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DDR stands for “DNA damage repair"

Up to 30% of mCRPC patients harbor a DDR gene alteration.
» BRCA1/2 are the most frequent

Testing can be done :
» Germline : blood or saliva

» Somatic : tumour tissue
< 5years
Preferably on a soft tissue biopsy



CAPTURE: BRCA1/2 mutations associated with shorter rPFS and CDBMUC
OS in mCRPC1 (treated with either 1L NHT or taxanes)
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Compared with non-BRCA patients*, BRCA patients had significantly worse rPFS, PFS2 and OS

Median rPFS m Median PFS2 m Median OS
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§ BRCA (n=96)

_go Difference in OS:

a 8.5 months
15.9 27.9

non-BRCA (n=633) HR: 1.8 (1.4-2.3) HR: 2.0 (1.6-2.5)
P<0.001 P<0.001
0 10 20 30 40 50

Months since treatment initiation

Based on the poorer prognosis for these patients, it is important to identify them

(earlier as possible) and plan for an individualized treatment journey

*non-BRCA patients include both non-HRR mutated patients as well as those with a HRR mutation different from BRCA) Adapted from Olmos D, et al. Ann Oncol 2024.




PARP inhibitor in monotherapy

Figure 1. PROfound study design

Cohort A:

BRCAT1, BRCA2 or ATM
N=245

Key eligibility criteria

* mCRPC with
disease progression
on prior NHA
eg abiraterone or 2:1 randomization

Open label

enzalutamide

¢ Alterations in 21 of
any qualifying gene
with a direct or
indirect role in HRR*

Cohort B:

Other alterations
N=142

Stratification factors
* Prior taxane
* Measurable disease

Olaparib 300 mg bid
n=162

Upon BICR progression,
physician's choice patients were

allowed to cross over to

Primary endpoint

rPFS in Cohort A (RECIST 1.1
& PCWGS by BICR)

Key secondary endpoints

Olaparib 300 mg bid
n=94

* rPFS in Cohorts A+B

* Confirmed radiographic ORR
in Cohort A

* TTPP in Cohort A

* 0Sin Cohort A

*BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RAD51D, RAD54L;
'Either enzalutamide (160 mg qd) or abiraterone (1000 mg qd plus prednisone [5 mg bid]). BICR, blinded independent central review;
ORR, objective response rate; OS, overall survival; qd, once daily; TTPP, time to pain progression

A Imaging-Based Progression-free Survival in Cohort A
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028

Olaparib

Probability of Imaging-Based
Progression-free Survival
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No. at Risk

Olaparib 162 149 126 116 102 101 82 77 56 53 42 37 26 24 18 11 11 3 2 0 0 ©
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Median
mo
Olaparib 7.4
Control 3.6
Hazard ratio for progression
or death,
0.34 (95% Cl, 0.25-0.47)
P<0.001

De Bono, J. NEJM 2020
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A O Il Survival in Cohort A R . . . . .
verall Survivatin onior . . B OS in Patients with Alterations in a Single HRR' Gene
No. of Deaths/ Median Overall Survival
No. of Patients (95% Cl)
mo Subgroup Olaparib Control Overall HR (95% CI)
Olaparib 91/162 19.1 (17.4-23.4) n/N niN population
185 91% Control 57/83 14.7 (11.9-18.8)
84% Alteration in 0.79 (0.60-1.04)
904 Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97) 1
—_— 2 sided P=0.02 BRCA1 e Dﬁ)
80+ 61% H
@ 54% BRCA2 39/81 32147 —&—1 o%7—0.95)
2 70 ;
el ATM —— e R 0.93 (0.53-1.75)
s ]
2 =N 1l
E 504 -cccccc e iy R, BARD1 0/0 n ENC NC (NC-NC)
b3 i
£ 404 BRIP1 12 1M INC NC (NC-NC)
£ ]
2 . 1}
£ R e il CDK12 47161 18128 '—H—l 0.97 (0.57-1.71)
=1 CHEK1 n ol iNC NC (NC-NC)
104 !
CHEK2 Ar7 35 « *‘. 1 0.87 (0.19-4.44)
0 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 PALB2 0 1" INC NC (NC-NC)
Months since Randomization i
PPP2R2A 5/6 214 — o » 5.11(110-3573)
No. at risk :
Olaparib 162 155 150 142 136 124 107 101 91 71 56 44 30 18 6 2 1 0 :
Control 83 79 74 69 64 58 50 43 37 27 18 15 1 9 6 3 1 0 RAD518 24 " ENC NC (NC-NC)
RAD51D 7 0/0 ENC NC (NC-NC)
)
RADS4L 213 212 ENC NC (NC-NC)
| | | | | |
0.25 1
e SE—
Olaparib better Control better

De Bono, J. NEJM 2020 ; Hussain, M. NEJM 2020
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mCRPC

Somatic testing

Prognostic/therapeutic
implications

If potential germline mutation

~\

( 1) Based on cancer
characteristics:

> All metastatic: mMHSPC &
mCRPC

» If somatic NGSfound a possible
germline mutation

\ (confirmation analyses) J

Prognostic/therapeutic
implications
+
Familialimplications

2) Based on patient characteristics: \
> Diagnose < 55 years old (even localized)

» Familial history:
o PC patient with onerelative (15t or 2" degree) with:
o Breastcancer <50
o orPC=60
o ormPC
o Or ovarianor pancreatic cancer
et/ou
o 23 cancersdu seinet/ou prostatedanslafamille
dont1est apparentéau premier degré aux deux
autres (a I'exclusion d’'unefemmesi la mére n'est pas
porteuse) et1cancer diagnostiqué < 60 ans

> Special population with founder effect mutation (e.g.
Ashkenazi)

ATM, BRCAIT, BRCA2, CHEK2, EPCAM,
MLH1, MSH2, MSH6, MUTYH, PALB?2,
PMS2 * HBOX13 (if fam history of PC)
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* PROpel : olaparib + abiraterone acetate/prednisone

PATIENT POPULATION ERRG e
1L mCRPC Olaparib 300 mg bid + ° :adizgrg;;hic prggressjon or
Docetaxel allowed at abiraterone 1000 mg qd* > a:::ss(:ne:t) by estigator No HRR status
mHSPC stage n=399 known at
: : KEY SECONDARY ENDPOINT
No prior abiraterone Full dose of olaprib and abiraterone used
Other NHAs allowed if » Overall survival (alpha control) enrollment.
stopped =12 months prior
to enrollment : ADDITIONAL ENDPOINTS
Ongoing ADT » Time to first subsequent therapy Pts progresse d on
ECOG 0-1 or death (TFST)
Placebo + » Time to second progression or ADT * doceta XEl
STRATIFICATION FACTORS abiraterone 1000 mg qd* death (PFS2)
e — (ARPI stopped 212
Site of distant metastases: n=397 » Objective response rate (ORR)
bo.ne Jal il bt Full dose of abiraterone used » HRRm prevalence' months )
Prior taxane at mHSPC: (retrospective testing)

yes Vs no

» Health-related quality of life
» Safety and tolerability

Clarke, N\W NEJM Evidence 2022 ; Saaad, F. The Lancet Oncol 2023
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PARP inhibitors + ARPI combination

* PROpel : olaparib + abiraterone acetate/prednisone

Clarke, N\W NEJM Evidence 2022 ; Saaad, F. The Lancet Oncol 2023
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0279 biraterone + Olaparib 168 (42.1) 248 Abiraterone + Placebo (n-397) a i
Abiraterone + Placebo 226 (56.9) 166 =1 04 — : .
019 Hazard ratio for disease progression or death, 0.66 [<] . ! y
(95% C1, 0.54 10 0.81), P<0.001 a 1 !
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1 2 3 4 5 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 i :
Time from Random Assignment (mo) 02 : "
No. at Risk i : :
)
Abiraterone + Olaparib 399 395 367 354 340 337 313 309 301 277 274 265 251 244 227 221 219 170 167 163 104 100 87 59 57 23 26 26 § 4 4 0 O : A 7 4 !
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{ months
i
B 0.0 T T — T  — T —T T LR T T T T T t T T T
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Time from randomization (months)
_ 094 Jumber at risk
[ .
g 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 0
5 03 + olaparib
S Abiraterone + Olaparib (n=399) Abiraterone 397 395 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 53 25 7 0 0
£ o7 l + placebo
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B 054
2
2
£ o4
®
E
s di Events Median
> A
£ No. (%) (mo)
8 0271 Abiraterone + Olaparib 157 (39.3) 276 Abirat + Placebo (n=397)
2 Abiraterone + Placebo 218 (54.9) 16.4
01 Hazard ratio for disease progression or death, 0.61
(95% Cl1,0.49 10 0.74)
—Tr T T T T T T T T T T T T T T T T
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 29 30 31
Time from Random Assignment (mo)
No. at Risk
Abiraterone + Olaparib 399 389 353 347 332 331 314 309 303 283 275 267 249 240 221 217 215 165 161 159 96 89 80 55 53 30 28 26 5 4 4 o
Abiraterone + Placebo 397 388 345 340 322 319 294 289 282 251 245 226 209 204 177 172 168 131 126 124 73 70 62 39 38 21 16 15 2 2 1 ©
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* PROpel : olaparib + abiraterone acetate/prednisone

Events/number Median OS, months

of patients, n HR (95% CI)

All patients 381/796 42.1 34.7 f—'—( 0.81(0.67-1.00)
Age at randomization, years

<65 93/227 NR 339 —_— 0.60 (0.40-0.90)

265 288/569 HS 36.2 p—‘—q 0.95(0.75-1.19)
Site of distant metastases

Bone only 198/434 NR 383 e 0.85 (0.64-1.13)

Visceral 56/105 34.0 26.1 —_—— 0.89(0.53-1.51)

Other 127/257 404 319 —e—H 0.74(0.52-1.05)

Docetaxel treatment at mHSPC stage

Yes 107/189 38.8 27.2 i 0.76 (0.52-1.11)

No 274/607 NR 383 + 0.85(0.67-1.07)
HRRm status*

HRRm 117/226 NR 285 —e——i 0.66 (0.45-0.95)

Non-HRRm 255/552 — — 0.89 (0.70-1.14)

BRCA status*
BRCAmM 38/85 NR 23.0 ¢ | 0.29 (0.14-0.56)
Non-BRCAm 334/693 39.6 38.0 ,_’_4 0.91(0.73-1.13)

& >
<

0.1 4 - 10

Abiraterone + olaparib better Abiraterone + placebo better

All the OS benefit is driven by BRCAm pts (£10%)

Clarke, N\W NEJM Evidence 2022 ; Saaad, F. The Lancet Oncol 2023
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* Magnitude : niraparib + abiraterone acetate/prednisone

Study start: February 2019

PATIENT ELIGIBILITY

L1 mCRPC

<4 months prior AAP
allowed for mCRPC

ECOGPSOor1

BPI-SF worst pain
score =3

STRATIFICATIONS

Prior taxane-based
chemo for mCSPC

Prior ARi for nmCRPC or
mCSPC

Prior AAP for L1 mCRPC
HRR BM+ cohort only:

BRCA1/2 vs other
HRR gene alterations

(Prescreening for\

BM status®

HRR BM+
PANEL

BRCA1
BRCA2
Ed BRIP1 et
(DK12
CHEK2
FANCA
HDAC2
PALB2

ATM P

Allocation
to cohort

HRR BM+
Planned N = 400

HRR BM-
Planned N = 600

{

1:1
randomization

Niraparib + AAP

Placebo + AAP

Niraparib + AAP

Placebo + AAP

PRIMARY ENDPOINT

» rPFS by central review

SECONDARY ENDPOINTS

» Time to cytotoxic chemotherapy
» Time to symptomatic progression
e 0S

ADDITIONAL ENDPOINTS
» Time to PSA progression
* ORR
» PFS2
» Time to pain progression
» Patient-reported outcomes

Chi, K. N., et al.. JCO 2023; Ch, K.N., Annals of Oncology, 2023; Chi, K.N. Annals of Oncology, 2024.
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HRR status known
at enrollment.

Pts progressed on

ADT * docetaxel
(20%) or ARPI
(+4%)
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* Magnitude : niraparib + abiraterone acetate/prednisone
B rPFS in HRR+ cohort (central review) A “bgmup (contral review)

100
100 4
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90 -
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70 - = &
— o2 i
S 60 — ) =
- bo_ 2 L R e i T
» 0d------------TF - ——— - - - - - i
w ., W o 40 4 NIRA + AAP
a 404 ) o3 %—4y  NIRA + AAP 30 4 Median, mo
30 4 Median, mo b-oo e NIRA + AAP 16.6 PBO + AAP
20 | NIRA + AAP 165 R 20 109
PBO + AAP 13.7 10f- (HR, 0.53; 95% CI, 0.380.79)
10 4 (HR, 0.73; 95% CI, 0.56-0.96) P=.001
P=.022 e T T T T T T T T
S 0 3 6 9 12 15 18 21 24 27 30
0 3 6 9 12 15 18 21 24 27 30
. . . i
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk:
:IOF;.:t rT:EP 212 192 167 129 96 B84 45 21 10 2 0 NIRA + AAP n3o0s 90 & a8 a 8 e N ! 0
. .
PBO + AAP 112 97 77 43 28 20 1 5 2 0 0 =
PBO + AAP 211 182 149 102 78 53 35 15 9 2 0 * HR OS 0'66 (p 0'02) in
BRCA1/2 pts
. . . C rPFS in BRCA1/2 subgroup (investigator assessment
D rPFS in HRR+ cohort (investigator assessment) / group ( 9 )
100
100 4
90
90
80 sg ]
7 .
70 .
T 60 R 97
& B0 mmmmmmm s htd Sl I e W uistulnin il
g 40 4 N 4 NIRA + AAP o 40 4 NIRA + AAP
o . iy | Fraruiiri 30 Median, mo
301 umas ane Medl';”n' mo Lo NIRA + AAP 19.3
i ¥ ) PBO + AAP 20 4 PBO +AAP 124 PBO + AAP
20 7 PEO +AAP 139 10 4 (HR 0.50; 95% c1, 0330.75) ’
10 4 (HR. 0.64; 95% CI, 0.49-0.86)
T T T T T T T T T T
] 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 (month
Time Since Random Assignment (months) e Since Random Assignment (months)
. No. at risk:
No. at risk:
NIRA + AAP 13 107 90 64 49 36 23 10 5 1 0
NIRA + AAP 212 197 174 136 108 75 50 23 1 2 0
PBO + AAP 112 99 73 45 32 23 14 6 2 0 0
PBO + AAP 21 187 145 103 81 58 41 20 9 2 0

Chi, K. N., et al.. JCO 2023; Ch, K.N., Annals of Oncology, 2023; Chi, K.N. Annals of Oncology, 2024.




PARP inhibitors + ARPI combination

* TALAPRO-2 : talazoparib + enzalutamide

Patient population
First-line mCRPC

ECOG performance status
(PS) 0 or1

Stratification factors

Prior abiraterone® or
docetaxel in castration-
sensitive setting (yes vs no)

HRR gene alteration status
(deficient vs nondeficient or
unknown)

All comers (Cohort 1), N=805

Nondeficient or
unknown
N=636

HRRm = HRRm
N=169 = N=230

HRRm only (Cohort 2), N=399

Talazoparib 0.5 mg*
+ enzalutamide
160 mg, once daily
(N=402)

(*0.35 mg daily if moderate
renal impairment)

(N=805)

Placebo +
enzalutamide 160 mg,
once daily
(N=403)

PRIMARY ENDPOINT

= Radiographic progression-free
survival (rPFS) by blinded
independent central review (BICR)

KEY SECONDARY ENDPOINT

» Overall survival (alpha control)

ADDITIONAL ENDPOINTS

» Time to cytotoxic chemotherapy

» PFS2 by investigator assessment®
» Objective response rate (ORR)

¢ Patient-reported outcomes

» Safety

(Data cutoff: August 16, 2022)

D
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HRR status known
at enrollment in
cohort 2.

Pts progressed on
ADT * docetaxel
(20%) or
abiraterone (+5%)

Argarwal, N. The Lancet, 2023 ; Fizazi, K. Nature Medicine, 2024
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* TALAPRO-2 : talazoparib + enzalutamide

B Patients with HRR gene alteration status of deficient
100 = Number of events/  Median progression-free
i X Xx number of patients  survival (95% C1), months
Talazoparib plus enzalutamide 37/85 27-9 (16-6-not reached)
=% Placebo plus enzalutamide 49/84 164 (10-9-24-6)

80

g
E
c
2
g
T 604 ¢
§ e yee
A All patients % '\_x_)\
1003 Number of events/  Median progression-free g 409 —
7 ‘.&“9& - number of patients  survival (95% Cl), months £
= "% Talazoparib plus enzalutamide  151/402 Not reached (27-5-not reached) g
£ 80+ ’-"& Placebo plus enzalutamide 191/403 21.9(16-6-251) e 204 Stratified:
H *ﬁ( x " 3 Hazard ratio for disease progression or death, 0-46 (95% C1 0:30-0.70)
g i & p=0.0003
T 60 0 T T T T T T T T T T T T T T T T T T T T 1
2 o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
2
gw Number at risk
g 409 (number censored)
g Talazoparib plus enzalutamide Talazoparibplusenzalutamide 85 83 81 76 75 65 57 51 49 42 40 37 30 23 17 15 6 3 0
§ | =D opuwesitmde © @ B @ 6 O O O O (1 (13 @4 (0 @) () 63) @42) @5 @8
g f:’““i‘fd‘ . O EA (S ARG Placeboplusenzalutamide 84 72 61 55 54 43 34 30 30 25 21 20 17 11 6 6 2 0 0
| . e . _
3 pjloﬂ(')o;m or disease progression or death, 0.63 (95 51-0.78) 0 (® (9 a1 (11) (16) (17) (19) (19) (20) (21) (22) (25 (29) (30) (30) (34) (35) (39
— T T T T T T T T T T T T T T T T T T T
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) c i & B o Ji
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 Patients with HRR gens status of or unknown
0) (14) (27) (35) (39) (48) (55) (62) (63) (73) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) (250) (251) 100 Number of events/  Median progression-free
Placeboplusenzalutamide 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 0 = number of patients  survival (95% C1), months
(0) (20) (35) (47) (50) (63) (75) (80) (82) (90) (95) (109) (130) (153) (172) (173) (199) (209) (211) (211) (211) (212) § Talazoparib plus enzalutamide  114/317 Not reached (27-5-not reached)
; - % Placebo plus enzalutamide  142/319 22:5(19-1-30:5)
5
H T
o
£ 6o %k*w*w
< NNy
2 b= = % x
8
g 40
&
£
&
E» 204 Stratified:
g Hazard ratio for disease progression or death, 0-70 (95% 1 0-54-0-89)
= p=0-0039
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 a2
Month:
Number at risk ontns
(number censored)

Talazoparib plus enzalutamide 317 296 272 250 243 220 199 183 177 167 153 138 106 74 50 46 23 10 2 > 1 0
(0) (13) (24) (31) (34) (41) (46) (53) (54) (61) (66) (78) (106) (132) (155) (159) (181) (193) (201) (201) (202) (203)

Placebo plusenzalutamide 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) (S8) (61) (63) (70) (74) (87) (105) (124) (142) (143) (165) (174) (176) (176) (176) (177)

Argarwal, N. The Lancet, 2023 ; Fizazi, K. Nature Medicine, 2024
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* TALAPRO-2 : talazoparib + enzalutamide

b By selected gene subgroups*

Subgroup Talazoparib + Placebo + Talazoparib + Placebo + Hazard ratio (95% CI) Two-sided

enzalutamide enzalutamide enzalutamide enzalutamide P value
No. of events/no. of patients Median (months)

All HRR-deficient 65/198 104/197 NR 13.8 'l 0.44 (0.32-0.60) <0.0001

Only BRCAT 2/8 5/9 20.0 n7 > ! 017 (0.02-1.51) 0.07

Only BRCA2 11/55 40/60 NR 1.0 —e— 0.19 (0.10-0.38) <0.0001

Only PALB2 3/6 4/5 NR 8.6 —— 0.56 (0.12-2.51) 0.44

Only CDK12 12/28 18/30 21.9 13.8 —e—] 0.49 (0.23-1.02) 0.05

Only ATM 12/35 7/22 NR 277 —e— 0.76 (0.30-1.94) 0.58

Only CHEK2 8/24 8/24 221 NR —— 0.90 (0.34-2.39) 0.83

Once again, benefit mainly driven by BRCA(1/)2-altered patients

Argarwal, N. The Lancet, 2023 ; Fizazi, K. Nature Medicine, 2024
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* TALAPRO-2 : talazoparib + enzalutamide

No. of events/  Median overall

@ Overall survival (interim analysis) no. of patients  survival (95% Cl)

. . (months)

- 1.0 — Talazoparib + enzalutamide Talazoparib + enzalutamide 43/200 NR

@ (36.4-NR)

'-':_: Placebo + enzalutamide 53/199 337

S 08 (27.6-NR)

=1

w

w Placebo + enzalutamide

o 06

>

o

—

© 04 4

>

X

® 024

< Stratified:

a HR for overall survival, 0.69 (95% Cl, 0.46-1.03)

0+ P=007
T

r—r—— . . 1. 1 1. 1.1 T+ Tt r°r r T© °© & T+ 1 T 1
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months

Talazoparib + enzalutamide 200 199 197 193 187 172 152 130 118 103 90 79 59 43 31 27 19 9 5 1 0 O
Placebo + enzalutamide 199 198 190 184 176 159 140 116 99 83 74 60 44 36 27 23 11 5 1 0O 0O O

Argarwal, N. The Lancet, 2023 ; Fizazi, K. Nature Medicine, 2024
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* Incidence of the most frequently reported Aes

Drug interruption 49% vs 25% 49.1% vs 27.5% 65.3% vs 24.7%
Dose reduction 22.6% vs 5.6% 20.3% vs 3.8% 54.5% vs 24.7%
Discontinuation 17.3% vs 7.8% 18.4% vs 8.1% 21.6% vs 13%

Any AEs Any 97% vs 95 % 99% vs 94% 98% vs 95%
23 47% vs 38% 56% vs 43% 75% vs 45%
Fatigue Any 38% vs 28% 30% vs 19% 33% vs 27%
23 2.3% vs 1.5% 5% vs 4% 2% vs 1%
Anemia Any 48% vs 18% 50% vs 23% 65% vs 16%
23 16% vs 3% 29% vs 9% 41% vs 5%
Thrombocytopenia Any NA 23% vs 10% 25% vs 3%
23 NA 4% vs 2% 7% vs 1%
Neutropenia Any NA 15% vs 7% 32% vs 7%
23 NA 5% vs 2% 19% vs 1%
Nausea Any 28% vs 13% 25% vs 15% 21% vs 17%
23 1% vs 1% 1% vs 1% 2% vs 1%
Vomiting Any 13% vs 9% 15% vs 8% NA
23 1% vs 1% 1% vs 1% NA
Diarrhea Any 17% vs 9% NA 12% vs 11%
23 1% vs 1% NA 0% vs 0%
VTE & PE 8% vs 2.5%
6% vs 1.5%
MDS/AML 2 cases 2 cases 0

Clarke, N.W NEJM Evidence 2022 ;Saaad, F. The Lancet Oncol 2023; Chi, K. N., et al.. JCO 2023; Ch, K.N., Annals of Oncology, 2023; Chi, K.N. Annals of Oncology, 2024; Argarwal, N. The Lancet, 2023 ; Fizazi, K. Nature Medicine, 2024.
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* Does the sequence matter ? (BRCAAWAY)

Median (95% CI):
Ablipred: 8.6 (29, 17)

Ola: 14 (8.4, 20)

Ablipred + Ola: 38 {22, NR)
Exploratory: 5.5 (2, 1)

HR (85% CI):
Ablipred + Ola va Abpred: 0.33 (0.15, 0.72)|  Treatment Am
Abdpred + Ota vs Otac 0.37 (0.17, 0.84)

3 arm trials :

(=1
Lr

- Arm | : abiraterone -> olaparib

- Arm Il : olaparib -> abiraterone

=+ Abipred + Ola
=+ Exploratory

- Arm Il : Abiraterone + olaparib

025

Progression-Free Survival Probability
=1
i

Proportional hazands assumplion p-value: 015

0100
o - 12 18 24 30 36 42 43 54 (1] [
Time Since Randomization, Months
Combination >>> sequential treatment N ok
Abaipred 19 11 7 B 4 3 1 1 1 1 o a
] bl | 1% 11 B a 1 i 1 o i} o a
ke bl | 18 16 13 ] 8 7 B .1 3 3 1
L= 17 & 3 2 0 ] ] o o 1] 1] [i]

Hussain, M. et al. Clinical Cancer Research 2024




PARP inhibitors + ARPI combination

* Specific gene alteration benefit : meta-analysis

Radiographic progression-free survival

Group Trials Participants HR (95% CI) p value for interaction
Overall 3 2147 . 0.68 (0.57-0.81)
HRR status
HRR+" 3 1048 - 0.54 (0.37-0.79) 0.14
HRR-* 3 1099 —.-— 0.74 (0.63-0.88)
BRCA status
BRCA+ 3 465 - - 0.28 (0.13-0.62) 0.016
BRCA-* 3 1131 - 0.77 (0.63-0.93)
PALB2 3 30 0.53 (0.21-1.32)
CDK12 3 125 e 0.58 (0.35-0.95)
ATM 3 191 s B 0.93 (0.57-1.53)
CHEK2 3 105 0.92 (0.53-1.61)
0 05 1 15 2
Favors PARPY + ARPY Favors ARP
Overall survival
Group Trials Participants HR (95% Cl) p value for interaction
Overall 2 1491 - 0.84 (0.72-0.98)
HRR status
HRR+"" 3 ~1048 - 0.68 (0.55-0.85) 0.081
HRR-¢ 2 866 —-— 0.89 (0.73-1.08)
BRCA status
BRCA+"’ 3 ~465 - 0.47 (0.31-0.71) 0.020
BRCA-"" 2 ~1131 —— 0.84 (0.65-1.10)
PALB2 2 19 0.33 (0.10-1.16)
CDK12 2 67 0.80 (0.36-1.78)
ATM 2 134 0.97 (0.57-1.67)
CHEK2 2 57 0.81 (0.37-1.75)
0 0.5 1 15 2
Favors PARPT + ARPI Favors ARPY
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Benefit only in BRCA-altered

patients (in rPFS & OS)

Nagvi, S. A. A, Eur Urol 2025
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APCCC 2024 : For the majority of patients with mCRPC and somatic genetic testing
not available what is your treatment recommendation in the first-line setting when
they received ADT+ARPI for mHSPC?

1% 7% 5% 2%

m Alternate ARPI

m Add PARP inhibitor to current therapy or change to
alternate ARPI plus PARP inhibitor:

m Docetaxel

® Radium-223

m 177Lu-PSMA

85%

Gillessen S. Eur Urol. 2024
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EORTC-GUCG 1333 (PEACE-3)
Updated design

Study population

* Patients with mCRPC \ Ra223
and bone metastases 55 kBqg/kg iv every 4 weeks for 6 / \
(24 bone metastases) cycles plus Primary endpoint
* Asymptomatic or mildly Enzalutamide 160 mg od * rPFS
symptomatic*
*WHOPSofOor1
* No prior treatment with
enzalutamide or Ra223
* No known visceral

Key secondary endpoints
Stratification factors * Safety
* Country ¢ Overall Survival

* Baseline pain (BPI worst pain 0-1 vs 2-3) .
* Prior docetaxel (yes vs no) * Time to next treatment

1:1
Randomisation

+ Use of bone protecting agents * Time to pain progression
metastases * Prior abiraterone (yes vs no) e Time to first SSE
* Ongoing ADT ; . (symptomatic skeletal

* Prior treatment with

event)

abiraterone in mHSPC Enzalutamide 160 mg od
&allowed / /

Use of bone protecting agents (BPA) made mandatory
(after inclusion of 119 patients)

Gillessen,S. et al.Annals of Oncology 2024
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Secondary endpoint: OS

(interim analysis at 80% of events)

Primary endpoint: rPFS

100 1
100 Arm Median
4 Arm Median
%0 90 + Enza + Ra223 42.3 mo
i Enza + Ra223 19.4 mo
80 80 Enza 35.0 mo
Enza 16.4 mo
704 70 HR (95%Cl) 0.69 (0.52-0.90)
HR (95%Cl) 0.69 (0.54-0.87)
60 60 p-value 0.0031
p-value 0.0009 Enza

50 Enza + Ra223

40 40 -

Radiological Progression Free Survival (%)
Overall Survival (%)
3
1

30 4 Enza . a5
Enza + Ra223
20 ! 20
10 10
0 T T T I T T T T T T T T 0 T T T T T T T T 1 T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time in months Time in months
Patients-at-Risk (No. Cumulative Events) Patients-at-Risk (No. Cumulative Events)
Enza- 224 (0) 122(84) 52(128) 13(150) 7(155) 3(158) 0 (160) Enza- 224(0) 206(15) 107 (64) 58(90) 30(112) 14(123) 1(129)
Enza+Ra223- 222 (0) 138 (65) 64 (107) 32(123) 19(131) 9(135) 3(137) Enza+Ra223- 222(0) 194(21) 114(53) 71(73) 43 (90) 23 (101) 12 (105)

Combination of Radium-233 and enzalutamide improves rPFS (HR 0.69) and OS (HR 0.69)

Gillessen,S. et al.Annals of Oncology 2024
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1004 1004 Trtm/BPA Events/Total Median (95% CI)
BPQ:SG Evegsl?gﬂal gegtla(g g-:S?ggg] Enza/ BPA use 27/31 24.90 (16.82-29.93)
p e e Enza/ no use 23/27 12.91 (5.78-17.08)
904 — Y 456 2891 “gfg'gz-ﬂm 90 Enza+RAD223/BPAuse  19/24  28.85 (18.56-53.16)
ensar Enza+RAD223 / no use 23/31 13.24 (8.61-30.06)
+ Censor
80
80
70
70 =
g g
g ‘I-IJ_' 60+
w 60— =1
5 2
=] =
] = 504
E 504 =
g -
£ 8 40
@ o .
O 40+ =
& &
30
30 -
20
20 4
12.9 mo
10
10
l—‘ 0 T T T T T
0 : - - : : 0 17 a4 51 68 85
0 17 34 51 68 85 . .
Progression-free survival
. PFS . Patients-at-Risk
Patients-at-Risk Enza/BPAuse- 31 22 15 6 4 3 0
No- 57 25 14 5 3 2 2 Enza/nouse- 27 12 5 1 1 0
Yes- 56 42 29 17 12 7 1 Enza+RAD223/BPAuse- 24 19 14 " 8 4 1
Enza+RAD223/no use- 31 14 9 2 2 2

The use of BPA increases rRPS by 14 months (HR 0.6)

Saad, F. Presented atEAU 2025
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100 BPA exposure Events/Total Median (95% Cl) 100 4 Trm/BPA Events/Total Median (95% CI)
No (or started after fracture) 54/58 25.58 (19.55-34.96) Enza / BPA use 28/31 40.05 (32.10-47.57)
Yes 43/55 42.87 (36.40-52.67) Enza /no use 26/27 22.77 (18.50-29.83)
90 + Censor 90 Enza+RAD223 / BPA use 1524 71.59 (35.68-82.60)
Enza+RAD223 / no use 28/31 3069 (17.97-51.09)
+ Censor
80 80 1
704 = 70
g g
1]
> 60 -
@ 0 = 71.6 mo
= o
3 £
o £ 504
L =
E 50 =
s =
= 8 40
[ =
o 40 @
o o
o 30
30 22.8 mo
20
204
10
10
0 T T T T T
§ 0 18 36 54 72 90
0 1'8 3'5 5'4 7'2 9'0 Overall survival
. Patients-at-Risk
Overall survival Enza/BPAuse- 31 30 26 20 0 7 1
Patients-at-Risk Enza/nouse- 27 24 13 6 4 2 0
No (or started after fracture)- 58 50 31 21 14 8 4 Enza+RAD223 / BPA use- 24 24 19 15 13 " 8
Yes- 55 54 45 35 23 18 9 Enza+RAD223/no use- 31 26 18 15 10 6 4

The use of BPA increases OS by 17 months (HR 0.56)

Saad, F. Presented atEAU 2025
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Take home messages
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Take home messages BMUC
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* Combination of an ARPI and a PARPi in all comers progressing on ADT
alone ? NO benefit if not BRCA(1)/2 ;

* Combination in BRCA-altered progressing on ADT + ARPI ? No data

* Combination of Radium-233 and enzalutamide (+BPA), if EMA

approved, might be an interesting 1st line mCRPC for patient not
previously treated with an ARPI.
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