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ynergy

Cell type

Normal

Normal — harbouring a BRCA mutation in one allele
aca B

/‘ Mono-allelic lA

\_ -

Malignant — harbouring a BRCA mutation
in two alleles (a HRR-deficient cell)

Bi-allelic loss

Antonarakis E, et al. Eur Urol Oncol. 2020 Oct;3(5):594-611
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Synergy

Other

AR-regulated

Zhang W, et al. Prostate Cancer Prostatic Dis. 2020 Mar;23(1):24-37
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Synergy

Table 3 Prevalence of selected DDR genes alteration in mCRPC

DDR Grasso et al. Robinson Total

pathway [54] et al. [55]

involved
Number of 59 150 209
patients
ATM General 11.8% (7) 5.3% (8) 7.2% (15)
ATR 5% (3) 8.6% (13) 7.7% (16)
BRCAI HR 0.7% (1) 0.5% (1)
BRCA2 11.8% (7) 9.3% (14) 10.0% (21)
RADSI 1.7% (1) 2.0% (3) 1.9% (4)
PARPI BER 3% (2) 2.7% (4) 5.5% (6)
MLHI MMR 1.7% (1) 1.3% (2) 1.4% (3)
MSH2 3.3% (2) 2.7% (4) 2.9% (6)
FANCD2 FA 3.3% (2) 2.7% (4) 2.9% (6)
All genes 41.6% 35.3% 40%

Data was acquired from The Memorial Sloan Kettering cBioportal
database (http://cbioportal.org)

Zhang W, et al. Prostate Cancer Prostatic Dis. 2020 Mar;23(1):24-37
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Phase 3 Trials in mCRPC

. MAGNITUDE?2
. 69% negative by tissue and ctDNA
. 30% unknown by tissue testing but neg by ctDNA
. 0% unknown by ctDNA and tissue (1/247)
. 20% prior docetaxel; 3% prior ARPI

*  PROpel?
. 33% with unknown tissue testing
. 8% with unknown ctDNA testing
. 25% prior docetaxel; <1% prior ARPI

. TALAPRO-24>
. 27% unknown by tissue testing
. 115/805 with any ctDNA results
. 22% prior docetaxel; 5% prior ARPI

Chi KN, et al. ) Clin Oncol. 2023 Jun 20;41(18):3339-3351
Chi KN, et al.J Clin Oncol 40, 2022 (suppl 6; abstr 12)

Saad F, et al. Lancet Oncol. 2023 Oct;24(10):1094-1108
Agarwal N, et al. Lancet. 2023 Jul 22;402(10398):291-303
Agarwal N, et al. J Clin Oncol 43, 2025 (supp! 5; abstr LBA18

1.
2.
3.
4.
5.
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MAGNITUDE

Study start: February 2019 Prescreening for Allocation 1:1
. N BM status? to cohort randomization
Patient eligibility
+ L1 mCRPC
+ <4 months prior AAP allowed =2 Niraparib + AAP Primary endpoint '
for mMCRPC T HRR BM+ + rPFS by central review
s Ertu pedont HRR BM+ Planned N = 400
+ BPI-SF worst pain score <3 panel: ; Placebo + AAP Secondary endpoints
ngt/\’ 1 » Time to cytotoxic chemotherapy
Stratifications BRCA?2 + Time to symptomatic progression
« Prior taxane-based chemo for — BRIP1 — + OS
mCSPC CDK12
. . CHEK2 . .
» Prior ARi for nmCRPC or FANCA Other prespecified endpoints
mCSPC HDAC? Bmmd Niraparib + AAP » Time to PSA progression
+ Prior AAP for L1 mCRPC PALB2 o
* HRR BM+ cohort only: ¥ Planned N = 600 - Time to pain progression
« BRCA1/2 vs other HRR Placebo + AAP - Patient-reported outcomes
gene alterations
Note: Patients could requestto be
Clinical data cut-off was October 8, 2021 for the final rPFS analysis. unblinded by the study steering committee
) ) ) ) ) . ) and go on to subsequent therapy of the
Patients were prospectively tested by plasma, tissue and/or saliva/whole blood. Patients negative by plasma only were required investigator's choice.
to test by tissue to confirm HRR BM- status.

AAP, abiraterone acetate + prednisone/prednisolone; AR, androgen receptor; AR, androgen receptor inhibitor; BM, biomarker; BPI-SF, Brief Pain Inventory—Short Form; ctDNA, circulating tumor deoxyribonucleic acid; ECOG PS, Eastern
Cooperative Oncology Group performance status; HRR, homologous recombination repair; L1, first line; mCRPC, metastatic castration-resistant prostate cancer, mCSPC, metastatic castration-sensitive prostate cancer; nmCRPC,
nonmetastatic castration-resistant prostate cancer; ORR, overall response rate; OS, overall survival, PFS, progression-free survival, PFS2, progression-free survival on first subsequent therapy; PSA, prostate-specific antigen; rPFS,
radiographic progression-free survival
aTissue and Plasma assays: FoundationOne tissue test (FoundationOne®CDx), Resolution Bioscience liquid test (ctDNA), AmoyDx blood and tissue assays, Invitae germline testing (blood/saliva), local lab biomarker test resuits

germline or somatic alteration listed in the study biomarker

Chi KN, et al.J Clin Oncol 40, 2022 (suppl 6; abstr 12)
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MAGNITUDE: PFS (HRR BM+

A rPFS in BRCA1/2 subgroup (central review) B rPFS in HRR+ cohort (central review)
100 100 =
90 90 -
80 A 80 -
70 - 70 -
e 60 : e 60 A o
o B0]---=----- ) — — — — — = - ————mmmmm - P e e EEE Tk Wittt e
o 40 4 B : NIRA + AAP B 40 . Wiy
- _— : NIRA + AAP
30 - Median, mo W= 30 - Median, mo b-oe A
NIRA + AAP 16.6 PBO + AAP NIRA + AAP 16.5 b-e '
20 { PBO + AAP 10.9 . 20 { PBO + AAP 13.7 PRE-RACE:
10 4 (HR, 0.53; 95% Cl, 0.36-0.79) 10 4 (HR, 0.73; 95% CI, 0.56-0.96)
P=.001 P=.022
1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
NIRA + AAP 113 103 90 65 45 31 18 9 4 1 0 NIRA+AAP 212 192 167 129 96 64 45 21 10
PBO + AAP 112 97 77 43 28 20 11 5 2 0 0 PBO + AAP 21 182 149 102 78 53 35 15 9

Chi KN, et al. J Clin Oncol. 2023 Jun 20;41(18):3339-3351
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MAGNITUDE: OS (HRR BM+

0S in the BRCA subgroup

P

NIRA + AAP: median 29.3 mo
Events: 43

PBO + AAP: median 28.6 mo
Events: 49
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< Months from randomization
No. of patients

NIRA + AAD

PBO + AAP

24 68 1 27

86 70 34 23
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IPCW analysis of OS showed a 46% reduction in the risk of death with niraparib
+ AAP compared with placebo + AAP (HR, 0.54 [95% CI, 0.33-0.90])

The OS stratified analysis HR was 0.88 (95% ClI, 0.58-1.34), with a trend toward
improvement in OS observed in the IPCW analysis (HR=0.54 [95% CI, 0.33-
0.90])

Efstathiou E, et al.J Clin Oncol 41, 2023 (suppl 6; abstr 170)
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MAGNITUDE: PFS (HRR BM-

B.
100 =
= 00 =
=
- 80 =
Placebo + AAP
§ 70 = *
2 60-
é | i IR GppS——
= 40- Niraparib + AAP
2 30- Median, mo
0 {1
= 20 = Niraparib + AP 12.0
& 10 =] Pacebo + AP NE
HR, 1.03 (95% Cl, 0.63-1.67)
| | 1 Il || | | 1
0 3 6 9 12 15
Months from randomization
No. at risk
Niraparib + AAP 117 105 86 41 3 0
Placebo + AAP 116 104 83 47 1 0

Chi KN, et al. J Clin Oncol. 2023 Jun 20;41(18):3339-3351
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Patient population

- * Primary endpoint
1L mCRPC Alirgterone 1990Mg qd » rPFS by investigator assessment

Asymptomatic, mildly olaparib 300 mg bid (sensitivity analysis by blinded independent central review)
symptomatic, symptomatic n=399
No prior abiraterone Key secondary endpoint

stopped 212 months prior

to enrollment Additional preplanned analyses:

ECOG 01 TEST

Stratification fact Abiraterone 1000 mg qd* PFS2
ratification factors . e

+ Site of distant metastases:
pEce HRRm status (by tissue and ctDNA after randomization

bone only vs visceral vs other n=397
: Priortaxane at mHsPE: and before primary analysis; see supplement)

yes vs no Safety and tolerability
DCO3: 12 October 2022

DCO1: 30 July 2021 DCO2: 14 March 2022 OS (final pre-specified)
rPES (primary) OS (interim) current dataset

Analysis timeline: I—I—I
“In combination with prednisone or prednisolone 5 mg bid.

bid, twice daily; ctDNA, circulating tumor DNA; DCO, data cut-off; ECOG, Eastern Cooperative Oncology Group; HRRm, homologous recombination repair mutation; HRQoL, health-related quality of life; mMHSPC,
metastatic hormone-sensitive prostate cancer; PFS2, time to second progression or death; qd, once daily; TFST, time to first subsequent therapy or death.

Noel C, et al. J Clin Oncol 41, 2023 (suppl 6; abstr LBA16)
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PROpel: PFS

Figure S2: Kaplan—Meier estimates of updated radiographic progression-free survival by investigator

assessment in the ITT population at final prespecified OS analysis (DCO: 12 October 2022). No. of evenno/ Mef:an[ ;.:;S'cn
0. of patients months ‘o

B. Radiographic progression-free survival in the non-BRCAm subgroup

rPFS analysis at this final prespecified OS analysis was descriptive as rPFS at the primary analysis was 10 Olaparib + abiraterone 148/343 (43-1%)  24-1(18-4-27-6)
statistically significant. Placebo + abiraterone  194/350 (55-4%) 190 (15:0-19-5)
09— 76 (0-61-0-
No. of events/ Median rPFS, > HR (95% CI) 076 (061-0-94)
No. of patients months (95% CI)
1.0-§ Olaparib + abiraterone 219/399 (54-9%) 250 (20-6-30-1) 0.8 —
Placebo + abiraterone 277/397 (69-8%) 16-5 (13-9-19-2)
03] HR (95% Cl) 068 (0:57-0-81) o7
0.8 =
2 o0s-
13
0.7 = 5
2 05—
@ Z
; 0.6 = E
5 3
S 0.4 —
2 o05- &
E 0.4 Olaparib + abiraterone 034 Placebo + abiraterone
0.3 02—
024 01—
01 = Placebo + abiraterone
S S S S e B e B S S B N S N L N U N N N
o 0 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 26 27 28 20 30 31
I I 1 I I 1 1 I I 1 I 1 I 1 1 I 1 1 I 1 1 1 1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 Time since randomisation (months)

No. at risk (No. censored)

Olaparib + abiraterone 343 339 314 301 289 286 266 262 254 233 230 222 211 205 190 185 183 140 137 134 87 B84 73 52 50 23 21 21 5 4 4 0
(@) (4) (12) (12) (18) (19) (28) (29) (32) (34) (34) (37) (40) (42) (44) (45) (45) (77) (78) (8O) (122)123)132)152)153)177)178)178)190)191)191)195)

Placebo + abiraterone 350 347 318 315 301 207 277 274 270 244 242 228 214 211 183 176 172 133 132 128 80 77 66 42 40 21 17 16 2 2 1

200 188 170 146 137 121 109 9 ©1 77 56 40 31 165 2 2 0 © @ 6 6 @ @ (1) (11) (13 (15 (15) (17) 21) 1) 22) (24) (26) (52) (53) (56) (30) (91)(100}117Y118Y135)130)140)154(154Y155{156)

Time since randomisation (months)
No. at risk

Olaparib + abiraterone 399 368 340 313 301 274 228 220 200 184 175 165 150 138 133 105 63 39 34 19 5 3 0

Placebo + abiraterone 397 359 339 307 298 265 2

Saad F, et al. Lancet Oncol. 2023 Oct;24(10):1094-1108
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PROpe

50+
40

Overall survival (%)

Number of events/
30 number of patients

I OS

Median overall survival,
months (95% Cl)

20- — Olaparib+abiraterone
~ Placebo +abiraterone
Hazard ratio (95% Cl)

48/111 (43%)

69/115 (60%
o] s

0

NR (NR-NR)
285 (262-34-4)

(0-45-0:95)

T T T T T
0 2 4 6 8 10 12 14 16 18

Number at risk
(number censored)
Olaparib+abiraterone 111 111 107 105 102 96 94 90 87 86

0 (0 ( © ©© @1 O @O @O @
Placebo +abiraterone 115 113 109 107 105 105 99 92 86 82

© © 0 @ @ @ 6 @ 6 6

OS HRRm

OS non-HRRm

OS BRCA-mutated

OS non-BRCA-mutated

A.
B.
C.
D.

Saad F, et al. Lancet Oncol. 2023 Oct;24(10):1094-1108
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2 22 24 26 28 30 32 34 36 38 40 42 44 46 48

83 79 77 73 72 70 62 55 42 22 14 7 1 1 0
M B B B B B (6 (11) (22) (42) (49) (56) (62) (62) (63)
40 32 2 12 4 1 0 0

(5) (5 (5 (5 (5 (5) (6) (13) (18) (27) (34) (42) (45) (46) (46)

w

100
90
80
70|
60
50
40
30|

Overall survival (%)

20
10
0 T T 1

Number at risk
(number censored)
Olaparib +abiraterone

Placebo +abiraterone

100

90
804

Overall survival (%)

204
10+

Number at risk
(number censored)
Olaparib + abiraterone

Placebo + abiraterone

Placebo + abiraterone

704
60+
50
404
30

Number of events/
number of patients

123/279 (44%) 421(373-NR)

132/273 (48%) 38:9 (32:5-NR)
0-89 (0.70-1-14)

Median overall survival,
months (95% ClI)

Olaparib + abiraterone
Placebo +abiraterone
Hazard ratio (95% Cl)

T T
0 2 4 6 8§ 10 12

T T T T T T T
14 16

T T
18 20 22 24 26 28 30 32

279 279 275 271 263 260 247 236 223 218
(0 (0 (0 (0 ((© © @ @ @ @ @ G 6 © O @O 13
273 273 270 267 262 256 247 237 222 216
© ©© @ @ O O @ @ 29 @ @ @ 63 @ B . @1

D

Number of events/
number of patients

Median overall survival,
months (95% Cl)

—— Olaparib + abiraterone 158/343 (46%) 396 (35:9-NR)
—— Placebo + abiraterone  176/350 (50%) 38.0(32:2-437)
Hazard ratio (95% Cl) 0:91(073-1-13)

207 198 190 179 175 170 160

214 198 177 168 162 155 145

T I T T T T T 1
34 36 38 40 42 44 46 48

134 92 73 48 22 9 1 0
(35) (73) (89) (110) (135) (147) (155) (156)
14 84 59 39 21 6 0 0
(39) (65) (88) (103) (121) (135) (141) (141)

T T T T T T
2 4 6 8 10 12

Time since randomisation (months)

343 343 335 329 320 314 300 285 271
(© (© (@ (© (© (© @ @ @ @ @ ©& ©& @O @

350 348 342 338 333 327 315 299 282
@ O @ @ @ 2 G 4 @ @ @ @ (6 (6 7 (8
(L0 B+ B VA (V7 VR VXS © A O A R & DA & R P R P R V' R ) R V4]

38 37 36 34 34 31 30 26 22 21 19 16 15 14 12
0 1 1 1 2 2

T T T T T T T T T
14 16 18 20 22 24 26 28 30 32

T T T T T T T T 1
34 36 38 40 42 44 46 48

266 253 242 232 217 213 206 189 160 113 82 54 24 10 2 0
(8) (16) (41) (82) (110)(133) (162) (175) (183) (185)
276 273 256 231 219 205 196 184 143 108 78 49 25 7 0 0

(15) (48) (78) (105) (126) (150) (167) (174)(174)
B 5] U3) (2Y7Le) (2Y) 34) 34) -

12 11 8
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TALAPRO-2

Patient population Primary endpoint

LSS ) ) . PFS by BICR
« ECOGOor1 Talazoparib + enzalutamide

+ Ongoing androgen deprivation (N=402)

therapy Key secondary endpoint

* OS (alpha protected)

Stratification factors 2B Unselected Cohort 1 (N=805)

« Prior abiraterone? or docetaxel for Other secondary endpomts

CSPC (yes vs no) Time to cytotoxic chemotherapy

HRR gene alteration status Placebo + enzalutamide PFS2
(deficient vs non-deficient or (N=403) ORR

unknown)® Patient-reported outcomes
. . Safety
Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805
Samples prospectively assessed for HRR gene alterations
[ \ (ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C)
z : : - ® : ST
Non-deficient HRRm | HRRm using FoundationOne/FoundationOne®CDx and FoundationOne®Liquid CDx
or unknown N=230

N=636 N=169
DCO1: Aug 16, 2022 DCO2: March 28, 2023 DCO3: Sept 3, 2024
\_Y_’ rPFS (primary) OS (interim)
HRRm only (Cohort 2), N=399 Analysis timeline: [ [ []

(unselected)

aPrior orteronel was received by two patients in each treatment arm in Cohort 1 and one patient in each treatment arm in Cohort 2. PUnselected cohort only.

Agarwal N, et al. J Clin Oncol 43, 2025 (suppl 5; abstr LBA18)
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TALAPRO-2: PFS

Primary analysis (DCO: Aug 16, 2022)’ Update (DCO: Sept 3, 2024)

Events/ Median rPFS ol Events/ Median rPFS Median

patients  (95% CI), mo FOlCHNIE: patients  (95% CI), mo follow-up,
mo : mo

TALA + ENZA 151/402 NR (27.5-NR) 249 TALA + ENZA 202/402 (27.4-39.0) 47.0
PBO + ENZA 191/403 21.9 (16.6-25.1) 246 . PBO + ENZA 231/403 (16.6-24.7) 46.9

13.6 months improvement

o @
= =
S S
2 2
[ ©
-3 -1
e o
o o

HR=0.627 (0.506-0.777); P<0.0001 HR=0.667 (0.551-0.807); P<0.00012

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

No. at risk Time (Months) No. at risk Time (Months)

TALA + ENZA 402 353 318 256 226 193 136 67 29 2 1 TALA + ENZA 402 353 318 257 228 196 180 155 138 122 108 101 63 50 13 7 1 0
PBO + ENZA 403 311 272 200 179 140 96 43 14 1 1 PBO + ENZA 403 312 273 201 180 138 128 100 92 81 72 66 44 35 5 2 1 0

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation unless otherwise stated.
aThe updated rPFS data are descriptive. NZA je; N 1 t

Agarwal N, et al. J Clin Oncol 43, 2025 (suppl 5; abstr LBA18)
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TALAPRO-2: OS

Median OS
(95% CI), mo

TALA + ENZA 211/402 45.8 | (39.4-50.8)

Events/patients

PBO + ENZA 243/403 37.0 | (34.1-40.4)

8.8 months improvement

(]
O
Y
(=}
2
=
©
K]
o
S
o

Median follow-up for OS was
52.5 months

0.2
HR=0.796 (0.661-0.958); P=0.0155

0.0 T T T T T T T I T T
4 8 12 16 20 24 28 32 36 40

No. at risk Time (Months)

TALA + ENZA 402 390 371 347 296 285 250 226 212 193
PBO + ENZA 403 391 362 331 287 257 231 207 183 163

Agarwal N, et al. J Clin Oncol 43, 2025 (suppl 5; abstr LBA18)
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TALAPRO-2: OS

No BRCA alteration detected

Median OS
(95% CI), mo

1:03

0.8

0.6

0.4

@
(o]
k]
£
2
©
-]
e
o

0.2

Events/
patients

TALA + ENZA  114/219

PBO + ENZA

137/220

484
371

(37.2-54.1)
(31.1-40.7)

0.0

11.3 months improvement

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

0

No. at risk

TALA + ENZA 219 213 204 187 172 159 155 135 123 114 102 99 89 51

el e L e e e e e e e e
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Time (Months)

26 7 1 0

PBO + ENZA 220 214 196 179 164 155 135121 110 98 84 75 63 39 20 1 1 O

1.0

0.8

0.6

0.4

Probability of OS

0.2

No HRR alteration detected

TALA + ENZA
PBO + ENZA

Events/
patients

82/154

Median OS
(95% CI), mo

46.6 | (33.0-54.1)

99/160

37.4

(30.0-40.9)

0.0

9.2 months improvement

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

0

No. at risk

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

TALA + ENZA 154 148 142 128 120 110 108 95 85 79 72 71 64 36 19 5 1 O

PBO + ENZA 160 156 143 131 120 113 97 87 81 73 61

53 44 29 14 1 1 0

Post hoc analysis employing all available test results of prescreening/screening samples including both prospective and retrospective analyses.
Data cutoff: September 3, 2024. *Reported 2-sided P values are nominal and descriptive.

Agarwal N, et al. J Clin Oncol 43, 2025 (suppl 5; abstr LBA18)
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Why Different Results?
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Why Different Results?

 Differences in niraparib versus
talazoparib/olaparib?

* Differences in testing (excluding more CHIP)?

e Other factors?

HUNTSMAN




ML

06/2016 PSA 17.1 ng/mL; biopsy Gleason 5+4=9 Left prostate
08/2016 ADT and bicalutamide started (neoadjuvant)

03/2017
05/2017
07/2017

the left inferior sacrum and coccyx. As we

PSA 1.63 ng/m
PSA 4.77 ng/m

PSA 10.2 ng/m

new liver lesions

07/21/2017 - CT A/P with progressive liver lesions consistent with
metastasis

_; cystoprostatectomy, pT4, positive margins

; qucicIovine-PET(CT: Bony metastases to
| as multiple PET positive

HUNTSMAN

CANCER INSTITUTE
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ML

08/2017 Started docetaxel 75mg/m2 plus ADT

8/2017 NGS testing

Genetic testing performed by Invitae
BRCA2 c.1834_1835delGAinsTT (p.Glu612Leu) VUS
CDKN2A C.382G>A (p.Ala128Thr) VUS
MRE11 c.1462C>G (p.Arg488Gly) VUS

Somatic testing performed by Foundation Medicine from prostatectomy
BRCA del
PTEN del
CTNNB1 S45F
TMPRSS2-ERG fusion
PIK3R1, truncation intron 7
TP53 L114fs*32

01/2018 PSA rise to 6.4 ng/mL, CT c/a/p with progressive disease including new liver metastasis
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ML

01/2018 Started olaparib 300mg twice daily

06/2018 PSA <0.1 ng/mL; CT a/p resolution of
previously visible liver metastasis. CT chest
Decreased size of multiple pulmonary nodules
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ML

1/2020 Olaparib held for neutropenia (ANC 3.0 -> 1.18)
2/2020 Restart olaparib (ANC 2.6); PSA <0.1 ng/mL

6/2022 PSA <0.1 ng/mL; olaparib dose held due to ongoing fatigue, progressive lymphopenia and ongoing
anemia

08/2022 PSA <0.1 ng/mL; Re-started olaparib 300 mg BID

12/2024 NM bone scan negative for metastasis. CT a/p negative for metastasis. CT chest unchanged sclerosis of
10th rib, no metastasis. PSA <0.1 ng/mL

UNIVERSITY OF UTAH

HUNTSMAN

CANCER INSTITUTE

X @maughanonc



Where We Are Going
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MHSPC

Men with mCSPC harbormg DDR defictencies (DDR12
and documented metastadic disease by positive bone scan or meteseatic lesion on CT/MRL
Ne prior exposure to a PARP inhibitor in any setting. Up to 3 months of prior approved
NHT ie lutamide or apelutamide or abo tprednisolone started in mCSPC.

Up to 6 cveles prior docetaxel allowed s mCSPC.

TALAPRO-3 Ness0 L Rondomision; AMPLITUDE

7 Treatment

- NCT04821622 v v & Niraparib 200 mg and - NCT04497844
- N =550 ,_,ﬁégm’ s - - DA TGl - N=692
. . ""dwl irment ) N=346 . .
- Primary Endpoint rPFS U ) perereroms | M 12 - Primary Endpoint rPFS
. | "
- Blood or tissue NGS e o v el b £ - Blood or tissue NGS
testi ng Remain on Blinded Treaoment gen:?sl;tgted T E A:.Z:ts:z‘?:ifﬁﬁtf;enfgzgnry"g testi ng
' Io N=346
Study Treatment _N

Discontinuation Criteria Met

Stratification Factors:
-HRR alteration
\I/ (BRCA2 presen t vs CDK12 present vs all other)

Genes selected
BRCA1, BRCA2,

- ATM/ATR/BRCA1 B s | | weswes | BRCA1/BRCA2/BRIPPI
-  BRCA Z/CDKl 2/CH EK2 mw:ﬁﬁ;ﬂfﬁﬂm -Volume of disease (high vs low) PALB2, RAD51B, RADS4L _ CDK.ZZ/CHEKZ/FANCA

-  FANCA/MLH1/MRE11A - PALB2/RAD51B/RAD54L

Imaging must continue for participants

- NBN/PALBZ/RA D51C \L el detercation of ecopapi
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Localized Prostate Cancer

UK/HCI T

* Any HRD/DDR status

* N=64

* NCT05568550

* BRCA1, BRCA2, ATM, BRIP1,
BARD1, CDK12, CHEK1, CHEK?2,
FANCL, PALB2, PPP2R2A,

RAD51B, RAD51C, RAD51D,
and RAD54L

Localized high-
risk/very high-risk
Prostate
Cancer

(mn-200z>»2)

4 R

Primary Objective — PSA nadir level of
<0.06 ng/mL six months after
combined therapy

Secondary Objectives- Biochemical-
free survival and Metastasis-free

ARM1 survival at 3 years
Pembro*
+ k /
PARPi**
+ ~ \
Definitive Adjuvant

Radiation +
ADT

Pembro* X 1 Year
+
Optional | ADT! for 2 Years,
Biopsy \as per Treating Physician )

ARM2
Pembro*
+
Definitive
Radiation + ADT
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Localized Prostate Cancer

NADIR

*  Any HRD/DDR status

. Niraparib/XRT/ADT

. N=22

. NCT04037254

* 95 |ocations across the US and Canada

ASCLEPIuUS
*  Any HRD/DDR status
. Niraparib/Abi/XRT/ADT
. N=102
. NCT04194554
. 6 Locations in US

MDACCCIIT
. Any HRD/DDR status

. Neoadj Apa/ADT = Apa/ADT/XRT = Good response will continue; Poor response randomized to Abi/Nira/ADT vs Apa/ADT
. N=200
. NCT04947254
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Increasing Complexity

1. Will this replace chemotherapy for mHSPC?
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Combined Functional Groups of Primary,

Secondary, and Other Endpoints

= + Patients with genes alterations in
rsiirrz%es;éfgle)alteration' NIRN)AAP PBO(;J)AAP HR (95% C1) | HR (95% cI) | HR (95% c1) HR(gS%CI) ‘L’ﬁ%iﬁii‘c’ﬂ' OETR(:\S/:?B%O) PAI—BZ, CHEK2 and HDAC2 showed
benefit across all endpoints, similar to
BRCA1/2 113 112 0.53 0.58 0.68 0.96 0.46 1.65 (1.02, 2.71); i . ;
_-- resuts seen in patients with BRCAT/2
ene alterations
-ﬂ :

0.5 (0.13-2.00);

BRIPT 4 ©: e 26) NE o o 27) NE ©. Vit 00) 12 (50%) vs 1/1 (100%)
1.07 0.51 123 0.66 NE;

FANCA 5 o (018-6.44) (0.055.16) (017-8.74)  NE (0.13-3.47) 0/1 (0%) vs 0/2 (0%)

i 0.59 0.39 0.41 0.27 0.59 2(0.33-11.97)

(0.15-2.22) (0.02-6.19) (0.03-6.62) (0.05-1.66) (0.16-2.20) 2/3 (67%) vs 1/3 (33%)

0.58 6.4 (0.96-43.25);
HRR-associated group -- (0.26- 1 58) | (0. 19 269) (0.17-2.00) | (0. 13 1 38) | (. 17 1 10) 5/7 (71%) vs 1/9 (11%)

e 0.66 036
(0.25-1.75) (0.07-1.88) (014225) (012 o 71) (014099) 5/7 (71%)v50/6(0%)

071 071 0.44 NE;
HDAGZ (0.06-8.02) NE  (0.0411.79) (0.04-5.13) 0/0 (0%) vs 1/3 (33%)

0.26 3(1.12-8.13);
(0. 63 1 99) | (0.08-0 2 65) | (0. 39 1 36) 14/17 (82%) vs3/11 (27%)

1.32 113 1.61 0.66 2.25 (0.64-7.97);
GhK12 (0.433.92) (0.495.33) | (0.24-1.80) 3/4 (75%) Vs 2/6 (33%)

HR, hazard ratio; Cl, confidence interval; NIRA, niraparib; AAP, abiraterone acetate and prednisone; PBO, placebo; rPFS, radiographic progression-free survival, TCC, time to cytotoxic chemotherapy; TSP, time to symptomatic
progression; OS, overall survival; TPSA, time to prostate-specific antigen; ORR, overall response rate; HRR, homologous recombination repair; NE, not estimable.

Sandhu S, et al. J Clin Oncol 40, 2022 (supp! 16; abstr 5020)
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Increasing Complexity

1. Will this replace chemotherapy for mHSPC?

2. What about long-term toxicity with BM failure?
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Increasing Complexity

Cohort A:

3,527 patients first-line maintenance treatment with PARPi after platinum

Cohort B:

356 patients treated with PARPi after platinum-sensitive relapse

Control:
1,503 patients underwent to at least two lines of a platinum-based chemotherapy and never treated with a PARPi

Results

Cohort A vs Control
Propensity scoring (1,282 matched pairs)
Incidence (1.25% vs 0.86%): HR = 2.06 (95% Cl 0.94 - 4.51, p=0.064)

Cohort B vs Control
Propensity scoring (263 matched pairs)
Incidence (10% vs 3.8%), HR = 1.76 (95%Cl 0.42-7.37, p = 0.432)

Farolfi A, et al. Int J Gyn Cancer. Volume 34, Supplement 3, October 2024, Page A18
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Increasing Complexity

1. Will this replace chemotherapy for mHSPC?
2. What about long-term toxicity with BM failure?

3. NGS testing increasingly important
HRD status
PI3K/PTEN

4. ...or maybe not? (Radioligand Therapy)
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Conclusions

1) The significance of response is related to HRD status determined from
either tissue or liquid biopsy

2) Some synergy exists with PARPi and ARPI

a. This may not be true after ARPI exposure

3) Three phase 3 trials are ongoing in mHSPC with PARPi/ARPI

4) PARPi/ARPI combinations are being tested in the localized disease setting
concurrently with XRT in multiple phase 2 studies
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Questions?
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