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Who to test?
Do PARPI - NHA combinations eliminate the need for testing?

Who is the ideal candidate for treatment?

What, where and when to test?
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Who to test? Test everybody!!

Testing has prognostic implications (outcome)
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Molecular characterization in advanced prostate cancer

Actionable alterations in 89% of cases
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Overall survival

Clinical utility of genomic profiling in mCRPC

AR aberrations, loss of tumor suppressors (TP53, RB1, PTEN), DNA repair alterations...
all associated with adverse prognosis
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Loss of function of tumor supressors is associated with adverse prognosis

Increased TP53 alterations with higher volume of metastatic disease
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Mutations in the TP53, RB1 and PTEN suppressor

genes associated with adverse outcome in both oligo- and polymetastatic disease
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TP53 mutations associated with adverse prognosis

SPOP mutations associated with favorable prognosis

Most frequently mutated gene in prostate cancer
Mutations in the MATH domain
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DNA repair alterations in advanced prostate cancer

Replicative
€error or
mismatch

BRCA genes are the most

25-30% of patients with mCRPC frequently mutated
harbor HRR alterations
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Months since treatment initiation
No. of patients still at risk
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HRR alterations and prognosis
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Conventional therapy is ineffective in BRCA mutants

MCRPC: no OS difference 1st line taxane vs ARSi MHSPC: no OS difference ADT+ARSi vs ADT+Taxane
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Percentage Survival

Non-BRCA HRR is a heterogeneous subgroup

TABLE 1. PATIENT CHARACTERISTICS

BRCA
(N=96)

ATM
(N=52)

CDK12
(N=14)

FANCA Other
(N=26) (N=34)

Impact of individual non-BRCA HRR alterations on outcome

. . . . . <65 114 (23%) 16 (17%) 18(35%) 5(36%)  7(27%) 5 (15%)
in patients treated with ARSIs or taxanes as first-line therapy Age (y1) 75 201 (10%) 3% 20(9%  2(14%  11(62%) 14041%)
for mCRPC (CAPTU RE Cohort 1) >=75 191 (38%) 39 (41%) 14 (27%) 7(50%)  8(31%) 15(44%)
Stage IV at diagnosis 244 (48%) 41 (43%) 22 (42%) 5(36%) 18(69%) 13(38%)
Albumin < 4 g/dL 181 (36%) 46 (48%) 13(25%) 5(36%) 12 (46%) 14 (41%)
100% A ALP 2 ULN 237 (47%) 58 (60%) 35(67%) 6(43%)  15(58%) 13(38%)
Hb<125 185 (37%) 40 (82%) 16(31%) 6(43%) 10(39%) 11(32%)
LDH 2 ULN 225 (45%) 46 (48%) 31(60%) 7(50%)  14(54%) 17 (50%)
PSA > 50 ng/dL 180 (36%) 41 (43%) 23(44%) 8(57%)  13(50%) 11(32%)
75% A T 268 (53%) 52 (54%) 28 (54%) 8(57%)  14(54%) 16 (47%)
0 238 (47%) 44 (46%) 24 (46%) 6(43%) 12 (46%) 18(53%)
Gleason Score >=8 318 (63%) 63 (66%) 33(64%) 11(79%) 22 (85%) 15 (44%)
50% - Bone metastases > 10 86 (17%) 18 (19%) 8(15%) 3(21%) 9(35%) 4(12%)
0 Visceral metastases 70 (14%) 9 (9%) 3 (6%) 5(36%) 4(15%) 6(18%)
,,,,,,,, LW EUM 268 (53%) 42 (44%) 20(39%) 8(57%)  8(31%) 20(59%)
1st line 200 (40%) 34 (35%) 25(48%) 5(36%)  13(50%) 12(35%)
250/ therapy 306 (60%) 62 (65%) 28(52%) 9(64%)  13(50%) 22 (65%)
TABLE 2. IMPACT OF NON-BRCA MUTATION STATUS ON OS AND RPFS (MULTIVARIABLE MODEL)
Median (95%C1) HR (95%C1) vs BRCA HR (95%Cl) vs non-HRR
0% 1, . ; . s i OVERALL SURVIVAL
0 10 20 30 40 50 Non-HRR| 29.6 m(27.9-32.1) - -
Time (months) BRCA|  18.4m (16.7-20.2) - _ -
ATM| 24.2m(17.9-29.4) 0.65 (0.43-0.97); p=0.035 1.25 (0.9-1.7); p=0.17
— BRCA mut = CDK12 mut = Other mut CDK12| 17.4m(9.2-35.2) 1.38 (0.68-2.8); p=0.37 2.1(1.2-3.6); p=0.015
B N B FANCA| 17.1m(7.9-23.9) 0.97 (0.58-1.62); p=0.91 1.9 (1.2-2.9); p=0.003
= ATM_mut == FANCA_mut == Non-HRR Other 24 m (15-33) 0.66 (0.4-1); p=0.07 1.3 (0.9-1.9); p=0.139
At Risk RADIOGRAPHIC PROGRESSION-FREE SURVIVAL
Non-HRR 11m (10.1-12) ) N
BRCA mut 96 82 41 15 6 4 BRCA 7.1m(6.2-8.5) _ _
ATM_mut 52 43 31 14 6 3 ATM 7.7 m (6.4-10.3) 0.76 (0.5-1.2); p=0.194 1.37 (0.98-1.9); p=0.07
CDK12 mut 14 11 8 3 1 0 CDK12 9.2(3.1-12.2) 1.33(0.6-2.9); p=0.48 1.54 (0.8-2.9); p=0.167
- FANCA 7.1(3.6-11) 1.1(0.64-1.8); p=0.77 1.9 (1.2-3); p=0.004
FANCA_mut 26 18 8 5 1 1 Other 11(7.3-15.2) 0.81 (0.5-1.3); p=0.386 1.4(0.97-2.1); p=0.07
Other_ mut 34 30 22 15 6 2
Non-HRR 506 450 354 234 128 48 Lorente et al. ESMO 2024




Who to test? Test everybody!!

Testing has prognostic implications (outcome)
Testing has implications for the family risk of cancer
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Germline BRCA alterations

692 men with metastatic prostate cancer unselected for family history of cancer or age at diagnosis were assessed for
mutations in 20 DNA repair genes

84/692 (11,8%) with germline alterations : _
Among 72 men with germline
RAD5IC, 1% DNA-repair mutations
MSHG, 1% MRE11A, 1% 22% had a family history
MSH2, 1% BRIP1, 1%
FAM175A, 1% of PC
GEN1, 2%
PMS2, 2%

NBN, 2%
ATR, 2%
RADSID, 4% Among 537 men without germline
PALB2, 4% \ B 7 DNA-repair mutations
—) 22% had a family history
A of PC
stu % GUARD
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Pritchard et al. N Eng J Med 2016



Germline alterations vary across populations

Gene European Spanish African- Chinese LATAM
Ancestry N=419 American N=1836 N=379
N=692 N=2669
ATM 1.6 1.9 0.97 1.04 0.8
ATR 0.3 0 - 0.29 0
BRCA1 0.9 0.9 1.41 0.21 0.3
BRCA2 5.3 3.3 2.8 4.3 0.8
BRIP1 0.14 0 0 0.06 0.5
CHEK2 1.4 0.5 0.48 0.17 1
MLH1 0 0 0 - -
MSH2 0.14 0.2 0 0.45 -
MSH6 0.14 0 0 0.17 -
NBN 0.3 0 0 0.06 0
PALB2 0.4 0 1.1 0.67 0
PMS2 0.3 0 0.47 0.06 -
RAD51C 0.14 0 0.68 0.06
RAD51D 0.4 0 0 0.25
#guardsymposium2025
{ @GuardConsortium

Metastatic prostate cancer
(CAPTURE, spanish population)

mCRPC

BRCAg 3.4%

Non-BRCAg 4%

mHSPC

BRCAg 4.5%

Non-BRCAg | 4.7%

Germline
BRCA
n=25(3.4%)

Somatic HRR
non-BRCA
n =64 (11.5%)

Pritchard et al. N Eng J Med 2016; Castro et al J Clin Oncol 2019, Sartor et al Oncotarget 2022, Zhu et al JINCCN 2022,
Manneh et al JCO Precis Oncol 2024, Olmos et al Ann Oncol 2024, Olmos et al Ann Oncol 2025

Somatic
BRCA

n=71(9.8%)

Non-HRR
n = 506 (69.4%)

Somatic HRR
non-BRCA
n=198 (13.4%)

Germline HRR
non-BRCA
n =29 (4.0%)

Non-HRR

n =397 (71.4%)

Germline BRCA
n =25 (4.5%)

Germline HRR  Somatic BRCA

non-BRCA

n =44 (7.9%)

n =26 (4.7%)
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Germline BRCA mutations are associated with adverse prognosis

Localized prostate cancers

1.0 4

0.8 -

0.6 -

0.4 1

Overall Survival
(proportion)

0.2

= Noncarriers
BRCAT mutation carriers
= BRCAZ mutation carriers

0 25 50 75 10.0 125 15.0 175 20.0

Time (years)

#guardsymposium2025
> @GuardConsortium

Castro et al. J Clin Oncol 2013.
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mCRPC: worse outcome in pts treated with

mCRPC taxanes
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Who to test? Test everybody!!

Testing has prognostic implications (outcome)

Testing has implications for the family risk of cancer
Testing has predictive implications (treatment selection)
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Patients with BRCA/HRR alterations are sensitive to PARPI

Synthetic letality
A D
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No alterations b multiple distinct mechanisms
- DNA repair *
. by HRR, . _—
Protein A altered s ™ Tumor cell « Secondary “reversion
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....... R replication fork lethality and loss of 53BP1, REV7
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BRCA alterations are predictive biomarkers of PARPI efficacy

PROFOUND (randomized phase lll):
Olaparib improves OS vs 2nd hormonal agent in BRCA/ATM pts

No. of Deaths/ Median Overall Survival

No. of Patients (95% CI)
mo
Olaparib 91/162 19.1 (17.4-23.4)
91% Control 57/83 14.7 (11.9-18.8)
100+
84%
90— Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97)
73% 2 sided P=0.02
80+ 61%
.g 704 54%
=
]
(=
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® 504 -l M Ve
o
L
o
t
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(1)
o
20+ Control
10
0 T I T T T I T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months since Randomization
No. at risk
Olaparib le2 155 150 142 136 124 107 101 91 71 56 44 30 18 6 2 1 0
Control 83 79 74 69 64 58 50 43 37 27 18 15 11 9 6 3 1 0
#guardsymposium2025
> @GuardConsortium Hussain et al. N Eng J Med 2020; Fizazi et al. N Eng J Med 2023

TRITON2 (randomized phase lll):
Rucaparib improves rPFS vs 2nd hormonal agent or Docetaxel

in BRCA mutant pts

BRCA Subgroup

Percentage of Patients with

Progression-free Survival
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BRCA alterations are predictive biomarkers of PARPI efficacy

TALAPRO-1 trial: Talazoparib monotherapy 1 mg c/24h
Antitumor activity in BRCA mutated patients of

PARPi in monotherapy 34? ierarchical mstation sub
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Clinical benefitq
Zygosityt I
#gual‘dsymposium2025 Tumour alteration origin§ |
> @GuardConsortium i

De Bono et al. N Eng J Med 2020; Fizazi et al. N Eng J Med 2023; de Bono et al Lancet Oncol 2021; Smith et al Lancet Oncol 2022



Non-HRR is heterogeneous

PROFOUND: OS with different genomic alterations

Antitumor activity of Rucaparib in the non-BRCA cohort of the
TRITON2 trial

ATM (n=49)
+ = Confirmed PSA response
4 10.84 (9.17, 13.08) < ) o 0 = Ongoing
3.48 (1.74, 3.65) 5 9
< a0 0 o
D.09 (3.01, 0.02) =0l RRARMRIARIR I et e
8 2.20 (1.71, 4.83) g & 0
E 0] 00o'g
ATM 62 5.36 (3.61, 6.21) &% sell]
24 4.70 (1.84, 7.26) | RespuestaRECIST:105% " FHJ ,
8 2.07 (1.38, 5.52 291 Respuesta PSA: 4.1% K
BRCAT 5 184 (171 3.71) ° % 5
100 4
CHEK2 | 3.35 (1.38,5N5R9)(1'64' 11:%9)
CDK12 (n=15) |[nfimed | CHEK2 (n=12) [ OTROS (n=14) |
PPP2R2A 269 (1.77,3.91) e P SA respol - bonse
St 0 = Ongoing o 0 = Ongoing
S| | raps1B 10.89 (1.61, 14.75) ‘ £ 3% §§ .
= 1
3 | | e
£ 1
£| RAD54L 2.41(1.81,3.02) g 2] 1
T T T T T o jg: 0
0 2 4 6 8 10 E’ 2
Median Imaging-based Progression-free Survival (Months) 6 : 7] .
290 (0]
M Olaparib M Control 400
RECIST Resp: 0 RECIST Resp : 11% RECIST Resp : 29%
PSA REsp: 7% PSA REsp : 17% PSA REsp : 36%
#guardsymposium2025 ‘ G U A R D
>{ @GuardConsortium Hussain et al. N Eng J Med 2020. Abida et al. Clin Cancer Res 2020. h CONSORTIUM



Who to test? Test everybody!!

Testing has prognostic implications (outcome)

Testing has implications for the family risk of cancer
Testing has predictive implications (treatment selection)

Do PARPI - NHA combinations eliminate the need for testing?

#guardsymposium2025 Na GUARD
@GuardConsortium » CONSORTIUM



e ADT can inhibit homologous recombination

Upregulation of DNA repair pathways dependent on
PARP with androgen deprivation

" AR inhibition:
& -+ Upregulates PARP activity . e lﬂ_I J
| © Downregulates HRR gene expression iy * PARP-1 activity is critical for chromatin occupation by
: he androgenr r
PARP inhibition: the ? droge . e.c gpto . . .
+ Suppresses AR transcriptional activity g In vivo PARP inhibition is sufficient to supress AR
« May attenuate resistance to ARSI : activity
Yy N Disrupts SSB
| S;Ig pre;g,s:::-s repair leading
activity to DSB ; KLK3 2004 d . .
: 8 = 180 1 —t
5 o & *
= -y iErs
Co-inhibition of AR and PARP may %“ <F % 75 1 = —— % e
result in enhanced benefit in tumors i i 8 e W mEe )
with or without HRR gene alterations g 24 ‘g 01 " ' "*‘-'-3"" —he
% : 5 25 RS
3 * .
;-RRN;J ) AR+ AR' ﬂ 'I'- '_‘: T . L] )
#guardsymposium2025 B Low Leuprolide -  + Vehicle Enz Olaparib Enz+Olaparib

@GuardConsortium

%®» CONSORTIUM

Schiewer et al. Cancer Discov 2012; Asim et al. Nature Comm 2017;8:1.



rPFS in all comers
PROPEL Retrospective HRR assessment

Elegibility
Metastatic CRPC
No prior therapy
for mCRPC

ADT + Docetaxel in
mHSPC allowed

Abiraterone 1000
mg/24h +

Olaparib 300 mg/12h
(n=399)

Abiraterone 1000
mg/24h +
Placebo/12h
(n=397)

Primary endpoint:

Investigator-assessed ibPFS

#guardsymposium2025
@GuardConsortium

Clarke et al. N Eng J Med Evid 2022; Chi et al. J Clin Oncol 2023; Agarwal Lancet Oncol 2023

rPFS in BM+ and BM-
MAGNITUDE Prospective HRR assessment

Abi 1000 mg/24h
Nira 200 mg/12h
(n=162)

Abi 1000 mg/24h

==3 Placebo/12h

(n=83)

HRR
BM+

Elegibility:

First-line

mCRPC

ECOG PS 0-1

BPI-SF worst

pain < 3
HRR
BM-

Abi 1000 mg/24h
Nira 200 mg/12h
(n=162)

Primary endpoint:
rPFS by central review

Abi 1000 mg/24h
Placebo/12h
(n=83)

rPFS in all comers

TALAPRO-2 Prospective HRR assessment

Talzaoparib 0,5 mg +
Enzalutamide 160 mg/24h
Elegibility (n=402)
mCRPC
First line Placebo +
ECOG PS0O-1 Enzalutamide 160 mg/24h
(n=403)
Primary Prospective genomic
endpoint: assessment:
rPFS BRCA1, BRCA2, PALB2, ATM,
(independent ATR, CHEK2, FANCA RAD51C,
evaluation) NBN, MLH1, MRE11A, CDK12




3 positive trials (primary endpoint)

MAGNITUDE PROPEL TALAPRO-2

All HRRm: rPFS All comers: rPFS All comers: rPFS
HR 0.73 (95%ClI: 0.56-0.96) HR 0.73 (95%CI: 0.56-0.96) HR 0.63 (0.51-0.78); p<0.001

104 A Alpatents
rPFS in HRR+ cohort (central review) 0] 1003 Numberofevents/  Median progression-free
T - numberof patients - survival (95% C), months
100 £ g
g 4 5 Talazoparid plusenzalutamide 151/402 Not reached (27.5-not reached)
90 f Abiaterone - Olzparb (n-329) ; 801 Placebo plus enzalutamide 191/403 19(166-151)
e 5
80 4 07 l g
70 4 5 067 é 60
;;a 60 3 o5l m
- 50 A e e e e e B B e e e e - 0 409
E 047 ‘S — Talazoparib plus enzalutamide
40 i — Placebo plusenzalutamide
o NIRA + AAP E g f
30 Median, mo b % 03 Events Median g1 09 Stratfied:
NIRA + AAP 16.5 ° ® E No. (%) (mo) E Hazard raio or disease progression or death, 0.63 (45% C1051-078)
20 4 PBO + AAP 13.7 PBO + AAP % 20 Abiraterone + Olaparib 168 (42.) %8 Abiraterone + Plecebo [1-397) 4 pO0001
Abiraterone + Placebo 26 (56.9) 166 0
| (HR, 0.73; 95% Cl, 0.56-0.96) 0 L L AL U L L
10 P= 022 01T Hazard atio fordisease orogression or death, 0.66 002 4 6 & 102 1416 1820 2 29 26 B30 2 3% 3% 3% 0L
= 'l | : | | | : | | | (95% C1,0.54 10 0.81), P<0.001 Nomberat risk
00
173 4567 8 90N 1B 5117181920022 %1255 38253031 (number ensored)
0 3 6 9 12 15 18 21 24 27 30 Time fom Random Assignment o] Tdazoparbplosevalutamice 402 379 353 36 318 285 266 234 26 29 193 U5 W6 G G 69 B 2 2 1 0
No. at Risk (O () [27) (5) B9) (8) (55) (62) (63) () (79) (92) (L26) (159 (186) (12) (223) (238) (249) (249) (50) (25Y)

Time Since Random Assignment (months)

No. at risk: Abiaterone + Placebo 397 393 359 35 338 334 306 303 297 265 264 249 232 28 193 190 186 143 141 137 &7 84 73 45 43 21 17 16 2 2 1 0
NIRA + AAP 212 192 167 129 96 64 45 21 10 2
PBO + AAP 211 182 149 102 78 53 35 15 9 2

#guardsymposium2025 ‘ G U A R D

3 @GuardConsortium U CONSORTIUM
Clarke et al. N Eng J Med Evidence 2022; Chi et al. J Clin Oncol 2023; Agarwal et al. Lancet 2023.

Placeboplusenzalutamide 403 346 311 279 272 237 200 185 779 154 140 124 96 68 £ 42 ¥ 3 L 1 1 0
O (o) (33) (@) (50) (63) () (8) (82) (90) () (109) (130) (153) (172) (t73) (199) (209) (212) (21e) (211 (212)

Abiraterone + Claparib 399 395 367 354 340 337 313 309 301 277 274 265 251 244 227 221 219 170 167 163 104 100 §7 59 57 28 26 26 5 4 ¢ O



Overall survival

MAGNITUDE HRR+ PROPEL All comers

HR 1.01 (95%Cl: 0.75-1.36) HR 0.81 (95%CI 0.67-1); p=0.054

2-sided boundary for significance: 0.037

A
100 - Number of events/  Median overall survival, ~ 2-yearoverall survival ~ 3-year overall survival
number of patients months (95% CI)
9 NIRA + AAP: median 29.3 mo — Olaparib +abiraterone  176/399 (44%)  42:1(384-NR) 70% (95% C1654-74-4)  57% (95% C1517-617)
— 80 1 Events: 90 ~ Placebo + abiraterone  205/397 (52%) 347 (31:0-393) 67% (95% C1 60-5-67-0)  50% (95%C| 44-3-54-5)
] = .
e Hazard ratio (95% CI) 081 (0-67-1.00); p=0-054*
g *2-sided houndary for significance 0-0377
100~ ,
< 60-
o 501
£
= 80-
= 40+ 0
2 g
. % 0604
2 90- PBO + AAP: median 32.2 mo 2
© . 5 50
o HR =1.01 (95% Cl 0.75-1.36)  Events: 89 T ol
o] P=0.9480 5
T T T T T 1 T T T T | | T | .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 201
Months from randomization 101 .
i 0 T T T T T T T T T ; T T T T T \I T T T T T 1
No. of patients 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
NIRA + AAP 212 207 200 189 178 163 139 112 82 62 29 13 1 0 Number at risk Time since randomisation (months)
PBO + AAP 211 206 203 193 177 165 144 106 80 59 26 14 2 0 (number censored)
Olaparib + abiraterone 399 399 391 385 374 364 349 334 318 312 298 283 273 258 253 246 226 192 135 96 63 29 10 2 0O
0 0 (0 (© © (1 6 B) B 6B 6 ) () (9) (20) (10) (20) (47) (98) (134)(162)(195)(213)(221) (223)
~4~ NIRA+AAP -@ PBO + AAP Placebo + abiraterone 307 305 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 3 2 7 0 0 |
AL \WAaUGE UG UIISUI Ut © 0 @6 66 6 6060 00 6 © a0 18) (4 @) (117)(140)168)185)152)192)

a4

Chi et al. Ann Oncol 2023, Saad et al. Lancet Oncol 2023



All-comers (Cohort 1), N=805
Recruited first, data cutoff: August 16, 2022

Talzaoparib 0,5 mg + ‘—Aﬁ
Enzalutamide 160 mg/24h

Elegibilit T
o (n=402) Nondeficient
mCRPC HRRmM
First line or unknown N=169
ECOG PS 0-1 Placebo + N=636
Enzalutamide 160 mg/24h
(n=403) - V_’
Primary endpoint: HRRm only (Cohort 2), N=399
rPFS (independent evaluation)
Secondary endpoints: Stratification:
Time to chemotherapy * Treatment with Docetaxel Enza + Talazo Enza + Placebo
PFS2 or hormonal agents in . .
Response rate CPHSM Docetaxel mHSPC 86 (21%) 93 (23%)
Patient-reported outcomes * HRR alteration (present vs Prior NHA 23 (6%) 27 (7%)
Safety absent vs unknown) HRRm status
HRRm 85 (21%) 20.8%
Prospective genomic assessment: Non-HRRm 207 (51%) 53.1%
BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA RAD51C, NBN, MLH1, HRRm unk 110 (27%) 26.1%
MRE11A, CDK12
BRCA1/2 alteration 27 (7%) 32 (8%)
#guardsymposium2025 -t GQUARD
@GuardConsortium i CONSORTIUM

Agarwal et al. ASCO GU 2023. Agarwal et al. Lancet 2023.



Primary endpoint: significant increase in rPFS (all comers)

A Allpatients
100 Number of events/ Median progression-free
s number of patients survival (95% Cl), months
“‘—“'; Talazoparib plus enzalutamide 151/402 Not reached (27-5-not reached)
% 80 Placebo plus enzalutamide 191/403 21.9 (16-6-25-1)
5 =
3 o
T 604 O
]
@ 3 Fas X
g
S 40-
;g- —— Talazoparib plus enzalutamide
o —— Placebo plus enzalutamide x X
g‘- 20 Stratified:
T 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 T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Number at risk
(number censored)
Talazoparibplusenzalutamide 402 379 353 326 318 285 256 234 226 209 193 175 136 97 67 61 29 13 2 2 1 0
(00 (14) (27) (35 (39) (48) (55) (62) (63) (73) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) (250) (251)
Placeboplusenzalutamide 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 0

#guardsymposium2025
> @GuardConsortium

Agarwal et al. Lancet 2023.

(0)
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HRR biomarker positive:
HR 0.45 (95%Cl 0.30-0.70); p=0.003

B Patients with HRR gene alteration status of deficient

100 Number of events/ Median progression-free
_ number of patients  survival (95% ClI), months
§ Talazoparib plus enzalutamide 37/85 27.9 (16-6-not reached)
g 804 Placebo plus enzalutamide 49/84 164 (10-9-24-6)
.
<
g‘ 40, o L] L] o
£ HRR biomarker negative (excluding unknown status):
[=%
g 20 Stratified: (0] - . o
‘§ Hazard ratio for disease progression or death, 0-46 (95% CI 0-30-0-70) HR 0'66 (956C| 0'49 0'91)I p_o'oog
& p=0.0003
0 T T T T T T T T T T T T T T T T T T T T 1
Nomberat risk © 2 4 6 8 10 1 14 16 18 20 2 24 26 28 30 2 34 36 B 40 & D Patients with HRR gene alteration status of non-deficient by prospective tumour tissue testing*
umber at ris|
(number censored) 100 ¥ Number of events/  Median progression-free
Talazoparib plus enzalytamide 85 83 81 76 75 65 57 51 49 42 40 37 30 23 17 15 6 3 0 _ number of patients survival (95% CI), months
© @ B @ 6 @O © © (9 @ (13) @4 (20) 27) (1) (33) (42) 45) (48) & ) ) !
Placeboplusenzalutamide 84 72 61 55 54 43 34 30 30 25 21 20 17 11 6 6 2 0 0 = Talazoparib plus enzalutamide  70/198 Not reached (25-8-not reached)
0 (6 (O @ (1) @6) 17) @9) @9) (20) 21) (22) (25) (29) (30) (30) (34) (35) (35) 2 804 Placebo plus enzalutamide 96/214 22.1(16-6-not reached)
5
o o §
HRR biomarker negative/unknown: ¢ 6o
<)
0, . — 7 ¥
HR 0.70 (95%Cl 0.54-0.89); p=0.004 ] - -
g 40 ” ”
C Patients with HRR gene alteration status of non-deficient or unknown 3 —— Talazoparib plus enzalutamide
100 Number of events/ Median progression-free 5 —— Placebo plus enzalutamide
—_ number of patients  survival (95% Cl), months g 204 Unstratified:
§ Talazoparib plus enzalutamide ~ 114/317 Not reached (27-5-not reached) he] o ) )
T go- Placebo plus enzalutamide  142/319 22:5(19:1-305) T Hazard ratio for disease progression or death, 0-66 (95% Cl 0-49-0-91)
e = p=0-0092
] 0 T | T T T T T T T T T T T T T \ T T T T \
60 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
o
2 Month
“;.’, 40- Number at risk ontns
& (number censored)
;5 Talazoparib plus enzalutamide 198 184 170 152 148 132 119 109 104 100 91 83 63 43 31 28 18 7 2 2 1 0
R P 0 (9 (16) (22) (24) (30) (33) (38) (39) (42) (46) (53) (69) (86) (98) (101) (111) (121) (126) (126) (127) (128)
3 Hazard ratio for disease progression or death, 0-70 (95% C1 0-54-0-89) Placeboplusenzalutamide 214 179 162 143 138 123 107 100 95 78 71 65 50 34 23 22 8 2 1 1 1 0O
. Ip=0-0l039 | | | | | | | | | | | | | | ‘ | | | | (0) (10) (20) (27) (29) (36) (42) (44) (46) (52) (55) (61) (70) (84) (95) (96) (110) (116) (117) (117) (117) (118)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months
Number at risk q
(number censored) G U A R D
Talazoparib plus enzalutamide 317 296 272 250 243 220 199 183 177 167 153 138 106 74 50 46 23 10 2 2 1 0 b
(0) (13) (24) (31) (34) (41) (46) (53) (54) (61) (66) (78) (106) (132) (155) (159) (181) (193) (201) (201) (202) (203) CONSORTIUM
Placebo plus enzalutamide 319 274 250 224 218 194 166 155 149 129 119 104 79 57 37 36 12 3 1 1 1 0
(0) (14) (26) (36) (39) (47) (58) (61) (63) (70) (74) (87) (105) (124) (142) (143) (165) (174) (176) (176) (176) (177)

Agarwal et al. Lancet 2023.



The TALAPRO-2 trial

All-comers (Cohort 1), N=805
Recruited first, data cutoff: August 16, 2022

Talzaoparib 0,5 mg +

Enzalutamide 160 mg/24h | \

(n=402) Nondeficient
or unknown HRRm HRRm

Elegibility
mCRPC

First line
ECOG PS 0-1

Placebo + ‘ )

Enzalutamide 160 mg/24h .
(n=403) HRRm only (Cohort 2), N=399

Primary endpoint:

rPFS (independent evaluation) Enza + Talazo Enza + Placebo

Time to chemotherapy * Treatment with Docetaxel Prior NHA 16 (8%) 16 (8%)

PFS2 or hormonal agents in I

Response rate Issue source

PatiF:ent-re orted outcomes crrem LESTICTL 76 (38%) 80 (40.2%)

Safet P Tissue & ctDNA 121 (60.5%) 115 (57.8%)
arety ctDNA only 3 (1.5%) 4 (2%)

Prospective genomic assessment: BRCA1 mutant 5.5% 6%

BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA RAD51C, NBN, MLH1, BRCA2 mutant 31% 36.7%

MRE11A, CDK12

Fizazi et al. Nature Med 2023



TALAPRO-2: Cohort 2 results

HRR gene alteration: rPFS
HR 0.45 (95%Cl 0.30-0.70); p=0.003

No. of events/ Median
no. of patients PFS (95% CI)
109 Talazoparib + enzalutamide (months)
Talazoparib + enzalutamide 66/200 NR
08 7 Placeb lutarmide 104/199 e
acepbo + enzalutamiae o o .
2 (n.0-16.7) Subgroup analysis (rPFS) by gene alteration
o
%5 0.6 1
z
% 0.4 Subgroup Talazoparib + Placebo + Talazoparib + Placebo + Hazard ratio (95% Cl)  Two-sided
2 Placebo + enzalutamide enzalutamide enzalutamide enzalutamide  enzalutamide Pvalue
® o2 No. of events/no. of patients Median (months)
Stratified:
o ﬂfg%gigfase progression or death, 0.45 (85% Cl, 0.33-0.61) All HRR-deficient 65/198 104/197 NR 13.8 @ 0.44(0.32-0.60) <0.0001
— T T T T T T T T T T T T T T T T T T Only BRCA1 2/8 5/9 20.0 n7 P 0.17 (0.02-1.51) 0.07
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 .
No. at risk Months Only BRCA2 11/55 40/60 NR 1.0 —o— 019 (010-0.38) <0.0001
0. atris
Talazoparib + enzalutamide 200 191 180 168 163 131 107 86 82 60 49 45 34 26 21 19 9 4 2 Only PALB2 3/6 415 NR 86 — 0.56 (0.12-2.51) 044
Placeb lutamid
acsbonenzaliamide 199 TN 1S 6T 126 96 67 81 47 88 29 A W7 74000 Only CDK12 12/28 18/30 79 138 | 0.49 (0.23-1.02) 0.05
Only ATM 12/35 722 NR 277 —e— 0.76 (0.30-1.94) 0.58
Only CHEK2 8/24 8/24 221 NR F—ea— 0.90 (0.34-2.39) 0.83
Objective response rate
) BRCA cluster 151 54/84 NR 1.0 o 0.20 (0.11-0.36) <0.0001
50 OLR P =0.002 PALB2 cluster 317 6/8 NR 8.3 1 0.46 (0.12-1.87) 0.27
| em o
70 - (49/73)
60 - : ATM cluster = 0.90 (0.39-2.04)
< 0 B o . Other gene cluster 18/42 12/40 221 NR H-o— 1.51(0.73-3.15) 0.26
& o a8% . (26/65) 2%
T 26% cR (21/65) PD 0.01 0.10 1.00 10.00
& 301 (19/73) 18% 20%
20 - BN PO (13/65) Favors talazoparib + enzalutamide  Favors placebo + enzalutamide
Tl 20% o e
0 7Talazoparib+enzalutamide (N=73) Placebo + enzalutamide (N = 65) k G U A R D
)\ ([@uuarasonsoruum h CONSORTIUM

Fizazi et al. Nature Med 2024



Overall Survival in Subgroups With No

Alterations Detected by
Cohort A (all comers) Both ctDNA and Tumor Tissue 10

Primary analysis (Aug 16 2022) (prospective & retrospective)
NR vs 36.4m; HR: 0.89 (0.69-1.14); p=0.35

0.8
0.6

Overall Survival (Final Analysis) 0.4

20.4% reduction in risk of death, >8 months improvement in median OS

Probability of OS

0.2

Median OS
(95% CI), mo 0.0

TALA + ENZA  211/402 45.8 | (39.4-50.8)
PBO + ENZA 243/403 37.0 | (34.1-40.4) No. at risk

Events/patients

8.8 months improvement

Median follow-up for OS was
52.5 months

Update
45.8 vs 37 m; HR: 0.8 (0.66-0.96); p=0.0155

Probability of OS

HR=0.796 (0.661-0.958); P=0.0155 S

0.0

0.4
0 36 40 44 48 52

No. at risk Time (Months)

025
TALA+ENZA 402 390 371 347 319 29 285 250 226 212 193 183 158 89
PBO +ENZA 403 391 362 331 305 287 257 231 207 183 163 148 127 77

Probability of OS

No BRCA alteration detected

Events/ Median OS
patients (95% Cl), mo

.0 9 TALA + ENZA  114/219 (484 (37.2-54.1)

PBO + ENZA  137/220 |37.1|(31.1-40.7)

11.3 months improvement

HR=0.749 (95% CI, 0.582-0.963); P=0.02372

T T T T T | T s T S T T T T TR
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Time (Months)

TALA + ENZA 219 213 204 187 172 159 155135123114 102 89 89 51 26 7 1 O
PBO + ENZA 220 214 196 179 164 155 135121 110 98 84 75 63 39 20 1 1 O

No HRR alteration detected

Events/ Median OS
patients (95% CI), mo

TALA + ENZA  82/154 |46.6 ] (33.0-54.1)

PBO + ENZA  99/160 |37.4](30.0-40.9)

9.2 months improvement

HR=0.782 (0.582-1.050); P=0.10082

0.0

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
@GuardConsortium

No. at risk

Time (Months)

TALA + ENZA 154 148 142 128 120 110 108 95 85 79 72 71 64 36 19 5 1 0
Agarwal et al. ASCO GU 2025 PBO + ENZA 160 156 143 131 120 113 97 87 81 73 61 53 44 29 14 1 1 0




TALAPRO-2: Updated Overall Survival - Cohort B (HRR +)

(ASCO GU 2025)

A. Any HRR Gene Alterations (HRR-Deficient Intention-To-Treat Population)

Survival rate,

All HRR (N=399)

TALA+ENZA PBO+ENZA
(N=200) (N=199)
Events, n 93 126
Median (95% CI), mo 45.1 (35.4-NR) 31.1(27.3-35.4)

57 (49-64)

65 (58-71)
TALA+ENZA

Talazo-
Enza

HR (95%Cl); p-val

N=200
451 m

N=199
31.1m

0.62 (0.48-0.81);

All HRR 5-0.0006

N=71
NR

N=84
28.5m

0.50 (0.32-0.78);

Eilsaly =0.0017

100 = % (95% CI):
91 (87-95)
‘. “:
|
80
|
| Survival rate,
< | % (95% Ci):
ot 88 (83-92)
] 60 = 1
H |
a |
£ 4 H
s |
|
20 =
0 - Stratified: HR=0.6:
L] 1
0 4
No. at risk
TALA+ENZA 200 199 1
PBO+ENZA 199 191 1

First PARP inhibitor + ARPi combo with overall survival in a
randomized phase Ill trial

B. BRCA1/2 Gene Alterations

Survival rate,

BRCA+ (N=155)

100 9% (85% Ol): TALA+ENZA PBO+ENZA
- : N=71 N=84]
194 (86-96) Events, n gz g
Median (95% CI), mo MR (35.4-NR) 28,5 (24.5-34.9)
I
80 =
I
I
= lSumvgl rate, 60 (48-71)
— % (85% CI):
3 l8a (78-03) ) 4
s : : T TALA+ENZA z
= I | 64 (52-73) I E
5 40 = n
2 | | I %
I I 1 1 g
l l ! l PBO+ENZA
20 = [ | | [
I I 1 123 (13-34)
I ] | I
o Stratified: HR=0.497; 95% CI, 0.318-0.776; P=0.0017* | I
1 1 1 1
T L T L] L] T T T 1 T L T L] T T L T L]
(1] 4 B 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
No. at risk Months
TALA+ENZA 71 il &8 6 54 58 55 51 43 a3 20 15 10 7 2 1 0
PBO+ENZA 84 a0 78 69 61 56 50 40 3 3 i ] 6 4 1 0 0 No. at rsk
TALA+ENZA
PBO4ENZA

Fizazi et al. ASCO GU 2025

HRR non-BRCA (N=244)

C. Non-BRCA1/2 HRR Gene Alterations

Survival rate, TALA+ENZA PBO+ENZA
100 = % (95% CI): (N=129) N=115)
90 (B:3-94) Events, n 63 70
- Median (95% GI), mo 42.4 (34.2-NR) 32.6 (28.0-42.2)
80 75 (66-82)
1 Survival rate, L
% (85% CI): -
| 80 (82-04)
&0 = | | -
1 1 66 (56-74)
I | O
40 = : } : TALA+ENZA
| | |
I | | I33 (2343
20 = | | |
| | | |
| | | I PBO+ENZA
0= Stratified: HR=0.727; 95% CI, 0.516-1.024; P=0.0665* | I
1 1 | 1
T T T T T T T T T T T T T T T T T 1
o 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Months
129 128 121 113 106 a7 90 ki 68 52 4 36 23 14 6 2 0
1% m 103 a7 a9 ™ 70 63 49 39 32 25 15 10 4 /] 0



Benefit is greatest in patients with BRCA mutations

B. BRCA1/2 Gene Alterations
Survival rate,

o (050 O TALA+ENZA PBO+ENZA
100 = ! [N=T1) (N=84)
22 (56-98) Events, n 30 56 Talazo- Enza HR (95%Cl); p-val
Median (95% CI), mo MR (35.4-NR) 28.5(24.5-34.4) Elen
80 :
: 0.50 (0.32-0.78);
. :Summlm_ 0 .71 OS median  NR 28.5m 0=0.0017
= % (95% Cll: % .
5 60 = | 88 (78-03) | L -
g : : wE I gt TALA+ENZA 2-yrOS 80% 64% AOS: 16%
T - | | | 3-yr0S  60% 36% AOS: 24%
8
: : s | 4-yr0S  53% 23% AOS: 30%
20 o | | | 36 (25-46) ; PBO+ENZA
: : : :23“”‘* PSAS0 resp | 88.7% 56.2% -
o | Stratifiec: HR=0.457; 96% Cl, 0.318-0.776; P=0.0017* I [
1 ] 1 IL || ] JI || || ! 1 || ! 1 | 1 1 1
o 4 8 12 1% 20 24 28 3% 3% 4 44 48 52 56 60 64 68
Mo. at risk -
TALA+ENZA H i & &6 = 58 55 51 4 a 20 15 10 7 2 1 [
PBO:+ENZA B4 a0 78 6 8 ] 50 40 38 2 4 8 ] 4 1 0 0
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Toxicity

Toxicity outcomes in the TALAPRO-2 trial

All-grade toxicity

Tala + Enza

TALAPRO-2

Anemia 65% 16%
Neutropenia 32% 7%
Thrombopenia 23% 3%
Fatigue 33% 27%
Nausea 21% 17%
Hypertension 18% 19%
Thromboembolic events - -
Interruption.  PARPi/Pbo 58% 17%
ARSi 34% 16%
Dose red PARPi/Pbo 52% 6%
ARSI 14% 6%
Discont PARPi/Pbo 10% 7%
ARSi 8% 7%

A 3

OOaT o oSOt

Improved quality of life

A EORTCQLQ-C30

Number of events/number of patients Hazard ratio (95% Cl)  p value
Talazoparib plus Placebo plus
enzalutamide enzalutamide
GHS/Qol 64/197 71/197 — 0-69 (0-49-0-97) 0-032
Physical functioning 60/197 82/197 - 0-57 (0-41-0-80) 0-0010
Role functioning 67/197 69/197 —r 077 (0-55-1-08) 0-12
Emotional functioning 39/197 57/197 —--— 0-48 (0-32-072) 0-0004
Cognitive functioning 66/197 73/197 —— 0-70 (0-50-0-97) 0-033
Social functioning 61/197 68/197 —— 0-75 (0-53-1-06) 0-10
Fatigue 88/197 88/197 —- 0-85 (0-63-1-14) 027
Nausea and vomiting 24/197 32/197 —o— 0-56 (0-33-0-95) 0-030
Pain 52/197 74/197 —-— 0-56 (0-39-0-79) 0-0011
Dyspnoea 45/197 50/197 —-— 0-68 (0-45-1.02) 0-063
Insomnia 39/197 40/197 —o—— 0-77 (0-50-1-21) 0-26
Appetite loss 52/197 64/197 —— 0-60 (0-41-0-87) 0-0061
Constipation 33/197 48/197 —-— 052 (0-34-0-82) 0-0037
Diarrhoea 19/197 21/197 —— 0-61(0-32-1-15) 012
M T 1
B EORTCQLQ-PR25
Urinary symptoms 28/197 37/197 —— 0-56 (0-34-0-93) 0-022
Bowel symptoms 16/197 21/197 —— 0-54 (0-28-1-05) 0-064
Hormonal treatment- 43/197 41/197 —o— 078 (0-50-1-20) 0-25
related symptoms
Incontinence aid 16/197 14/197 —to———  1.16(0:56-2-41) 0-69
M T 1
0 1 2 3

Favours talazoparib plus enzalutamide Favours placebo plus enzalutamide

Agarwal et al. Lancet Oncol 2023. Fizazi et al. Nature Med 2024. Fay et al. Lancet Oncol 2025



Who is the ideal candidate for treatment?
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Who is the ideal candidate for treatment?
The ideal candidateis the one that reflects the clinical trial population

expected benefit is greater than anticipated toxicity (disease burden)

ECOG PS 0-1, adequate hematic-renal function, metastases defined by CT/Bone scan

#guardsymposium2025 - G U A R D

@GuardConsortium Y



Prior therapy in PARPI + ARSI trials

PARPi + NHA
combinations

Prior ADT only Prior Docetaxael Prior ARPi
PROPEL 77.2% 22.5% 0.3%
MAGNITUDE 76.8% 20.1% 3.1%
TALAPRO-2 71% 22% 7%
#guardsymposium2025
> @GuardConsortium



Are results applicable to patients treated with ARPIs in the mHSPC or

NMCRPC setting?

Activity of sequential ARPIs is substantially lower

than on first-line

PLATO trial NCT02116582

Enzalutamida Abiraterona

No PSA prog at At least 24wks
wk13 & 21 on treatment
At F;A Prog: At progression
P!aceho+ Enza!utamide + Enzalutamide
Abiraterone Abiraterone

Abi=> Enz
N 251 145
PSA resp 2% 26%
PSA-PFS 2.8m 57m
rPFS 7m 8.1m

TALAPRO-2: 50 pts received prior ARSI (abi or orteronel) in mHSPC

Table 4. rPFS by Previous Treatment With a Second-Generation Androgen Receptor

Pathway Inhibitor or With Docetaxel (All-Comers ITT Population)

TALA + ENZA PBO + ENZA TALA + ENZA PBO + ENZA
Events*/N Median (95% CI) HR (95% CI) P Value
Prior abiraterone’
11.0 1.9 0.57
Y 15/23% 16/27° 0.12
es (5.6-16.4) (1.8-11.0) (0.28-1.16)
No 135/376 172/373 NR 225 v-64 0.0001
(30.4-NR) (17.7-26.1) (0.51-0.80)
Prior ARPI
10 n Events Median, mo 95% CI
= — Talazoparib + enzalutamide 17 8 13.7 8.4-NR
v 08 = Placebo + enzalutamide 17 8 5.6 1.9-NR
[T 0=
o
£ S
[Te
© 0.6 -
2 oo 5 BRCAm
= 04 11 BRCAm
(5] 8
Q9 )( r oS
£02- x
Unstratified
0 - HR=0.53;95% CI, 0.20-1.42; 2-sided P=0.20

T T T T T T T T T T

1 1 T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months
No. at risk

- 17 15 14 12 1 7 6 3 3 0 0 0 0 0
—_— 17 9 6 4 4 4 3 1 1 1 1 1 1 0

- NN INONVIN T TV
Attard et al. J Clin Oncol 2018. De Bono et al. Eur Urol 2018. Fizazi et al. Nature Med 2024



A multicenter, open label, randomized phase Il trial to evaluate the efficacy of Talazoparib plus
Enzalutamide as first line treatment for patients with Metastatic castration resistant Prostate Cancer
following progression on Abiraterone: TEAM PC study

STAGE 1 STAGE 2

Experimental arm
N=19 N=20
Talazoparib 0,5 mg od
SCREENING + i Y
. : Enzalutamide 160mg od
Previous treatment
with Abiraterone INTERIM ANALYSIS :
- PSA progression or To be performed after the last
radiographic patient in S1 reaches 16 weeks of Crossover
oligoprogression follow up allowed upon progression
- Asymptomatic or If 26 responses in Exp. Arm, 1
minimally symptomatic Randomization 1:1 proceed to Stage 2 0
-ECOG PS 0-1 I ]
-If docetaxel for ]
mHSPC, PFS = 6 months 1
from EoT. 1
-iPARP naive. ]
]

-Biopsy at diagnosed I
-Meet rest of entry Control arm
criteria N=19 I N=20
Enzalutamide 160mg od
|
I

5 o) rope VRIS PEDY EERE VRSN ERGIS AR RATERRY

Progression

Pre-Cycle 1 Cycle 3 Cycle 5 Cycla 7

Week X
Imaging PSA Week 17 PSA Cycle X
Tumor Biopsy Imaging PSA Imaging PSA
Biomarkers Tumor biopsy

Imaging Biomarkers imaging
Germline DNA Biomarkers y

Tumaor biopsy (optional)

#guardsymposium2025
{ @GuardConsortium

Courtesy of dr Elena Castro



Prior therapy in PARPi +/- ARSi trials

PARPi + NHA
combinations

PARPI
monotherapy

PROPEL 77.2% 22.5% 0.3%
MAGNITUDE 76.8% 20.1% 3.1%

TALAPRO-2 71% 22% 7%
PROFOUND 0 65% 100%
TRITON-3 0 22% 100%
TALAPRO-1 0 99% 99%
GALAHAD 0 100% 100%

X @uardtomsorim



PARPi monotherapy & PARPi +/- NHT
Combination or sequential therapy?

BRCAAWAY Abiraterone + Olaparib upfront vs Abiraterone = Olaparib vs Olaparib = Abiraterone

1.004

0.751

Progression—Free Survival Probability
o o
D (6]
(8, ] (e ]

0.001

L]

Median (95% CI):
Arml: 8.4(29,17)
Arm |I: 14 (8.4, 20)
Arm 1l 39 (22, NA)

HR (95% CI):
Arm Il vs I: 0.28 (0.13, 0.65)
Arm lll vs 11: 0.32 (0.14, 0.75)

Proportional hazards assumption p-value: 0.07

0 6 12 18 24

36 42 48 54 60

Time Since Randomization, Months

Treatment Arm == Arm | == Arm |l == Arm Il

{ @GuardConsortium

Hussain et al. ASCO GU 2024. Hussain et al. J Clin Oncol 2024.

Primary endpoint: radiographic PFS

|| AmI(n=19) | Amll(n=21) | Amlil(n=21)

Median PFS, months (95% Cl) 8.4 (2.9, 17) 14 (8.4, 20) 39 (22, NR)
Objective RR, % (95% Cl) 22 (6.4, 48) 14 (3, 36) 33 (15, 57)
PSARR, % (95% Cl) 61 (36, 83) 67 (43, 85) 95 (76, 100)
Undetectable PSARR, % (95% Cl) 17 (3.6, 41) 14 (3, 36) 33 (15, 57)

16 patients crossed over at progression

Crossover to Crossover to
Olaparib (n = 8) Abiraterone (n = 8)

Median PFS from

crossover, months (95% Cl) 8.3 (3.5, 19) 7.2 (2.8, NR)
Median PFS from
randomization, months (95% ClI) 16 (7.8, 25) 16 (11, NR)
® GUARD

%» CONSORTIUM



Who is the ideal candidate for treatment?

The ideal candidateis the one that reflects the clinical trial population
expected benefit is greater than anticipated toxicity (disease burden)

ECOG PS 0-1, adequate hematic-renal function, metastases defined by CT/Bone scan
What about non-BRCA HRR alterations?

Ny
#guardsymposium2025 g GUARD
@GuardConsortium » CONSORTIUM



Benefit is greatest with BRCA mutations

PROPEL trial

PROPEL

HR 0.23 (95%Cl 0.12-0.43)

MAGNITUDE

HR 0.53 (95%Cl 0.36-0.79)

TALAPRO-2

HR 0.20 (95%Cl0.11-0.36)

Intermediate with HRR mutations

a7
Abiraterone + placebo 38 3

ee Survival

PROPEL

HR 0.50 (95%Cl 0.34-0.73)

MAGNITUDE

HR 0.64 (95%Cl 0.49-0.86)

Probability of

TALAPRO-2

HR 0.45 (0.33-0.61)

Lowest in patients without HRR alterations

PROPEL

HR 0.76 (95%Cl: 0.60-0.97)

‘ree Survival

MAGNITUDE

HR 1.03 (95%Cl 0.63-1.67)

)

TALAPRO-2

HR 0.66 (95%Cl: 0.49-0.91)

Probability of

#guardsymposium2025

Clarke et al. NEJM Evidence 2023. Saad et al. Lancet Oncol 2023.
Chi et al. J Clin Oncol 2023. Chi et al. Ann Oncol 2023.
Agarwal et al. Lancet Oncol 2023. Fizazi et al. Nature Med 2024.

BRCAm subgroup (investigator assessment)
10

09 o

Events, n (%) 14(29.8)
Median rPFS NR

9 (months)
03 HR (95% CI)
02 -

01 o

00 . - - .

MAGNITUDE trial

PFS (%)

0.23(0.12-0.43)

rPFS in BRCA1/2 subgroup (central review)

Median, mo

NIRA + AAP 16.6 PEO + AAP
PEO + AAP 109

(HR, 0.53; 95% Cl, 0.36-0.79)

P=.001

Time from randomization (months)

Nurmber of patients at sk

4 & o o B ¥ B R A B W 1 5
» 2 2 % B # W0 7 & 6 2 0
10
09
08
Abiratere Olaj 1
0.7 l

va
03
Events, Median
No. (%) (mo)
02 Abiraterone + Olaparib 43 (38.7) 2838 I
Abiraterone + Placebo 78 (67.8) 138
0.1 Hazard ratio for disease progression or death, 0.45 Abiraterone + Placebo (n=115)
(95% Cl, 0.31 to 0.65)
Ot T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 & 5 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

PFS (%)

3 6 9 12 15 18 21 24 27 30

Time Since Random Assignment (months)

103 90 65 45 31 18 9 4 1 o

97 77 43 28 20 11 5 2 o o
rPFS in HRR+ cohort (central review)

Median, mo NRA AAP

NIRA + AAP 165 :
PBO + AAP 137 PBO + AAP
(HR, 0.73; 95% Cl, 0.56-0.96)

P=.022

Time from Random Assignment (mo)

Patients without events (%)

T
3 6 ] 12 15 18 21 24 27 30

Time Since Random Assignment (months)

Placebo + AAP
—

04
03
Events, Median
5 No. (%) (mo) Abiraterone

0 Abiraterone + Olaparib 119 (42.7) 241

Abiraterone + Placebo 149 (54.6) 19.0
0.1 Hazard ratio for disease progression or death, 0.76

(95% C1, 060 t0 0.97)
0.04+— — : T

T I S S A S S O S O AU N S S S
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Time from Random Assignment (mo)

Abiraterone + Olaparib 279 275 255 249 238 235 216 214 207 192 190 185 175 169 157 152 151 115 112 111 69 66 59 45 43 20
Abiraterone + Placebo 273 271 248 246 236 233 218 216 212 191 190 180 169 166 143 137 133 101 100 97 64 62 52 33 31 18

—
Niraparib + AAP
Median, mo
Niraparib + AAP  12.0
Placebo + AAP  NE
HR, 1.03 (95% Cl, 0.63-1.67)
T T T T 1
3 6 9 12 15 )
Months from randomization
105 86 4 3 0
104 83 47 1 0



TALAPRO-237

12-gene panel
(prospective analysis)

ATR
MLH1
MRE11A
NBN
PROpel? MAGNITUDE"
14-gene panel RADS51C ATM FANCA 9-gene panel
(retrospective BRCA1 (prospective
analysis) BRCA2 analysis)
e o
RADS1B
CHEK2
“RaDsAL HDACZ
BARD1 BRIP1
CHEK1
#guardsymposium2025
@GuardConsortium

1. Chi KN, et al. J Clin Oncol. 2023;41(18)3339-3351. 2. Clarke NW, et al. NEJM Evidence 2022;1(6):1-16. 3. Agarwal N, et al. Lancet. 2023;402(10398):291-303. 4. Azad A, et
al. ASCO 2023. Abstract 5056. 5. Chi KN, et al. Clin Cancer Res. 2023;29(1):81-91.

6. Tukachinsky H, et al. Clin Cancer Res. 2021;27(11):3094-3105. 7. Fizazi K, et al. Nat Med. 2024;30(1):257-264.



FDA pooled analysis of three trials of PARPi + ARPi combination + 3 trials of PARPi monotherapy

rPFS in Patients With BRCAZm

—+— Placebo + ARPI —— PARPi + ARPI

_1.00 -

= N=442

= 0.75 -

©

]

© 050 -----

| -

o

v 0.25

L

o.

— 0.00 - HR = 0.31 (0.23-0.42)
1 1 1 1 1 1 1
0 6 12 18 24 30 36

rPFS in Patients With BRCATm
-+ Placebo + ARPI —— PARPi + ARPI

— 1.00 4

=y N=64

S 0.75

@

]

O 0.50 4

| —

=2

v 0.25 A1

(T

oo

— 0.00 - HR = 0.51 (0.23-1.1)

0 6 12 18 24

Wwaauadl Uyl oVl Luul i

Fallah et al. J Clin Oncol 2024

30

rPFS (probability)

rPFS (probability)

—+— Placebo + ARPI

1.00

0.75

0.50

0.25

0.00 A

rPFS in Patients With PALBZm
—— PARPi + ARPI

N=41

HR = 0.52 (0.23-1.17)

1.00

0.75

0.50

0.25

0.00

0 6 12 18 24 30

rPFS in Patients With CDK72m
—+— Placebo + ARPI —— PARPi + ARPI

N=146

0 6 30 36

—+= Placebo + ARPI

1.00

0.75

0.50 4

0.25

0.00

rPFS in Patients With ATMm
—+— PARPi + ARPI

N=268

HR = 1.05 (0.74-1.49)

—+— Placebo + ARPI

1.00

0.75

0.50 A

0.25 4

0.00 A

0 6 12 188 24 30 36

rPFS in Patients With CHEK2m
—+— PARPi + ARPI

N=172

HR = 1.06 (0.67-1.66)

0 6 12 18 24 30
- N NTININTIN L I



Benefit in some non-BRCA HRR
alterations

#guardsymposium2025
@GuardConsortium

OS by HRR Gene Alteration

Talazoparib  Placebo Talazoparib Placebo
+ Enzalutamide + Enzalutamide
Events/N Median, mo

All HRRm 92/198 125/197 451 30.8

ATM 20/45 PAVET 451 39.5
BRCA1 4/9 6/11 37.8 3241
BRCA2 26/62 50/73 NR 28.5
CDK12 18135 3037 228
CHEK2 19/3% 19/34 39.5
PALB2 4/8 8/8 19.6

Favors talazoparib plus enzalutamide

0.01

e

F——

——
—e—

0.1 1

10

L

B

HR (95% CI)
0.60 (0.46-0.78)

0.70 (0.38-1.29)
0.55 (0.15-1.95)
0.47 (0.29-0.76)
0.41(0.23-0.74)
0.96 (0.51-1.81)
0.43 (0.13-1.44)

Favors placebo plus enzalutamide

rPFS per BICR by HRR Gene Alteration

Talazoparib  Placebo Talazoparib Placebo
+ Enzalutamide + Enzalutamide
Events/N Median, mo

All HRRm 98/198 126/197 30.7 123

ATM 26/45 22138 304 18.3
BRCA1 4/9 6/11 NR 123
BRCA2 23/62 50/73 NR 10.9
CDK12 19135 24137 13.8
CHEK2 17135 22/34 18.3
PALB2 5/8 L] 8.3

Favors talazoparib plus enzalutamide

—e—
——

—e—
|

e
1

0.1

10

>

HR (95% CI)
0.47 (0.36-0.62)

0.66 (0.37-1.18)
0.40 (0.11-1.50)
0.25 (0.15-0.42)
0.36 (0.19-0.70)
0.64 (0.34-1.22)
0.37 (0.11-1.28)

Favors placebo plus enzalutamide




What, where and when to test?

Y
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Assessing DNA repair defects on tumor tissue

. ) . . Sample selection and
Tumor testing is the gold standard (high clinical High failure rates (~30%) optimisationfOf tissue

sensitivity) collection is critical
DNA repair alterations are early events _ .
Fresh or achival tumor samples can be used (older Rates of tissue failure J
samples have lower success rates) ] PROFOUND study
. ] . Trial VA)
Can capture both germline and somatic mutations
PROFOUND 31%
PROFOUND study: primary vs HHR gene
metastatic tissue alteration TRITON2 32%

prevalence %

n (%) n (%)

Al patients — IPATENTIAL 150 | 33% 2792 (69%) \ 1255 (31%)
All primary tumors 27%

Archived primary 27% Single-site biopsies do not

Newly collected primary 26.5% capture intra-individual

All metastatic tumors 32.3% heterogeneity

Archived metastatic 33.9% “Y GUARD
Newly collected metastatic 29.7% % CONSORTIUM

De Bono et al. ESMO 2019. Green et al. AACR 2019. De Bono et al. ASCO GU 2021.



Assessing DNA repair defects in ctDNA

Circulating t Similar mutation profiles Similar copy number
Ircuiating tumor altéfations
DNA assessment 100-
2 807 BRCA2 copy number
Non-invasive, safer, serial analysis L 60 0.2 ®
Useful where no tissue is available 2 401 2 004
Can detect both germline and somatic mutations ® 204 £ 02 ® ‘s
. S . g
Capture relative contribution of metastases in 8: 00097 115 156 5191149749 120 211 169 174 210 154 193 164 138159192 & -0.4- .“
different anatomical sites g 6 ®
R 20 o o
L 40 5 0.8 (R
< S
Butooo g 60 8 -1.04
o . . : _ 5 804 s ‘o
Biallelic deletions associated with greatest benefit 1001 “35 20 10 -05 00 05
to PARP inhibitors CIDNA 95% 85% 83% 8% 80%74%74%73% 3% 72% 70% 65%  64% 63% 37 29% 8% 8% 6% Coverage log ratio, solid
% pts with ctDNA fraction >20% was 47% (401/856) in
TRITON2 & 28% (233/818) in TRITON3 Mutations Monoallelic Biallelic Amplific
ctDNA fraction may sharply decline only weeks after deletions _deletions
initial ADT (in mHSPC) ctDNA, % >0.1 >5-10 >10-15 >2-5
#guardsymposium2025 % mCRPC Pts >80% 50% 40% CN dependent
@GuardConsortium CONSORTIUM

Wyatt AW et al. J Natl Cancer Inst 2017. Annala M et al. Cancer Discov 2018. Carreira et al. Cancer Discov 2021. Tukachinsky et al. Clin Cancer Res 2021. Vandekerkhove et al. Eur Urol
2019. Carreira et al. Cancer Discov 2021. Jensen et al. JAMA Oncol 2021



Not all BRCA mutants are the same

Biallelic BRCAZ2
mutations derive the

greatest benefit from
PARP inhibition

#guardsymposium2025
> @GuardConsortium

Carreira et al. Cancer Discov 2021

Homozygous BRCA deletions

1.00 -
0.90
0.80 -
0.70
0.60 -
o 0.50

progression

phi
o
n
o

radiogral
o
W
o
1

0.20 A
0.10 1

Proportion alive and free of

0.00 A

Radiographic progression-free survival - BRCA1/2
[ Median (95% CI):
m—— HomDel, 16.4 (3.6-19.5)
== w0 GermMut, 5.6 (2.8-10.8)
----- SomMut, 8.2 (5.4~ .)

1.00
0.90 ~
0.80 -
0.70 A
0.60 A
0.50 A
0.40
0.30 A
0.20 A
0.10 -
0.00 A

Proportion alive

3 6 9 12 15 18 21 24 27
Months since randomization

30 33 36 39

Overall survival - BRCA1/2

Median (95% Cl):
m— HomDel, 22.2 (7.1- .}

=== GermMut, 14.6 (9.0-18.9)

----- SomMut, 14.7 (6.8-27.2)

0

3 6 9

12 15 18 21 24 27 30 33 36 39 42 4
Months since randomization

ATM loss by IHC

Proportion alive and free of
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TALAPRO-3: talazoparib plus enzalutamide versus placebo plus
enzalutamide in men with mCSPC with DDR/HRR alterations.

*Alterations in 12 DDR/HRR genes (ATM, ATR, BRCA1, BRCA2, CDK12,

ASCO 2025: Niraparib + CHEK2, FANCA, MLH1, MRE11A, NBN, PALB2, RAD51C)
Abiraterone improves rPFS in *Metastatic disease (no brain metastases)
mHSPC HRR mutant population
Stratification Factors Study Intervention
100 =
¢ Do ricno IESHC v Talazoparib 0.5 mg/day
$ 8 . | - : cepc (0.35 mg/day [PO]
og s Nlra::,:f) r'nHedlan_ i Feapsec if moderate renal
8 ' * High volume disease vs impairment)
8 in combination with
85 40 low volume disease .
: — open-label enzalutamide RE?;:;J r; dcn
5 20 HR = 0.52 (95% Cl, 0.37-0.72) * High volume diseaseis RREELLLFEIT 160 mg/day (PO) Treatment
MBERSTEG) defined as the presence b

of visceral metastases
or 24 bone lesions
with 21 beyond the
vertebral bodies

No. at risk Time (months)
Nira + AAP 191 177 158 142 95

PBO + AAP 196 174 137 109 73

Placebo (PO) in
combination with
open-label enzalutamide
160 mg/day (PO)

* BRCA vs non-BRCA
mutational status

Attard et al. ASCO 2025. Agarwal et al. ESMO 2021



- Test all metastatic patients because testing has prognostic, predictive and family risk implications
Test as soon as possible (currently mCRPC, implications for mHSPC therapy coming soon)

- Alterations in HRR genes identify candidates for treatment with PARP inhibitors (monotherapy or in
combination with NHAs)

- Talazoparib + Enzalutamide is the only PARPi + NHA combo that has proven overall survival benefit in a
randomized phase lll trial
Greatest benefits in BRCA mutants but evidence of benefit with other alterations

- Outstanding issues when finding the ideal candidate for treatment
What is the HRR alteration? What type of alteration (point mutation, biallelic deletion...)
What was the patient’s prior therapy? Was the prior ARPi abiraterone or apa/enza/daro?
What is the patient’s general status? What is the burden of disease?
What are the goals of treatment?
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Thank you!

dlorenteestelles@seom.org
@Dav_Loren
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iGracias!




