘5 !IB Zrl l‘l 2‘7 y y y y ; Y

No. at Risk (no. of
events)

60(0) 44 (10) 32(18) 14 (29) 6(36)

rPFS: Rucaparib superior

Months

201(0) 169 (18) 124 (44) 83 (70) 55(89) 41 (95) 27 (103) 16 (109) 13 (110) 10 (112) 7(113) 6 (113)
2(38) 1(38) 0(39)

3(115) 2(115) 2(115) 0(115)

ion ARPI Tk

rPFS: Rucaparib superior
to 2nd ARPI by ~ 8 months

pies in the BRCA

Median Progression-free
Survival (95% Cl)
to docetaxel by ~ 3 £3 mo
w'E Ri ib 1.2 (9.2-13.8
mOnthS E ;;. SecondvGeneral;‘oc::aRr:'I IA é :1.3 —;8))
. %‘% { Rucaparib Hazard ratio, 0.38 (95% Cl, 0.25-0.58)
No real benefit in ATM 84
subgroup ] g
&
Updated OS in BRCA + ¢

No advantage
>50% crossover

events)
Rucaparib

Months

No. at Risk (no. of

201(0) 169 (18) 124 (44) 83 (70) 55 (89) 41 (95) 27 {103) 16 (109) 13 (110) 10 (112) 7 (113) 6 (113) 3(115) 2(115) 2 (115) O(115)

Second-generation  41(0) 25(11) 10{24) 5(26) 3(28) 2(28) 2(28) 0(28)

*" N EnglJ Med.2023:388(8):719-732
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AUA2026:

Washington, DC £

‘ Rationale for combination with ARPIs

PARP inhibitors <-> androgen pathway inhibitors

Androgen receptor signaling regulates DNA repair “‘BRCA-ness”
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AUA-2026: | PARP Inhibitors — Combination therapy

Washington, DC =

« Combination with androgen receptor pathway inhibitors
* Olaparib + abiraterone (PROpel)
* Talazoparib + enzalutamide (TALAPRO)
* Niraparib + abiraterone (MAGNITUDE)

First line setting

23

AUA2026: PROpel: Olaparib + Abiraterone

Washington, DC 2 for mCRPC

 mCRPC with no prior treatment enrolled regardless of HRR
mutation status

* Prior docetaxel in castration sensitive allowed
» Randomized to olaparib + abi vs. PBO + abi
« Stratified by disease site and taxanes in mHSPC

* 1° endpoint — imaging-based PFS by investigator assessment

NEJM Evid 2022;1(9)
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AUA2026° PROpel: Olaparib + Abiraterone

Washington, DC £ for mMCRPC

A " Imaging-based PFS by investigator
% assessment
3 . . 24.8 mos vs. 16.6 mos
o3  — Abiraterone + Olaparib HR 0.66

B k\j{-n“
oy - .L

03 T
Events, Median
No. %) (mea}
029 Abiraterone + Olaparib 168 (42.3) 28 .
1 Abiraterone + Placebo 226 (56.9) 166 Ablraterone + Placebc
ol Hazaed atio for disease progression or death, 066
(85% C1,054 t0 0.81), P<0.001

T 2 3 &8 § 6 7 8 9 1011121314 151617 18 19 20 21 22 23 24 25 26 27 28 2 30 3
Time from Random Assigament (mo)

No. at Risk

Abiatersne + Olaparb 199 395 367 354 10 337 313 109 101 277 274 265 51 244 227 220 219 170 167 163 104 100 87 58 57 W 2 2 5 4 4 O

Abiraterone + Placcbe. 197 393 159 156 338 334 306 )O3 297 266 264 249 212 228 135 190 185 M3 WA 17 8 M M 45 M 2 W 2 2 1 0

NEJM Evid 2022;1(9)
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Olaparib plus abiraterone versus placebo plus abiraterone in

metastatic castration-resistant prostate cancer (PROpel): PRO pe| - Overall Survival
final prespecified overall survival results of a randomised,

double-blind, phase 3 trial

A
Numberof events/  Median overall survival, 2-year overall survival 3-year overall survival
number of patients  months (95% Cl)
— Olaparib + abiraterone  176/399 (44%) 421 (38-4-NR) 70-2% (95% C1 65-4-74-4) 56-9% (95% CI 51.7-61.7)
~— Placebo + abiraterone  205/397 (52%) 347(31:0-39-3) 65-5% (95% C1 60-5-700) 49-5% (95%Cl 44-3-54-5)
Hazard ratio (95% Cl) 0-81(0-67-1:00); p=0-054*
*2-sided boundary for significance 0.0377
1004 . 2
90
80
FDA approved May 2023 for 2 7
BRCAm mCRPC 3 60
5 o e L T L B S S L e S R S S R o i e o
30
204
104
0 ; 1
0 2 i 6 % 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Number at risk Time since randomisation (months)

ITT population with mOS benefit of ~7 mos longer in the abiraterone + Olaparib arm
- not statistically significantly different at final prespecified analysis
Lancet Oncol 2023;24: 1094-108
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AUA2026: TALAPROQOZ2: Talazoparib + Enzalutamide

Washington, DC 2 for mCRPC

* mCRPC with no prior treatment stratified by HRRm status
* Prospective assessment of HRR

* Prior docetaxel in castration sensitive allowed
* Randomized 1:1 to talazoparib + enza vs. PBO + enza
« Stratified by HRRm and taxanes or abi in mHSPC

* 1° endpoint — imaging-based PFS by investigator assessment

Lancet 2023; 402: 291-303
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TALAPRO-2: Talazoparib + Enzalutamide

100 Number of events/  Median progression-free

7 number of patients  survival (95% Cl), months
:m’ Talazoparib plus enzalutamide 151/402 Not reached (27 .5-not reached)
% 80 M Placebo plus enzalutamide 191/403 21.9 (16.6-251)

Radiographic g

. < 604

Progression Free 5 T .,

Survival g
g 40

) ) . E —— Talazoparib plus enzalutamide

Blinded lnvestlgator =3 —— Placebo plus enzalutamide

assessment g o e
g Hazard ratio for disease progression or death, 0-63 (95% Cl 0-51-0-78)
& p<0-0001

0 T T T T T T T T T T

0 2 4 6 é 10 12 14 16 18 20 22 2‘4 2‘6 2r8 3‘0 3‘2 314 3‘6 3’8 4‘0 4‘2
Number at risk
(number censored)
Talazoparib plus enzalutamide 402 379 353 326 318 285 256 234 226 209 193 175 136 97 67 61 29 13 2 2 1 0
0) (14) (27) (35 (39) (48) (55) (62) (63) (73) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) (250) (251)
Placebo plus enzalutamide 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 o]
(0) (20) (35) (47) (50) (63) (75) (80) (82) (90) (95) (109) (130) (153) (172) (173) (199) (209) (211) (211) (211) (212)

Lancet 2023; 402: 291-303
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TALAPRO-2: Talazoparib + Enzalutamide

B Pationts with HRR gene alteration status of deficient

100 F—H e Number of svents/  Median progression-free

- X X 4 number of patients  sunvival (95% C1), months

£ X . T Tatazoparib plus enzalutamide  37/85 279 (16 6-not reached)

% 80 % . X Placebo plus enzalutamide 49/84 164 (10924 6)

: ey PFS by HRR Stat
i e r y atus
] L -y

i T— pian, PR

g | -

£ T ey

& L

£ =5

B 20 Stuatified -

g Hazard ratiofor disease progression or death, 046 (35% 01 030-070)

&

p-0.0003

0 1 4 6 & 1 1 14 16 18 20 22 26 2 28 3 3 3 3 3/ 40 42

Namberst ik \ HRR Non-deficient or unk
Cisiantond ;

(Pumber censored)
Talazoparib plus enzalutamide 85 83 81 76 75 65 57 S 2 40 ¥ 30 23 7 15 6 3 o
© @ @G W E @ G (8 9 (12) (13 04 @0 (@7 61 (33) 42) 45 (48
Placsboplsenlvumide 84 72 61 Wy n 6 6 7 0 0

alteratis i unknown

5 34 43 3 0 0 2 100% : Number of events/  Median progression-free
O (6) (9 (1) (1) (1) (17) (1) (19) (20} (21) (22) (25) (29) (30) (30) (34) (35) (35) & R 5& number of patients  survival (95% (1), months
£ ﬁa_‘ s, Talazoparib plus enzalutamide 1141317 Not reached (27:5-not reached)
U g Y Placebo plus enzalutamide  142/319 225(191-305)
: g, SO
i e
% sl xm\*“”’xu‘ S
s X s TR
i Wy
L i 2SSV —
£
&
E\ 204 Stratified:
5 Hazard ratio for disease progression or death, 0.70 (95% €1 0-54-0-89)
2 p-0.0039
T T T
2 4 6 8 10 12 14 16 18 20 322 24 26 28 30 32 34 36 38 40 M@
Numberat risk L
{number censored)
Talazoparib plus enzalutamide 317 296 272 250 243 220 135 183 177 167 153 138 106 74 50 46 23 10 2 2 1 O
. . (0) (13) (24) (31) (B34) (41) (46) (53) (54) (61) (66) (78) (106) (132) (155) (159) (182) (193) (201) (201) (202) (203)
Lancet 2023, 402 291—303 Placebo plus enzalutamide 319 274 250 224 218 194 166 155 149 129 119 104 79 57 37 2. g

¥ 36 1 1110
(0 (14) (26) (36) (39) (47) (58) (61) (63) (70) (74) (87) (105) (124) (142) (143) (165) (174) (176) (176) (176) (177)
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TALAPRO-2: Talazoparib + Enzalutamide

B By BRCA1/2 status, HRR gene alteration status, and prospective tumour tissue testing

BRCA1/2-altered, HRR-deficient 8127 22(32 i — 0-23 (0-10-0-53) 0-0002
Non-BRCA1/2-altered, HRR-deficient 29/58 27/52 . 0-66 (039-112) 012
Non-BRCA1/2-altered or unknown, intention-to-treat  143/375 169/371 — . 0-69 (0-55-0-86) 0-0011
By prospective tumour tissue testing

HRR-deficient 36/83 47/80 — - 0-45 (0-29-0.69) 0-0002
HRR-non-deficient 70/198 96/214 — - 0-66 (0-49-0-91) 0-0092
HRR-unknown 45/121 48/109 —8——  079(052-1.18) 025
Overall 151/402 191/403 T — 0:63 (0-51-0-78) <0-0001

0-]25 0-‘50 1.00 1-I25

«— —>
Favours talazoparib plus enzalutamide  Favours placebo plus enzalutamide

Subgroup analysis by genetics

FDA approved 6/2023 for HRRm mCRPC Lancet 2023; 402: 291-303

30
© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION & RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications, bots,
software, or websites, including those using artificial intelligence technologies and infrastructure, including deep learning, machine
learning and large language models and generative Al.



Mumberol  Medianawrall
eventafpatients (3550

Talazoparib plus enzalutamide in men with metastatic
castration-resistant prostate cancer: final overall survival
results from the randomised, placebo-controlled, phase 3
TALAPRO-2 trial Lancet 2025; 406: 447-60

leeraj Agarwal*, Arun A Azad, Joan Carles, André P Fay, Nobuaki Matsubara, Cezary Szczylik, Ugo De Giorgi, Jae Young Joung, Peter C C Fong,
ic Voog, Robert | Jones, Neal D Share; Fred Saad, Curtis Dunshee, Stefanie Zschbitz, Jan Oldenburg, Xun Lin, Cynthia G Healy, Matko Kalac,
bana Kennedy, Karim Fizazi*

B9 4508)
7441404

Tolsopart phe ansalutaride. 211401
Flacebo pn erabotamice 2431403

o Medianoeralisorvrval
evvatsfpatienis. (95% C1), months

- ALL mCRPC PATIENTS - OS __ oo T wkallaial
- HR 0.80 (0.66-0.96), p=0.016 e T
* Median OS: 45.8 vs. 37.0 months : ;

* HRR-DEFICIENCT PATIENTS- OS bl
* HR 0.55 (0.36-0.83), p=0.0035 - fhegdd
* Median OS: 45.8 vs. 30.8 months ] Ml

eventypatiens. (95% ), months

« NON-DEFICIENT OR UNKNOWN PATIENTS - OS & o
- HR 0.88 (0.71-1.08), p=0.22 .
« Median OS: 45.5 vs. 38.3 months i

EECEE]

8 1
138 (5 1)

4
w8 03 ()
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Mumberol Mo averall survival
events/patients (95% €1} months

Talazoparib plus enzalutamide in men with HRR-deficient i
metastatic castration-resistant prostate cancer: final overall LRy o

survival results from the randomised, placebo-controlled,
phase 3TALAPRO-2 trial Lancet 2025; 406: 461-74

Karim Fizazi*, Arun A Azad, Nobuaki Matsubara, Joan Carles, Andeé P Fay, Ugo De Giorgi, Jae Young Joung, Peter CC Fong, Eric Voog, Robert | Jones,
Neal D Shore, Curtis Dunshee, Stefanie Zschbitz, jan Oldenburg, Dingwei Ve, Xun Lin, Matka Kalac, A Douglas Laird, Dana Kennedy, Neeraj Agarwal®

¢« ALL HRR-DEFICIENT - OS
« HR 0.62 (0.48-0.81), p=0.0005
¢ Median OS: 45.1 vs. 31.1 months

« BRCA1/2 GENE ALTERATIONS - OS
« HR 0.50 (0.32-0.78), p=0.0017
¢ Median OS: Not reached vs. 28.5 months

Numberol  Wadian,
events/gatients (35% C1) moaths

« NON-BRCA1/2 GENE ALTERATIONS in - OS
+ HR0.73 (0.52-1.02), p=0.066
¢ Median OS: 42.4 vs. 32.6 months
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AUA2026° MAGNITUDE: Niraparib + Abiraterone

Washington, DC 2 for mCRPC

* mCRPC with no prior treatment
* Prescreening for HRR status before randomization
» Cohort 1: HRRm+ Cohort 2: HRRm-

* Prior docetaxel in castration sensitive, prior NHT in nmCRPC,
<4mos Abi in mCRPC allowed

» Randomized 1:1 to Niraparib + abi vs. PBO + abi
« Stratified by HRRm and taxanes or abi in mHSPC

* 1° endpoint — imaging-based PFS

JCO 2023;41:3339

33

Niraparib plus abiraterone acetate with prednisone in patients

with metastatic castration-resistant prostate cancer and homologous
recombination repair gene alterations: second interim analysis of
the randomized phase 1ll MAGNITUDE trial™

100 * Improved rPFS with NIRA + AAP
compared with PBO + AAP in
BRCA+ mCRPC
e 16.6 mos vs 10.9 mos (HR
0.53; 95%CI 0.36-0.79; p =

80

60 NIRA + AAP: median 19.5 mo

Patients without event (%)

404 0.001)
20 . . . .
HR = 0.55 (95% Cl 0.30-0.78) B0 * AAP: median 10.9 mo » 45% reduction in risk of progression
gLl70000T . or death and extension of the
0 3 6 9 12 15 18 21 24 27 30 33 36 median rPFS tO >1 5 yearS
Months from randomization .
T — - compared with PBO + AAP

NIRA + AAP 113 103 91 80 69 55 40 26 19 12 6 2 0
PBO+AAP 112 97 77 56 48 33 20 15 12 6 4 2 0

» FDA-approved August 2023 for
BRCAmM-mCRPC

-+ NIRA + AAP @ PBO + AAP

rPFS by central review in the BRCA subgroup

Ann Oncol 2023:34:772
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AUA2026:

Washington, DC =

* Anemia
 Fatigue
Nausea/vomiting
Anorexia
Diarrhea

Cough
Dyspnea

Thrombocytopenia/neutropenia

Adverse Events with PARPI

 VTE
* Pneumonitis

» Myelodysplasia/AML
(theoretical)
* Fetal teratogenicity

=) Dose interruption
== Dose reduction
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Where has this patient been?

[t
NCCN Guidelines Index
Table of

. g::ﬁ;‘:hanswva NCCN Guidelines Version 3.2026
N

S ents
NCCN [erlleElg
Metoork® Prostate Cancer ‘Discussion
SYSTEMIC THERAPY FOR M1 CRPC: ADENOGARCINOMAS-32. .1l
Pro-ARPIkkk Post-ARPI*/Pra-Docetaxel* Post-ARPIKk/Post-Docetaxel™®
Preferred: Preferred: Preferred:
+ Abiraterone (category 1) + Docelaxel9%d (category 1) + Cabazitaxel99s (category 1)
+ Enzalutamide (category 1) + Docetaxel rechallengedod
Useful In Certain Clrcumstancos:
Other Recommended: Useful in Certain Circumstances:
+ Docetaxe!®™ (category 1) » BRCA mutatior . |
© Olaparib Flcahguly1 , prefemed) » BRCA mutation
Uulul in Certain Clltumllulon: © Rucaparib” (category 1, p«aumb 9 Olaparib" (category 1)
© Niraparib/abiraterone” (cat  Rucapari
» BRCA mutation 3 r-ramnm:mzalmmm“‘ (clbsuory 28) » HRM :nmcv than BRCA1/2)
© Niraparibiabiraterone" (category 1) » HRRm (amer than BRCA1/2) 0 Olaparib"
© Olaparib/abiraterone' (category 1) " » Other FDA aunmveo agents for tissue agnostic
0 Talazoparib/enzalutamide™ (calegory 1) : 1u\azapsnb/enzalumm<de“‘ (category 28) indication:
» HRRm (other than BRCA1/2
0 Talazoparib/enzalutamide'! (category 1) [+ Disease | i
» PSMA-positive melastases » PSMA-posilive melastases
- Disease State-Spacific Therapy ¢ Lutetium Lu 177 p:igwovae tetraxetan (Lu- 0 Lu-177-PSMA-6170P9 (camory 1)
» Bone melastases 177-PSMA-617) » Aggressive variant™™
© Radium-223""/enzalutamide » Aggressive variant™" 0 Cabazitaxel/carboplatind93
© Cabazilaxel/Carboplatin®s + Palliation for symplomalic patients unable to
tolerate other therapies
0 Mitoxantrone 939

Additional Options Irrespective of Prior ARPI or Prior Docetaxel
M! in Certain

| Therapy
» MSEHigh (MS-HYGMMR

- Disease State-Specific Therapy
» Asymptomatic without visceral melastases
s ¢ Pembrolizumab®9 (category 28)

0 Sipueucel-

» omgumxashm"/od.gopmgrmwe dlssan
© Metastasis-directed therapy™™™ wit
metaslatic castration-resistant pmshla
cancer (MCRPC) systemic therapy

» =
¢ Radium-223"" (category 1)

[ J

Egotnotes on PROS-184

limited or no benefit in switch to second ARPI
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What to do ?

» Data to inform the optimal sequence for delivery of
these agents in patients with metastatic CRPC is limited

* Choice of therapy is based largely on clinical
considerations, which include patient preferences, prior
treatment, presence or absence of visceral disease,
symptoms, and potential side effects.

* Patient and disease factors are key

37

Expanding Indications - Trials in Progress

» Saruparib + ARPI (PETRANHA) — mHSPC and mCRPC

» Talazoparib + enzalutamide in mMHSPC (TALAPRO-3)

* Niraparib + abiraterone mHSPC (AMPLITUDE)

» Saruparib + ARPI in mHSPC (EvoPAR-Prostate01)
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AUA2026° AMPLITUDE: Niraparib + Abiraterone

Washington, DC £ for mMHSPC

* mMHSPC with no prior treatment

* HRRm patients (somatic or germline) from AMPLITUDE,
PREVALENCE, community

* 56% BRCA1/2, 78% high volume mets, 16% prior docetaxel
* Randomized (696) 1:1 to Niraparib + abi vs. PBO + abi

* 1° endpoint — imaging-based PFS
* 2° endpoints -- OS

Nature Med 2025;31:4109

39

FDA approved Dec 2025 for
BRCA2m mHSPC

@
S
L

3

Radiographic
progression-free survival (%)

Number of
events/number
of patients

=
S
L

Median (95% Ci)

| — niraparib + abiraterone 57/191 NE (41.2-NE) BRCA sub -group

8

— Abiraterone 93196 26.0(221-212)
Hazard ratio for radiographic progression or death = 0,52 {0.37-0.72): P < 0.0001

o i . v v . - ' : . v + v . v .
o 3 6 9 12 15 18 7 21 27 30 33 36 39 2 5

;. Time (months)

Number at risk ( )
Niraparib + abiraterone 191 183 1 170 158 144 142 127 95 n 55 45 30 1 4 0
Abiraterone 196 186 74 154 137 16 109 o3 7 47 33 29 »n 17 6 o

b 100 4 HRR effector sub-group € .- Overall ITT

HRR effector= € | % ol
2 3
BRCA1 and 2, 8t | 0 Overall = BRCA1
= i
BRIP1, PALB2, &} 85 and 2, BRIP1,
8% * 8¢
RAD518B, 35 o Wi TR i PALB2, RAD51B,
RAD54L 8 of patients  edian (395% CI) L of patients  pedian (95% CI)
D 40 -| — Niraparib + abiraterone  71/230 NE (41.2-NE) % 20 - — Niraparib + abiraterone  113/348 NE (41.2-NE) RAD54L’ CDK1 2’
g — Ablesterone 102/226 276 (25.6-NE) B — Abiraterone 151/348 205 (25.8-NE) CHEK2, FANCA
o Hazard ati fo radiographic progression or death = 0.57 (0.42-077) P = 0.0003 o Hazard rato for radiographic progression or death = 063 (043-0.80): P= 00001
— T — T —

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

Time (months) Time (months)
Number at risk
Niraparib + abiraterone 230 219 213 205 188 170 167 150 109 83 62 53 36 15 6 O 348 329 321 309 280 255 246 22 164 125 Y 78 54 24 8 2 ©
Abiraterone 226 214 201 178 150 137 130 W 89 57 40 36 28 20 7 O 348 320 312 280 245 213 201 17 135 93 70 56 43 26 9 O O
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N ‘ PLEASE NOTE that use of mlmffg Colmsnlagwemedgznlx Egﬂ Url”h‘j%m;mg feemeng\s and you MC:rYnNU' dl.“nbwéle this Content ol use Mm Mﬁ achqM inteligence model or 100l
ationa O Darie B se o 4038 & 50.16 PHA- Copyabi & 3006 Nablonl o Cances Nement_ o
Comprehensive NCCN Guidelines Version 4.2026 N CNTgsggj‘f"gzn'p;;:
j\[e{@’l Cancer e s oo
iataichid Prostate Cancer Discussion
PRINCIPLES OF NON-HORMONAL SYSTEMIC THERAPY
Table 1. PARP Inhibitors with or without ARPls
Biomarker
Treatment FDA-Approved Disease State Indication Pathogenic variant or mutation in gene Clinical Trial
(germline and/or somatic)
: : BRCA2, BRCA1, ATM, BARD1, BRIP1, CDK12,
Olaparib MCRPC that has progressed following prior reatment. | cHEKy, CHEK2, FANCL, PALB2, RADS18, RADS1C, | PROfound”
with enzaiulamide or abiralerone. RADSTD, or RAD54L
. mCRPC that has been treated with androgen receptor- 2.3
Rucaparib directed therapy and taxane-based chemotherapy BRCAZ, BRCA1 TRITON2
Olaparib/ 4
Abiraterone mCRPC BRCA2, BRCA1 PROPel
Talazoparib/ BRCA2, BRCA1, ATM, ATR, CDK12, CHEK?2, 56
Enzalutamide | MCRPC FANCA, MLH1, MRET1A, NBN, PALB2, or RADS1C | TALAPRO-2
Niraparib/ 78
prounts mCRPC an § F:C BRCA2, BRCA1 MAGNITUDE
{ BRCA2m )
AMPLITUDE
41
National
Comprehensive
SEN] Cancor PARP Summary
Network®
SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAS-2aiiiijii
Pre-ARP2akkk Post-ARPIX*K/Pre-Docetaxel?? Post-ARPI*/Post-Docetaxel®®
Preferred: Preferred: Preferred:
« Abiraterone (category 1) » Docetaxel999 (category 1) « Cabazitaxel999 (category 1)
= Enzalutamide (category 1) » Docetaxel rechallenge999
Useful in Certain Circumstances:
Other Recommended: * Molecular Biomarker-Directed Therapy Useful in Certain Circumstances:
* Docetaxel999 (category 1) » BRCA mutation - Molecular Biomarker-Directed Therapy
¢ Olaparib!! {category 1, preferred) » BRCA mutation
Useful in Certain Circumstances: 0 Rucaparib'l (category 1, preferred) 0 Olaparib!! (category 1)
* Molecular Biomarker-Directed Therapy ¢ Niraparib/abiraterone' (category 2B) 0 Rucaparib'!
» BRCA mutation 0 Talazoparib/enzalutamide'l (category 2B) » HRRm (other than BRCA1/2)
0 Nlraparlb/‘ablraterone“' (category 1) » HRRm (other than BRCA1/2) 0 Olaparib
¢ Olaparib/abiraterone!! (category 1) ¢ Olaparibl! ¥ Other EDK—approvea agents for fissue agnostic
¢ Talazoparib/enzalutamide'! (category 1) O Talazoparlblenzalutamlde (category 2B) indications999
» HRRm (other than BRCA1I‘2?
0 Talazoparib/enzalutamide' (category 1) || - Disease State-Specific Therapy - Disease State-Specific Therapy
» PSMA-positive metastases » PSMA-positive metastases
« Disease State-Specific Therapy O Lutetium Lu 177 wpsvotide tetraxetan (Lu- 0 Lu-177-PSMA- 617ppp (category 1)
» Bone metastases 177-PSMA- 617)" » Aggressive variant hh
0 Radium-223"""/enzalutamide » Aggressive variant"h? ¢ Cabazitaxel/carboplatin999
¢ Cabazitaxel/Carboplatin999 » Palliation for symptomatic patients unable to
tolerate other therapies
¢ Mitoxantrone999
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AUA2026¢

Washington, DC 2 Microsatellite InStablllty (MSI)

* Mismatch repair (MMR)
» Post-replicative, single-strand repair
mechanism
* Recognizes and reverses DNA base
mismatches, insertions, deletions
* MSlI is result of broken MMR system
» Chemotherapy resistance
* Immunotherapy sensitivity

» ~ 3% of patients with APC

JAMA Oncol 2019;5:471
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AUA2026- | \icrosatellite Instability (MSI)

Washington, DC 2

* Limited evidence of activity in CRPC
* Next gen sequencing assay preferred

* FDA approved Pembrolizumab 2017
* MSI-H or dMMR histology
* Progressed on prior treatment
* No alternatives

36. In patients with mismatch repair deficient or microsatellite instability-high (MSI-H) mCRPC, clinicians should offer
pembrolizumab. (Moderate Recommendation; Evidence Level: Grade C)

Clin Ca Res 2019;25:3753
J Urol 2023;209:1082
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AUA2026: FDA Approval Summary: Pembrolizumab for the

Treatment of Microsatellite Instability-High Solid

Washington, DC = Tumors

 Adult, pediatric patients
* Unresectable or metastatic
 MDI-H or dMMR solid tumors

* Progressed following prior treatment without alternative
treatments

» Shared tumor biology across different tumors based on ORR

* First time the FDA has approved a cancer treatment for an
indication based on common biomarker rather than
primary site of origin

Clin Cancer Res 2019;25:3753
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FDA Approval Summary: Pembrolizumab for the
AUAr 2 O 2 6 : Treatment of Microsatellite Instability-High Solid

Washington, DC 2 Tumors

Table 1. MSI-H/dMMR trials

Clinical trial Design N Testing for MSI-H/dMMR Regimen Prior therapy
KN-016 - Investigator initiated 28 colorectal cancer Local PCR or IHC 10 mg/kg - Colorectal cancer. >2 prior
- Prospective, single-arm every 2 weeks regimens
- Colorectal cancer and 30 non-colorectal - Non-colorectal cancer: =1
non-celorectal cancer prior regimen

cancer cohorts

KN-164 - Merck initiated 61 Local PCR or IHC 200 mg Prior FP,

- Prospective, single-arm every 3 weeks oxaliplatin, and
=~ Patients with colorectal cancer irinatecan = anti-
VEGF/EGFR
biologic
KN-012 - Merck initiated & Central PCR 10 mg/kg 21 prior regimen
- Patients retrospectively every 2 weeks

identified as MSI-H/dMMR
in @ multicohort trial
- PD-Li-positive cancers

KN-028 - Merck initiated 5* Central PCR 10 mg/kg =1 prior regimen
- Patients retrospectively every 2 weeks
identified as MSI-H/dMMR
in a multicohort trial
- PD-L1-positive cancers

KN-158 - Merck initiated 19° Local PCR or IHC 200 mg 1 prior regimen
- Prospective cohort of patients (central PCR for every 3 weeks
MSI-H/dMMR patients in rare
non-colorectal cancer tumor non-colorectal
or cancer cohorts)

- Retrospective identification
of MSK-H in patients with
1 0f 10 rare tumor types

Total 149

Clin Cancer Res 2019;25:3753
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%EAEQ%% Thank you

Questions?

kristen.r.scarpato@vumc.org
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COMPLIMENTARY DINNER SYMPOSIUM

0 AUA2026 Spotlight:
A A< Q PARP-Inhibitor Combination

. Treatments for the Urologic Care Team
<C
2 O 2 6 = May 14 | 5:30-6:30 p.m. | Ballroom B

Washington, DC

Join expert Faculty for a discussion on PARP-inhibitors
in the rapidly changing metastatic prostate cancer
(mPC) landscape!
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