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Niveles de testosterona >50ng/dL o 1,7nmol/L

Cancer de Prostata Avanzado

Niveles de testosterona <50ng/dL o 1,7nmol/L

Enfermedad
localizada

Hormono-sensible (CPHS)
Recurrencia ..
bioquimica (PSA rise)

Resistente a castracion(CPRC)

Enfermedad
localizada

MO

M1

Mo

M1

Recaida / CPHSm
metacrénico

M1 De novo/
CPHSm sincrénico

Modificado de Scher et al, J Clin Oncol 2016



Cancer de Prostata Avanzado

Cancer de Prostata Hormonosensible metastasico

Enzalutamide

O Abiraterone ARCHES Apalutamide Doce + Abiraterone
LATITUDE ENZAMET TITAN PEACE-1
STAMPEDE

1940s

2015 2016 AW 2018 2019 2020 2021 2022

Docetaxel Radiotherapy M1 IDoce + Darolutamide
CHAARTED (low-volume) ARASENS
STAMPEDE STAMPEDE
Doblete (ADT + Docetaxel) x <L Triplete (ADT + Doce + ARSi)
ADT <L
x Doblete (ADT + Apa/Enza/Abi)

Sweeney CJ, NEJM, 2015; James ND, Lancet, 2016; Fizazi K, NEJM, 2017; Parker et al. Lancet 2018; James ND, NEJM, 2017; Armstrong AJ, JCO, 2019; Davis ID, NEJM, 2019; Chi KN, NEJM,



Cancer de Prostata Avanzado

Cancer de Prostata Hormonosensible metastasico

Enzalutamide

O Abiraterone ARCHES Apalutamide Doce + Abiraterone
LATITUDE ENZAMET TITAN PEACE-1
STAMPEDE

1940s

2015 2016 AW 2018 2019 2020 2021 2022

Docetaxel Radiotherapy M1 IDoce + Darolutamide
CHAARTED (low-volume) ARASENS
STAMPEDE STAMPEDE
Doblete (ADT + Apa/Enza/Abi) ﬁ Triplete (ADT + Doce + ARSi)

No comparados!!

Sweeney CJ, NEJM, 2015; James ND, Lancet, 2016; Fizazi K, NEJM, 2017; Parker et al. Lancet 2018; James ND, NEJM, 2017; Armstrong AJ, JCO, 2019; Davis ID, NEJM, 2019; Chi KN, NEJM,



Cancer de Prostata Avm

Cancer de Prostata Hormonosensible metastasico

ALTO volumen Metastasis viscerales y/o 24 metastasis 6seas (al
tumoral menos una fuera del esqueleto axial) Pruebas de imagen convencionales
(TC, GGO, RM)
BAJO volumen Todo aquel que no cumple criterios de alto
tumoral volumen

Enfermedad sincrénica / M1 de novo

Enfermedad metacrénica / recurrente

Sweeney CJ, NEJM, 2015



Cancer de Préstata Avanz

Cancer de Prostata Hormonosensible metastasico

Proportion Alive (OS)

Overall Survival
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Biologic difference between timing of

Months from ADT start

Bajo volumen - recaida M1 >

BAJO volumen

Percentage with low androgen singling

tumoral

0 II

HAR Lo

metastatic disease

p=0.001 @ Synchronous

I Metachronous

=0.002

IT

AR-A Low

Mediana OS ~8 afios

Enfermedad metacrénica / recurrente

Alto volumen - diagnéstico M1 de novo 2>

ALTO volumen

tumoral

Mediana OS ~3 afios

Patients with synchronous disease have lower Androgen
Receptor Activity (AR-A) and Hallmark Androgen Response
(HAR) gene signature scores in comparison with

Enfermedad sincrénica / M1 de novo

onous disease

Francini E, et al, Prostate 2018; Sutera PA, et al, Ann of Oncol, 2023



Cancer de Préstata Avanz

¢ TRATAMIENTO LOCAL en mHSCP de novo?

ENSAYO STAMPEDE Brazo H - Radioterapia en Cancer Préstata Hormonosensible metastasico

RT + TDA vs TDA

A Overall survival in low metastatic burden
100

B Overall survival in high metastatic burden

— Control
— Radiotherapy
80 N
3
g 60 .
g
3 40 3-yr OS: 81% vs 73% - 3-yr OS: 53% vs 54%
S HR: 0,68 (95%Cl: 0,52-0,90) HR: 1,07 (95%Cl: 0,90-1,28)
20 p=0,007 h p=0,266
0 T T T T T T T T 1 T T T T T T T T 1
6 12 18 24 30 36 2 48 54 0 6 12 18 2 30 36 42 48 54
Number at risk
(events)

Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25
Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 {19) 242 (10) 200 (15) 137 (11) 77 (5} 25

567 (11) 547 (42) 500 (5B) 428 (41) 312 (27) 245 (43) 161 (20) 100 (7) 48 (3) 13
553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44 (5) 20

Parker et al. Lancet 2018



Evnarimantal

Cancer de Prostata Avanzado

Treatment

CAantral

How to incorporate RT in these trials?

Cantral

Overall survial

LR (95% Cl)

p-value

Sweeney CJ, NEJM 2(

Patients with low-volume metastatic disease
A E
—~ 100 —— Standard of care with . 100
&3 orwithout abiraterone ) 80
s 80 —— Standard of care plus radiotherapy €
c = with or without abiraterone g % 60
| S 2 2
£ 3£ 4
3 2
&4 79.2m E
] g Log-rank test; p=0-0002
¢ HR 074 (95% C1 0-60-0-92); p=0-0069 o : | : : : :
T T T T T T
1 2 3 4 5 6 Y 1 2 4 5 6 7
Number at risk 53 . 3 m Number at risk
(number censored) (number censored)
- Standard of carewithor 253(0) 206(1) 146(4) 106(s) 83(6) 56(19) 37(33) Standard of care withor 200 (0) 185 (7) 162 (19) 140 (34) 119 (42) 86 (70) 46 (104) 19 (129)
without abiraterone
btandard of care plus radiotherapy 252(0) 216(1) 172(1) 134(3) 115(4) 84(21) 51(50) N R Stanc ‘l’ ‘l’ COMPLICACIONES GU 2)
- ] iraterone i
Enzalutamide + ADT+AA 0.70 (0.58-
ENZAMET NR 73.2m ' | 0.002
ADT +/-Doce 0.84)
FITAN Apalutamide + ADT NR 59 0.67 (0.51- 001
ADT +/- Doce ' 0.79) ’
. ADT + 0.75 (0.59-
PEACE-1 Abi + Doce + ADT NR 52.8 m ( 0.017
Doce 0.95)
. T+ Q 6 0.5?- , ,
15ARASBENScet oD Ao 2K DBt 7 A s ND, NEJM 2017; Armstrong ANRCO0 2019; Dad8DINAIM 2019; Chi KN, NE, M2079; Chi K JCXDFkazi

, Lancet 2022; Smith MR,



Cancer de Préstata Avanz

mHSPC

ALTO volumen
tumoral

High-volume mHSPC
(on the basis of conventional imaging)

Synchronous/de novo
metastases

Metachronous/relapsed
metastases

Enfermedad sincrénica / M1 de novo

Triplet therapy
Docetaxel + abiraterone + ADT
Docetaxel + darolutamide + ADT
(preferred)

or
Docetaxel + ADT — ADT/enzalutamide
Docetaxel + ADT — ADT/apalutamide

Triplet therapy
Docetaxel + ARSI + ADT
v
Doublet therapy

ADT + ARSI or docetaxel

Low-volume mHSPC
(on the basis of conventional imaging)

BAJO volumen
tumoral

Synchronous/de novo
metastases

Metachronous/relapsed
metastases

Enfermedad metacrénica / recurrente

Triplet therapy
Docetaxel + ARSI + ADT
v
Doublet therapy
ADT + ARSI or docetaxel
#

Radiation to the
primary (+pelvis)

Doublet therapy
ARSI + ADT

McManus HA, J Clin Oncol, 2023
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Cancer de Préstata Avanz

- Real-World Treatment Trends Among Patients with
- Metastatic Castration-Sensitive Prostate Cancer: Results

-
from an International Study 2016 - 2018
2019 - 2020
FRANCIA UK
100 1 100
90 NHT 90 NHT
£ 804 M Abiraterone 2 80 M Abiraterone
& 704 Apalutamide & 70 M Enzalutamide
g 604 M Enzalutamide 8 604
5 50 38 S 501
£ 404 T 40
5 FE 8 50l o
101 ]
01 —n_ — 18 1 A
ADT & ADT £ NHT | NHT Taxane CT | Taxane CT ADT + ADT + NHT | NHT Taxane CT | Taxane CT
1stgen NSAA | 1stgen NSAA | 2016-2018 | 2019-2020 +NHT +NHT stgen NSAA | 1stgen NSAA || 2016-2018 | 20192020 +NHT +NHT
2016-2018  2019-2020 2016-2018  2019-2020 2016-2018 20192020 2016-2018  2016-2020
ESPANA
100
90 NHT
£ 80 M Abiraterone
8 70 M Enzalutamide
8 60
5 50
e 40
8 30
& 20
10 1

2016-2018 | 2019-2020

+ NHT

2016-2018 2019-2020

Taxane CT | Taxane CT

2016-201812019-2020

Other
2016-2018

Other?
2019-2020

Barata PC, The Oncologist, 2023



Cancer de Prostata Avanzado

Niveles de testosterona >50ng/dL o 1,7nmol/L Niveles de testosterona <50ng/dL o 1,7nmol/L
Hormone - Sensitive (HSPC) Castration — Resistant (CRPC)
Localized disease EIORIIIEE] . Metastatic HSPC Non-metastatic Metastatic CPRC
recurrence (PSA rise)
, Mo Mo
Localized
disease
I M1 M1
Recaida / CPHSm M1 De novo/
metacronico CPHSm sincronico

Modificado de Scher et al, J Clin Oncol 2016



Cancer de Prostata Avm

CROSS-RESISTANCE

ARSi after ARSi

PREVAIL
(Enza)

PFS PFS
= I

Abi 2 Enza COuU-302 Enza = Abi
(Abi)

Estrategia subdoptima

Khalaf D, Lancet Oncol 2019; Lorente D, Lancet Oncol 2015; Van Soest, Eur Urol 2015; Climent MA, Eur J Cancer 2022; Oudard S, ASCO GU 2023, Abstract 157



CPSH metastasico

ADT monoterapia

Doblete (ADT + Docetaxel!

Doblete (ADT + ARSi)

Triplete (ADT + Doce + ARSi)

Cancer de Préstata Avanz

CPRC metastasico

ARSI [Abiraterona / Enzalutamida]
Docetaxel

ARSI [Abiraterona / Enzalutamida]
Cabazitaxel
Ra-223

Supervivencia Global

Experim Control HR (IC 95%) p-valor
g:)):e?;z:el vs Mitoxantrona 19,2m 16,3 m 0.79(0,67-0,93) 0,004
zgil:::rzona/P vs Placebo/P 34,7m 30,3m 0,81 (0,70-0,93) 0,003
:::;f::::mida vs Placebo 353m 31,3m 0,77 (0,67-0,88) <0,001

Supervivencia Global

Experim Control HR (IC 95%) p-valor
Z:g:zli(t:axel vs Mitoxantrona 151m 12,7m 0.70(0,55-0,83) <0.001
f\ﬁi‘:;f:ina /P vs Placebo/P 15,8 m 11,2 m 0,74 (0,64-0,86) <0,001
o ve Placebo 184m 13,6m | 063(0,53-0,75) | <0,001
:::Tt:vl::(z::B vs Placebo 14,9 m 113m 0,70 (0,58-0,83) <0,001

Tannock IA, NEJM 2004; Ryan CJ, NEJM 2013; Beer TM, NEJM 2014; de Bono JS, Lancet 2010; de Bono JS, NEJM 2011; Scher H, NEJM 2012; Parker C, NEJM 2013



Beneficio de cabazitaxel tras docetaxel & ARSI

CARD -STUDY DESIGN-

- Multicenter, randomized, open-label study
- Enrollment: Nov 2015 - Nov 2018
Median follow-up: 9.2 months

Patients with mCRPC who
progressed < 12 months on
prior AR-targeted agent

(before or after docetaxel)*

N=255

Stratification factors:
ECOGPS (0/1vs 2)
time to disease progression (< 6 vs > 6-12 months)
- timing of previous alternative AR taraeted agent (before vs after docetaxel)

Cancer de Préstata Avanz

A Overall Survival

100 No.of  Median Overall Survival
90 Patients (95% CI)
mo
a 80 .
5 o Cabazitaxel 129 13.6 (11.5-17.5)
E 2 Androgen-Signaling— 126 11.0 (9.2-12.9)
< 60 Targeted Inhibitor
E E 504 Hazard ratio for death,
2 0.64 (95% Cl, 0.46-0.89)
g §° 40 P=0.008
30 Cabazitaxel
4 20
10 Androgen-signaling—targeted inhibitor
0 T T T T T T T
0 3 6 12 18 24 30
Months
No. at Risk
Cabazitaxel 129 122 9 77 51 21 8 2
Androgen-signaling- 126 116 88 64 39 11 3 0
targeted inhibitor
Cabazitaxel (25 mg/m? Q3W) Endpoints
+ prednisone + G-CSF® "
n=129 Primary: rPFS
Key secondary: OS, PFS, A Imaging-Based Progression-free Survival
PSA response, 100 No.of  Median Imaging-Based
tumor response - 90 Patients  Progression-free Survival
Other secondary: £% 80 (95% C1)
Abiraterone (1000 mg QD)  Pain response, 8 704 me
Bt time to SSE, safety, .'s:g L Cabazitaxel 129 8.0 (5.7-9.2)
OR FACT“" EQ-5D-5L, [ ‘E 504 Androgen-Signaling— 126 3.7 (2.8-5.1)
Enzalutamide (160 mg QD) biomarkers s H Cabazitaxel Targeted Inhibitor
n=126 &g 409 Hazard ratio for imaging-based
89 i death,
304 And ~ progression or death,
g signalig. 0.54 (95% Cl, 0.40-0.73)
20- signaiing
o targeted P<0.001
10+ inhibitor
0 T T T T T T T
0 3 [ 9 12 18 24 30
Months
No. at Risk
91 64 41 23 9 2 1
61 36 22 7 3 1 0

Standard of care after docetaxel and ARSi

De Wit R, et al, N Engl J Med 2020



Cancer de Préstata Avanz

Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients n
. . = =3 T
* Previous treatment with both 3 o 177Lu-PSMA-617 targeted radioligand therapy
2 1 androgen receptor N 2 %
pathway inhibitor - g % 77Lu-PSMA-617 binds to PSMA
. 3 on the cell membrane with high affinity
1 or 2 taxane regimens Protocol-permitted SOC = z 1o — B particle emission
Protocol-permitted standard of care alone 50) ulFT—— r°
(SOC) planned before randomization N } A
Excluding chemotherapy
:nmv’zst’i“’;:i;aa%rrj‘ds'“m‘223v + Randomization stratified by + CT/MRI/bone scans N
9 9 + ECOG status (0-1 or 2) «  Every 8 weeks (treatment) Endocytosis @”
ECOG performance status 0-2 « LDH (high or low) « Every 12 weeks (follow-up) i /L
Lifn avnactanou s & manthe + Liver metastases (yes or no) *  Blinded independent }; Prostate cancer cell
PSMA-positive mMCRPC on PET/CT + Androgen receptor pathway central review and neighbouring
with 68Ga-PSMA-11 inhibitors in SOC (yes or no) cell death
DNA damage

d

Centrally read PSMA PET imaging criteria

+ =1 PSMA-positive metastatic lesion
* Positive =SGa uptaks = livee - PSMA criteria met 869/1003 (86.6%)
«+ No PSMA-negative metastatic lesions PSMA criteria not met 126/1003 (12.6%)
» Bone with soft tissue component = 1.0 cm

* Lymphnode 22.5 cm
+ Solid organ = 1.0 cm

Sartor O, et al. N Engl J Med 2021



B Overall Survival

No. at Risk

L7 u-PSMA-617+standard care

Standard care alone

Percent of Patients Alive

Cancer de Préstata Avanz

A ging-Based F free Survival
1004 No. of Events/
90 Mo. of Patients ~ Median
3 20~ ma
£5 4. 7Ly PSMA-617+  254/385 57
2’ Standard Care
22 g0 77Lu-PSMA-617+standard care Standard Care 93/196 34
ﬁ E 50- Alone
40 Hazard ratio for progression or death,
s § 0.40 (99.29 C1, 0.29-0.57)
‘g 2 30 P=0.001
204
&
10+
0 T T T T T T T 1
0 2 o 1z 14 1s 18 20 22
M since Randomizati
Mo. at Risk
77 u-PSMA-617+standard care 385 362 272 215 182 137 &8 71 49 21 6 1
Standard care alone 196 119 14 13 7 7 3 2 0 1]

No. of Events/
1004 No. of Patients Median
90+ ma
TLu-PSMA-617 + 343551 15.3
80+ 177 u-PSMA-617+standard
u +standara care ard Care
70 Standard Care  187/280 113
60 Alone
50 Standard care alone Hazard ratio for death,
0.62 (95% CI, 0.52-0.74)
40+
30+
204 +
104
0 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 2 24 26 28 30 iz
Months since Randomization
551 535 506 470 425 377 332 289 236 166 11z &3 36 15 5 2 0
280 238 203 173 155 133 117 98 73 51 3316 6 2 ] 0 0

Cabazitaxel or 177Lu-PSMA-617

?

?

Sartor O, et al. N Engl J Med 2021




TheraP Trial Schema

177Lu-PSMA-617

8.5 GBq IV g6 weekly

¥ 0.56Bq each cycle
Up to6 cycles

KEY ELIGIBILITY

+ mCRPC post docetaxel

+ Rising PSAand PSA 2 20 ng/mL
+ ECOG 0-2

SPECT/CT @ 24 hours
suspend Rx if no or minimal
uptake (centrally reviewed)

200 men 1:1 randomisation
11 sites in Australia
Stratified by
isease burden (>20 sites vs
+ Prior enzalutamide or abiraterone
* Study site

%8Ga-PSMA-11 + FDG PET/CT

* PSMA SUVmax > 20 at any site

« No FDG positive/PSMA negative
sites of disease

* Centrally reviewed

CABAZITAXEL

20mg/m? IV g3 weekly,
Up to 10 cycles

1.00

0.75+

0.50

Proportion Alive

0.254

0.00+

Cancer de Prostata Avanzado

Change from baseline (%)

100+
80
60
40
204
oA
=20 -
40
-60
-80

PSA reduction 250%

from baseline

I No

B Yes

I No post-baseline
PSA assessment

37% (95% C1 27-46)

________ “"ﬂhuuumwm

=100

1 1
—_—
g
E
=
F

66% (95%Cl 56-75)

| | 1 1

:

:

:
: é
==
|
r——
|
|
———————
=
=
s —
_—
——
_—
=
=

Cabazitaxel (n=101)

No difference in OS
HR 0.97 95%Cl 0.70-1.4 P=0.99

Cabazitaxel
77Lu-PSMA-617

["’Lu]Lu-PSMA-617 (n=99)

Cabazitaxel or 77Lu-PSMA-617

??

Number at risk
Cabazitaxel 101
Lu-PSMA 99

82
94

75
88

68

12

60
63

T

15

51
54

T

18
Months

45
41

T

21

35
35

T T T T T

24 27 30 33 36
30 22 14 9 6
30 28 23 20 11

Hofman MS, et al, Lancet 2021; Hofman MS, ASCO 2022




Before docetaxel ...

PSMAfore: a phase 3, randomized, open-label study

Eligible adults
= Confirmed progressive mCRPC

= > 1 PSMA-positive metastatic
lesion on [f8Ga]Ga-PSMA-11
PET/CT and no exclusionary
PSMA-negative lesions

= Progressed once on prior
second-generation ARPI

- Candidates for change in ARPI

= Taxane-naive (except
[neo]adjuvant > 12 months ago)

- Not candidates for PARPi
= ECOG performance status 0—1

ERIESVD ™

177 u-PSMA-617
7.4 GBq (200 mCi) + 10%
Once every 6 weeks for 6 cycles

Crossover allowed upon
radiographic progression
by BICR

rPFS by BICR

ARPI change

abiraterone or enzalutamide

Stratification factors
= Prior ARPI setting (castration-resistant vs hormone-sensitive)
= BPI-SF worst pain intensity score (0-3 vs > 3)

Cancer de Préstata Avanz

Event-free probability (%)

100

Updated HR: 0.43 (95% CI: 0.33, 0.54)

Event-free probability (%

HR:

100

80

60

40

20 +

0

(n=234)

80 Events,n 115 (49.1%)

Y Median rPFS 12.02 months
60 1 s, (95% Cl) (9.30, 14.42)
40 S
20{ —="Lu-PSMA-617 \“*“Mi_

T —ask A — A
[

-#-- ARPI change
0 2 4 6 8 10 12 14 16 18 20 22
Time from randomization (months)

0

Number of patients still at risk
234 216 174 150 125 82 64 45 20 10 2
234 197 126 79 65 36 21 12 8 4 1 0

o

1.16 (95% CI: 0.83, 1.64)

177 y-PSMA-617| ARPI change

(n = 234)
168 (71.8%)

5.59 months
(4.17, 5.95)

177 y-PSMA-617 ARPI change

(n = 234)
13.08 months
65 (27.8%)
19.71 months
(17.81, NE)

Crossover: 123/146 (84.2%)
patients who discontinued with
radiographic progression

n = 234

Median follow-up 12.72 months

Events,n 69 (29.5%)?
Median OS 19.25 months

(95% CI) (16.95, NE)

77Lu-PSMA-617
—— ARPI change
0 6 12 18 24 30

Time from randomization (months)

Sartor O, et al. ESMO 2023 LBA




After ADT or ADT + docetaxel

Radium-223

Study population

« Patients with mCRPC
and bone metastases
+ Asymptomatic or
mildly symptomatic*
*WHO PS of 0 or 1
+No prior it

N=446**

with enzalutamide or

+No known visceral
metastases

+Ongoing ADT

*defined as brief pain inventory WP24 score < 4

** original target accrual N=560, adapted for slow accrual

JESMD”™

ADT 70%

Prior docetaxel (30%) and abiraterone (3%) was allowed for mHSPC

Prostate cancer cells

Ra223
55 kBag/kg iv every 4 weeks
for 6 cycles plus
Enzalutamide 160 mg od

Stratification factors

141 + Country
s + Baseline pain (BPI worst pain 0-1 vs 2-3)
Ra223 L J

+ Prior docetaxel (yes vs no)
« Use of bone protecting agents
« Prior abiraterone (yes vs no)

Enzalutamide 160 mg od

(woven bone)

Range of
alpha particle

Osteoblasts

Radium-223 binds with
hydroxyapatite and is
incorporated into the.

& rasunzn

Primary endpoint
« rPFS

Key secondary
endpoints

« Safety

Overall Survival

Time to next treatment
Time to pain progression
Time to first SSE
(symptomatic skeletal
event)

(after inclusion of 119 patients)

Use of bone protecting agents (BPA) made mandatory

Cancer de Préstata Avanz

Radiological Progression Free Survival (%)
o
3
!

Enzalutamide + Ra223

24mo rPFS:
36% vs. 45%

“Enzalutamide '

Y T

Arm n/N

Median (95%Cl)

Enzalutamide + Ra223  139/222 19.4 (17.1-25.3) mo

Enzalutamide 160/224 16.4 (13.8-19.2) mo
HR (95%Cl) 0.69 (0.54-0.87)
Log-Rank p-value 0.0009

Assumption of proportional hazard achieved

Time in months
Patients-at-Risk (No. Cumulative Events)

Enza- 224(0) 122(84) 52(128) 13(150) 7(155) 3(158)
Enza+Ra223- 222(0) 138(65) 64(107) 32(123) 19(131) 9 (135)

—)
—)

— Tt T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72

0(160)
3(137)

Enza+Ra223
(N=218)
Patients
N (%)

/Adverse events (AEs) 218 (100) 216 (96)
Drug-related AEs 183 (84) 158 (71)
Serious AEs 93 (43) 66 (30)
Serious drug-related AEs 18 (8) 3(1)
Grade 3-5 AEs 143 (66) 125 (56)
Grade 3-5 drug-related AEs 61 (28) 42 (19)
Death due to AE 7(3) 4(2)
Death due to a drug-related AE 0 0
Treatment discontinuation due to toxicity

Enzalutamide 13 (8) 12(7)

RA223 7(3)

Gillessen S, PEACE-3, Presented at ESMO 2024



Co-occurring genes

AT
BRCA1
BRCA2
BARD1
BRIP1

CDK12 only,
28%
ATMonly

% BRCAT only

CDK12
No HRR alteration detected CH E K 1
CHEK?2
PROfound STUDY DESIGN

T WY  Olaparib 300 mg
Key eligibility criteria ons:
N

[7]
BRCA1, BRCA2 or ATM
* mCRPC with N=245 Phys 's choice®
disease progression
on prior NHA, eg

Upon BICR p

RAD51B
RAD51C
RAD51D
FANCL
PALB2
PPP2R2A
RADS4L

Primary Endpoint

Radiographic progression-free
survival (rPFS) in Cohort A
(RECIST 1.1 & PCWG3 by BICR)

abiraterone or 2:1 randomization )
enzalutamide Open-label physician's choice patients were

allowed to cross over to olaparib
* Alterations in 21 of

any qualifying gene BN Olaparib 300 mg bi
with a direct or n=94

o 0 .
indirect role in HRR' WY Physician's choicet

Stratification factors
« Previous taxane
* Measurable disease

Key Secondary Endpoints

« IPFS in Cohorts A+B

« Confirmed radiographic objective
response rate (ORR) in Cohort A

« Time to pain progression (TTPP)
in CohortA

« Overall survival (0S) in Cohort A

*An investigational Clinical Trial Assay, based on the FoundationOne® CDx next-generation sequencing test

Dy ped in ip with F ion Medicine Inc, and used to prospectively select patients harboring alterations in BRCA1, BRCA2, ATM,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RAD51D and/ or RAD54L in their tumor tissue

OCETAXEL-> 65%

Cancer de Préstata Avanz

No. of Deaths/ Median Overall Survival
COHORT A (BRCA1, BRCA2, ATM) | No-ofDesthe/ v
mo
Olaparib 91/162 19.1 (17.4-23.4)
100- 91% Control 57/83 14.7 (119-18.8)
84%
%04 Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97)
2sided P=0.02
804 @, 61%
g 7 o
5 42%
£ 60
b
L e R SGn] TEERe.
‘s
= 40
H
13
5 304 Olaparib
)
5
20 Control
10
T — T — T+ T T T T T T
2 4 8 10 12 14 16 18 20 22 24 2 28 30 32 34
Months since Randomization
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

COHORT B (Otras alteraciones)

No. of Deaths/ Median Overall Survival
No. of Patients (95% C1)
mo
00 94% Olaparib  69/94 14.1 (1L1-15.9)
1007 81% Control 31748 115 (8.2-17.1)
90-{ 5
57% Hazard ratio for death, 0.96 (95% C1, 0.63-1.49)
80-{
g e
B 32%
£ 60
g
L e A
‘s
£ 4
g Control
5 304 &
20-
104
— e S A s A
2 4 8 10 12 4 16 18 20 22 24 26 28 30 32 34
Months since Randomization
No. at risk
Olaparib 9 94 90 8 73 S8 50 45 35 25 17 12 9 4 1 0 0 0
Control 48 46 41 37 32 25 21 20 18 10 9 7 4 2 0 0 0 0

De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020



TRITON3

Key eligibility criteria

« Chemotherapy-naive
mCRPC

« BRCA or ATM alteration?

« 1 prior second-generation
ARPI in any setting®

Prior docetaxel or other
taxane chemotherapy for
castration-sensitive disease
was permitted

Randomizatio

Stratification:
« ECOGPSOvs 1

Hepatic metastases yes
Vs no

BRCA1 vs BRCA2vs ATM

Cancer de Prostata Avanzado

Rucaparib (n=270)
600 mg BID

Physician’s choice (n=135)c
Docetaxel (n=75)
or

Second-generation ARPI (n=60)

Abiraterone
acetate

Patients who progress on physician’s choice

of tr may be cc
crossover to rucaparib

or Enzalutamide

Endpointsd

Primary:
» rPFS by IRR

Key secondary:
- OS
« ORR by IRR

Subgroup analyses:

» OS andrPFS for
rucaparib vs docetaxel or
second-generation ARPI

Fizazi K, et al. N Engl J Med 2023



Percentage of Patients with
Progression-free Survival

Median Progression-free
Survival (95% CI)
mao
Rucaparib 11.2 (9.2-13.8)
Docetaxel 83 (6.1-9.9)

Hazard ratio, 0.53 (95% CI, 0.37-0.77)

Percentage of Patients with
Progression-free Survival

201(0) 169 (18) 124 (42) 83 (70) 55 (89) 41(95) 27 (103) 16 (109) 13 (110) 10 (112) 7 (113} & (113) 3 (115) 2 (115) 2(115) O(115)
60(0) 44 (10) 32 (18) 14 (29) {

Median Progression-free

Survival [95% CI)
mao
Rucaparib 112 (9.2-13.8)
Control 6.4 (5.4-8.3)

Hagzard ratio, 0.50 (95% CI, 0.36-0.69)
P<0.001 by log-rank test

201(0) 169 (18) 124 (44) 83 (70) 55 (89) 41(35) 27 (103) 16 (10) 13 (110) 10(112) 7 (113) &(113) 3 (115) 2 (115) 2(115) 0(115)
101(0) 69(21) 42 (42) 19 (55) 7)

Cancer de Préstata Avanz

B Rucaparib@s. Second-G

Progression-free Survival
&
1

Perce ntage of Patients with

ARPI ies in the BRCA Subgroup

Median Progression-free
Survival (95% Cl)

mo
Rucaparib 11.2 (9.2-13.8)
Second-Generation ARPI 4.5 (3.3-5.8)

Rucaparib Hazard ratio, 0.38 (95% CI, 0.25-0.58)

Second-generation ARPI

No. at Risk (no. of

201(0) 169 (18) 124 (44) 83 (70) 55 (9) 41 (95) 27 (103) 16 (109) 13 (110) 10 (112) 7 (113) &(L13) 3 (115) 2(115)
41(0) 25(11) 10(24) 58 3(28) 0(28)

2(115) 0(115)
2(28) 2(28)

Median Progression-free
Survival [95% CI)

mo
Rucaparib 81(5.5-83)
Control 6.8 (4.0-10.4)

Contral Hazard ratio, 0.95 (95% Cl, 0.59-1.52)

Rucaparib

events)
Rucaparib
Second-generation
ARP)
C ATM Subgroup
100
a0+
=
§ '_5 0+
2% o
£F o
s ‘E 50+
&.2 40-
£ 30
g 204
104
o
o

No. at Risk (no. of
events)

Rucaparib

Centrol

69(0) SL(L) 31(24) 16(38) G(46) 5(47) 4(47)
3400) 2804

3(47) 2(48) 2(48) 2(48) 1(49)

1(48) 0(49)
9(l5) 4(24) 205 1(26) 1(28) 1[6) 027

16 {14)

Fizazi K, et al. N Engl J Med 2023



Cancer de Prostata Avm

Crosstalk between Androgen Receptor and DDR pathway

The rationale for combining PARPi with NHT

ndrogen @ P .
@ ecemm 5w " NHTs induce a phenotype Suppressed AR function
—— TA:anscriplionaI =3 * .. “ - resemb”ng HRR causes an Upl’egu|ati0n Of
=== activiy of AR - & - deficiency PARP

Y
NHTs prime tumor cells
for PARP inhibition

(" Parpi )
A\

PARP inhibitors may

il augments gl attenuate resistance to

activity NHTs
'
PARP inhibitors extend the
benefits of NHTs

Adapted from Bin Gui et al, PNAS 2019



Cancer de Prostata Avanzado

MAGNITUDE

Study start: February 2019 prescreening for Allocation 11
BM status® to cohort randomization

Patient eligibllity
+ L1 mCRPC
+ 54 months prior AAP allowed [T RY Gl  Primary endpoint
for mCRPC HRR BM+ +(PFS by central review .
+ ECOGPSOor1 HRR BMs Plan: N = 400 Y T t t .
=L = ned oo e [|p—— ratamiento:

« Time to cytotoxic chemotherapy

e e modcranotr s B8 [ g iPARP + ARSi vs placebo + ARSi

mCSPC COK12

+ Prior AR for nmCRPC or it Other prespecified endpoints
mCSPC HDAC2 Niraparib + AAP Time 1o PSA progression

+ Prior AAP for L1 mCRPC PALB2 HRR BM- s
+ HRR BM+ cohort only: Planned N = 600 m « Time o pein progression s .

protiazoe e  Poblacion de pacientes:

T
unblinded by the study steering committee
T W s -
, tssue andior Patients plasma only investigator's choice. m

PROpel
Permitido docetaxel y otros ARSi en CPSHm / CPRCnm

Patient population Primary endpoint
* 1L mCl + Radiographic progression or death (rPFS)
e et s6ssesiend 80% de los pacientes incluidos > TDA monoterapia

+ No prior abiraterone

+ Other NHAs allowed if
stopped 212 months prior
to enroliment

« Ongoing ADT

+ ECOG 0-1

Key secondary endpoint

« Overall survival (alpha control)

Additional endpoints

+ Time to first subsequent therapy or death (TFST)

« Time to second progression or death (PFS2)
Stratification factors

S ole o ltant Fotiatasns’ Placebo + Obijective response rate (ORR)
» .~ .
bone only vs visceral vs other s + HRRm! prevalence (retrospective testing) d I d
et abiraterone 1000 mg q@* ° Diseno del estudio

* Health-related quality of life

———— MAGNITUDE: Pre-screening molecular = HRR+ vs HRR-

yes vs no n=397

TALAPRO-2
TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study PROpel y TALAPRO-2 > pOblaCién no seleccionada (all comers)

Patient population Talazoparib 0.5 mg* + Primary endpoint

+ rnenceo e e Analisis retrospectivo (PROpel) y prospectivo (TALAPRO-2) de alteraciones en genes

+ ECOG performance status (PS) 0 or 1 blindedindependent central review (BICR)
(N=402)

Stratification factors Key y endpoint
« Prior abiraterone® or docetaxel in -+ Overall survival (alpha protected)
E D o HRR
* HRR gene alteration status Other secondary endpoints
(deficient vs nondeficient or unknown)
+ Time to cytotoxic chemotherapy
Placebo + +  PFS2 by investigator assessment”
enzalutamide 160 mg, once - Objective response rate (ORR)

All comers (Cohort 1),

daily +  Patient-reported outcomes

(N=403) - safety
(Data cutoff: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

HRRm only (Cohort 2),

Chi K, et al, ASCO GU 2022; Chi K, et al, J Clin Oncol 2023; Clarke et al, NEJM Eidence 2022; Agarwal N, et al, ASCO GU 2023



~ MAGNITUDE

Study start: February 2019 prescreening for Allocation 11
BM status® to cohort randomization
+ L1 mCRPC
« 54 months prior AAP allowed Niraparib + AAP Primary endpoint
for mCRPC HRR BM+ - IPFS by central review
S EC00ER 000t HRR BMs Planned N = 400
+ BPI-SF worst pain score <3 panet. Sasoadaty sadpoiets
Any ST
Stratifications Brcaz - Time to symptomatc progression
~ Prortaxane-based chemofor  —»  BRPT os
mCSPC Coxrz
+ Prior AR for nMCRPC of el Other prospociied endpoints

A
mCSPC HDAC2 Niraparib + AAP * Time to PSA progression
- Prior AAP for L1 mCRPC Pais: HRR BM- Lae
* HRR BM+ cohort only. Planned N = 600 + Time 1o pain progression
+ BRCAY2va oer HRR  Patentaporied acomes

gene alterations

Cancer de Prostata Avanzado

HRR Negativo

HRR Positivo

Note: Patients could be
i . nblinded by the study steering
- T - b o and goonto of the

10 test by tissue to confirm HRR BM- status.

PROpel
Patient population ey snopolet
+ 1L mCRPC + Radiographic progression o death (1PFS)
* Docetaxel allowed at by investigator assessment

mMHSPC stage
+ No prior abiraterone Key secondary endpoint

+ Other NHAs allowed if
stopped 212 months prior
to enroliment

Ongoing ADT

+ ECOG 0-1

« Overall survival (alpha control)

Additional endpoints

« Time to first subsequent therapy or death (TFST)
« Time to second progression or death (PFS2)
Objective response rate (ORR)

+ HRRm! prevalence (retrospective testing)
Health-related quality of life

Safety and tolerability

Stratification factors

+ Site of distant metastases: o
bone only vs visceral vs other ~ EEEN

+ Prior taxane at mHSPC: IR

yes vs no n=397

Placebo

TALAPRO-2

TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population Primary endpoint
+ Firstline mCRPC em";':c":::i";“ mg, Radiographic progression-free survival (iPFS) by
GO0 riomares Satis (PS) O or] blinded independentcentral review (BICR)
(N=402)
Stratification factors Key y endpoit
+ Prior abiraterone® or docetaxel in ~ Overall survival (alpha protected)
castration-sensitive sefting (yes vs no)
HRR gene alferation status
(deficient vs nondeficient or unknown)

(N=805)

Other secondary endpoints
+ Time to cytotoxic chemotherapy
Placebo + « PFS2 by investigator assessment”
‘enzalutamide 160 mg, once - Objective response rate (ORR)

All comers (Cohort 1),

— daily - Patientreported outcomes

nt
orunknown e HRRM (N=403) - Safety
s 9 N=230 (Data cutoff: August 16, 2022)

AT () Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,

CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

Chi K, et al, ASCO GU 2022; Chi K, et al, J Clin Oncol 2023; Chi K, Eur Urol Oncol 2025; Clarke et al, NEJM Eidence 2022; Agarwal N, et al, Lancet 2023

Patients without events. (%)

Talazopar pos enzautamide 402 379 353 326 318 285 256 234 226 209 153 15

(
Placebo pls enzalutamide. 403 346 3

Composite Progression Endpoint 100
or PSA pi 90

PBO + AAP

PFS (%)

a0 NIRA + AAP

40 NIRA + AAP 3 NIRA + AAP
20 { PBO + AAP X PBO +AAP
20 10 (4R, 0.60;95% C1,0.49.0.86)
0+ 0 3 6 9 12 15 18 21 24 27 30
0 3 6 9 2 15 ) X
oS Sren e ean et Time Since Random Assignment (months)
No.atisk:
;o = - u . ° NRALARP 212 197 174 136 108 75 S0 23 M 2 0
v o " w0 “ . o PBOLAAP 211 87 s 103 1 s 41 2 9 2 0
s —

Probabiltyof Imaging based Progresion-Fre Survval

s, Medin I
mo)
021 Abisterone + Olaparib 157 093) s
Abiraterone + Pacebo. a9 164

Hazard i for disesse pogresion o desth, 061
(5510910070

EERRERE AR R R R )
Time from Random Assgnment (o)
No.xt Risk

bttt S - ALL COMERS

A Mipatens
0 Nomberofevent/ Medisnpragresion-free
Sy I patients survival(95% 1, months
Ty Tolazoprspsenaktamide 151402 Notrexched 075 ot resched)
b ph enatamide 191403 n5066250)

-feesurvival (%)

o
ooty B
S

8

g w0

F | —ratopurtpis ctamise

£ | rueopusencauiamie

£ 2] souinet

H Voo dsese rogressonrdsth, 06355 1051-078)

= P<0.0001

I S I S P R R R A N N N N N N

Nomberat i
e oo

B w7 & 6w B 2 2 1 0
) (14) @7) GS) G9) @B) (55) (62) (63) 03) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) 250) 251)
00 185 179 154 140 124 9% 68 1101 0

© @0 G5 @) 60 () 75 60) (82 (90) (95) (109) (30) (159 (172) (473) (199) (209) (211 (211) @11) (212)




Cancer de Prostata Avanzado

~ MAGNITUDE

Study start: February 2019 prescreening for Allocation 11
BM status® to cohort randomization

L1 meRPe
+ 54 monis prior AP allowed Primary endpoint
for mCRPC HRR BM+ " 1PFS by centalreview
S EC00ER 000t HRR BMs Planned N = 400
+ BPI-SF worst pain score <3 7’7’:‘ ‘Secondary endpoints.

sncat + Time to cytotoxic chemotherapy
Stratifications BRCA2 + Time to symptomatic progression
~ Prortaxane-based chemofor  —»  BRPT 0s
mCSPC coxi2
+ Prior AR for nmCRPC or oy Other prospociied endpoints
mCSPC HoAC? Niraparib + AAP  [IEESCITE SV
+ Prior AP for L1 mCRPC PaLB2 HRR BM- - ORR

. PFS2

* HRR BM+ cohort only. Planned N = 600 = Time 1o pain progression
+ BRCA1/2vs other HRR + Patient.eporied outcomes

i
o e e SO e HRR Positivo HRR Negativo
10 test by tissue to confirm HRR BM- status. p

PROpel °

B
10 0a1
Patient population TkTiary (dpoln 031 _osd
+ 1L mCRPC * Radiographic progression or death (rPFS) § e + Olaparib (1=279)
« Docetaxel allowed at investigator assessment | i
mHSPC stage b : Abrsterone + Olapari (n-111) %
+ No prior abiraterone X £ o £ oe
ey secondary endpoint a i
+ Other NHAs allowed if [ ]
stopped 212 months prior « Overall survival (alpha control) i o8 £ o5
to enroliment & ] &
Additional endpoints 8 o5 5 o0ed
+ Ongoing ADT = £ £
+ ECOG 0-1 + Time to first subsequent therapy or death (TFST) £ £ .
1 4 Abirsterone + Placebo (1-273)
e " « Time to second progression or death (PFS2) £ o Medan
tratification factors. = fo- mo)
e L Okt eitatases’ Placebo « Objective response rate (ORR) Events, 02 Ao + Olpary notn us
+ 5 No. (%) (mo) raterone + Pl
— Rm! prevak pect
5 :’"E:’"‘y ] "('”f";;,‘es e abiraterone 1000 mg qd* HRRIY prevalance ((siospecis teatng) Abiaterone + Olaparlb 5087) 238 11 Hazard ratiofor disease progression or deth, 072
rior taxane at mi g = « Health-related quality of life Abiraterone + Placebo 78 (673) 18 {95%C1, 0,56 10 0.93)
yes vs no n=397 0.1 Abiraterone + Placebo (n=115) .
+ Safety and tolerability o e o e progrsion or dst 045 R R E R
Time from Random Assignment (me)
BEEREREEEE R R R K
Time from Random Assignment (mo) No. at Risk
TALAPRO_Z Abiraterone + Olaparib 279 271 247 245 234 233 220 216 212 198 194 188 175 168 15¢ 152 151 114 111 110 63 59 52 41 39 21 20 18 3 3 3 0
No. at Risk. Abiraterone + Placebo 273 268 243 240 227 225 209 204 198 177 173 162 150 145 126 122 118 94 92 90 57 54 47 31 30 18 W 13 2 2 o
Abiarone + lapar 111 105 % 54 30 %0 8 85 £ 7 75 T 6 @ 6 @ 6 4 4 4 R 0B MW 8L 2110
TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study Abirone + Plasbo 115 112 % 2 %1 86 75 78 7 & 66 5% M 3 4 46 46 B R W L LM 7 73 220 000 ¢
B Patients with HRR gene alteration status of deficient 100 Numberof events/  Median progression-ree

100

number of patients ~survival (95% CI),months
145317

ot
wg enalvtamide 1421319 25(191-305)

e
"M—H .

Patient population Primary endpoint
+ Firstline mCRPC em";':c":::i";“ mg, Radiographic progression-free survival (iPFS) by
GO0 riomares Satis (PS) O or] blinded independentcentral review (BICR)
(N=402)
Stratification factors Key y endpoit
+ Prior abiraterone® or docetaxel in ~ Overall survival (alpha protected)
castration-sensitive sefting (yes vs no)
HRR gene alferation status
(deficient vs nondeficient or unknown)

Numberof events/  Median progression-free
‘*‘_X—"g‘ number of patients  survival (95% CI), months
Talazoparib plus enzalutamide  37/85 27.9 (16.6-not reached)
% Placebo plus enzalutamide  49/84 164(109-246)

2

Radiographic progression-free survival (%)
2
Radiographic progression-free survival (%)
3

(N=805)

Other secondary endpoints
+ Time to cytotoxic chemotherapy
Placebo + « PFS2 by investigator assessment”
enzalutamide 160 mg, once L e
daily
S e (N=403) - Safety

2

Stratfied:
Hazard atio for disease progression or death, 070 (95% C10.54-0.89)
P=00039

All comers (Cohort 1),

8

Stratifed:
Hazard ratio for disease progression or death, 0.46 (95% C1 0.30-0.70)
p=00003

e + Patientreported outcomes 0 3 4 6 & 1 12 14 1 18 20 2 24 26 28 30 32 34 3 3B 4 4

T T T T T T T T T T T T T T T T T T T T T 1 " Months.
e =230 (Data cutoff: August 16, 2022) 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 ‘ N:tmbm' ";l;
samp el @ for HRR T L T R TN (oo Talsofparb plusenzalutamide. 317 206 272 250 243 220 199 183 177 167 153 138 106 74 50 46 B 10 2 2 1 0
HRRm only (Cohort 2), amples prospectlvely assessed for HIR gene alterations > d iR alRy . i © 13 @4 GD (4 @Y U (53) (4) 61 (66) (78) (106) (132) (155) (159) (181) (193) (01) (201) (202) (203)
i CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or Talazgarib plus enzalutamide [3:) (513) f}‘] ‘7:’, g ff) g) f;) (‘; (ﬁ) (1‘3’] Si) ég’ @, (Zv é; 4452) (435) (:Er Phcebo plusenzalvtamide 319 274 250 224 218 194 166 155 149 129 119 104 7
eboplusenzalutamide 84 72 61 55 54 43 34 3 30 2 120
© 6 © 0) @) 66 @) @9 69 @0) @) @2) @5 @9 GO G0 G4 65 65

1
FoundationOne®Liquid CDx . (14) @26) (36) (39) (47) (58) (61) (63) (70) (74) (87) (05) (124) (142) (143) (165) (174) (476) (176) (A76) (177)

Chi K, et al, AS

Clarke et al, NEJM Eidence 2022; Agarwal N, et al, Lancet 2023



~ MAGNITUDE

Study start: February 2019 prescreening for Allocation :
BM status® to cohort randomization
+ L1 mCRPC
« 54 months prior AAP allowed Niraparib + AAP Primary endpoint
for MCRPC HRR BM+ + IPFS by central review
2 el I HRR BM Planned N = 400
+ BPLSF worst pain score <3 panet e et
Any +Time to cyokotc chemotherapy
Stratifications e - Time to symptomatc progression
~ Prortaxane-based chemofor  —»  BRPT 0s
mCSPC cox2
+ Prior ARi for nmCRPC or el Other prespecified ondpoints.
SPC HDAC2 Niraparib + AAP * Time to PSA progression
- Pror AP for L1 mCRPC Pais: HRR BM- -
+ HRR BM-+ cohort only Planned N = 600 Time o pan progression
+ BRCA1/2vs other HRR - Patient reported outcomes
gene aterations
Note: Patents could be
4221 e nblindad by the study steering
p e - - y andgoonto. e
10 test by tissue to confirm HRR BM- status.
Patient population Brimary eiiipolnt
- 1L mCRPG + Radiographic progression or death (PFS)
* Docetaxel allowed at by investigator assessment
mHSPC stage
+ No prior abiraterone T T T

+ Other NHAs allowed if
stopped 212 months prior
to enroliment

+ Ongoing ADT

+ ECOG 0-1

Stratification factors
+ Site of distant metastases:
bone only vs visceral vs other
+ Prior taxane at mHSPC:
yes vs no

« Overall survival (alpha control)

Additional endpoints

« Time to first subsequent therapy or death (TFST)
« Time to second progression or death (PFS2)
Objective response rate (ORR)

+ HRRm! prevalence (retrospective testing)
Health-related quality of life

Safety and tolerability

Placebo

+
abiraterone 1000mg qd* >
=397

TALAPRO-2

TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population
+ Firstline MCRPC
+ ECOG performance status (PS) 0 or 1

Stratification factors

+ Prior abiraterones or docetael in
castration-sensitive setting (yes vs no)
HRR gene alteration status
(deficient vs nondeficient or unknown)

All comers (Cohort 1),

Non
or unknown
N=636

" HRRm  HRRm
o N

=230

HRRm only (Cohort 2),

Primary endpoint
Radiographic progression-free survival (PFS) by
blindedindependent central review (BICR)

enzalutamide 160 mg,
once daily

(N=402)

Key 'y endpoit
-+ Overall survival (alpha protected)
(N=805)

Other secondary endpoints

+ Time to cytotoxic chemotherapy
Placebo + « PFS2 by investigator assessment”

‘enzalutamide 160 mg, once - Objective response rate (ORR)
daily. - Patient-reported outcomes

(N=403) - safety
(Data cutoff: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

Chi K, et al, ASCO GU 2022; Chi K, et al, J Clin Oncol 2023; Chi K,

K
£
g
H
H
H

Cancer de Prostata Avanzado

HRR Positivo

No.at Risk

Abirsterone + Olaparib (n-111)

Events,

No. (%) (mo)
Abiraterone + Olaparib 5087 28
Abiraterone + Placebo 78(578) 133

Abirsterone + Placebo (n-115)

Hazard raio for disease progression o death, 045
(95%C1,03110.0.65)

23 4 5 6 7 8 5 10011213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 2 30 31
Time from Random Assignment (mo)

Abaterone +Olsparb 111109 55 54 90 %0 8 55 8 75 75 73 65 & 6 62 61 4 47 4 % 0 2 1 14 9 5 8 2 1 1 0

Abicaerone +lacebo 115 112 S 2 87 36 78 78 77 67 G5 58 54 6 47 4 46 3 R R 1 L5 W 7 73 2 2 0 0 00
B Patients with HRR gene alteration status of deficient

Radiographic progression-free survival (%)

100

2

2

2

8

Number of events/  Median progression-free

279 (16:6-not reached)

Talazoparib plus enzalutamide  37/85
% 164(109-246)

Placebo plus enzalutamide  49/84

Stratifed:
Hazard ratio for disease progression or death, 0.46 (95% C1 0.30-0.70)
p=00003

number of patients ~survival (95% CI), months

Numberat risk

Talazoparib plus enzalutamide 85

Placebo plus enzalutamide 84
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0.0

Probabilty of PFS.

BRCAm subgroup (investigator assessment)

L
!

Events,n () 14029, B
Median PFS

0 e R 84

03 HR (95% CI) 023(0.12-043)

0 2 4 8 8 W wow B W B 2N BB
“Time from randomization (months)

¢ 4 8 0 & 3 3 oD 2 oz w ow 71 s
Beswo ® T 3 2 D ® 8 oM M 7 & & 2 0

Sensitivity analysis by blinded independent central review:
Median NR vs 8.4 months;
HR0.18, 95% C1 0.09-0.34

BRCAm

No.ofevents/  Median rPFS
Noof patients  (95% CI) months.

NRUBS-NR)

Talazoparib + enzalutamide 1136
1/ 169219

Stratfed:
HR for disease progression or death, 024 (95% CL 0.12-049)
2.51ed P<0.0001

No. atrisk

Talazopar
enzalutamide

ib +
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Eur Urol Oncol 2025; Clarke et al, NEJM Eidence 2022; Agarwal N, et al, Lancet 2
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Study start: February 2019 prescreening for

Allocation
to cohort
[2 1
+ L1 mCRPC

+ 4 months prior AAP allowed

Niraparib + AAP
for mCRPG HRR BM+
RcocRaoeg HRR M Planned N = 400
+ BPI-SF worst pain score <3 panet

BRCA1
I BRCA2

+ Prior taxane-based chemofor  —»  BRIP
mCSPC COK12
CHER2

+ Prior ARi for nmMCRPC or A
mCSPC HDAC2

+ Prior AAP for L1 mCRPC PALB2

+ HRR BM+ cohort only.
+ BRCA1/2vs other HRR
gene alterations

Clinical data cut-off was October 8, 2021 for the final FPFS analysis.

ou
Niraparib + AAP 3
- ORR

11

randomization

Primary endpoint
+ PFS by central review

Secondary endpoints

+ Time to cytotoxic chemotherapy

+ Time to symptomatic progression
os

ther prospecified endpoints.
Time 1o PSA progression

. PFS2
+ Time to pain progression
+ Patienteported outcomes

Note: Patients could request to be
unblinded by the study steering commitise

Feaaa i i Patients y piasma only were rea e

10 test by tissue to confirm HRR BM- status. e e
PROpel

Patient population B0 Srdpoit

+ 1L mCRPC + Radiographic progression or death (iPFS)
+ Docetarel allowed at by investigator assessment

mHSPC stage

No prior abiraterone

+ Other NHAs allowed if
stopped 212 months prior
to enroliment

Ongoing ADT

+ ECOG 0-1

Stratification factors
+ Site of distant metastases:
bone only vs visceral vs other
+ Prior taxane at mHSPC:
yes vs no

Placebo

+
abiraterone 1000 mg qd* =p
n=397

Key secondary endpoint

« Overall survival (alpha control)

Additional endpoints

+ Time to first subsequent therapy or death (TFST)
« Time to second progression or death (PFS2)

« Objective response rate (ORR)

HRRm! prevalence (retrospective testing)
Health-related quality of life
Safety and tolerability

TALAPRO-2

TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population
+  First-line mCRPC
+ ECOG performance status (PS) 0 or 1

Stratification factors

Primary endpoint
Radiographic progression-free survival (1PFS) by
blindedindependent central review (BICR)

Prior abiraterones or docetaxel in
castration-sensitive setting (yes vs no)
HRR gene alteration status

(deficient vs nondeficient or unknown)

(N=805)

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

All comers (Cohort 1),

" HRRm  HRRm
o N

or unknown

N=636 i

HRRm only (Cohort 2),

Key 'y endpoint
+ Overall survival (alpha protected)

Other secondary endpoints
+ Time to cytotoxic chemotherapy

« PFS2 by investigator assessment”
- Objective response rate (ORR)

- Patient-reported outcomes

- safety
(Data cutoff: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11,

CDK12) using FoundationOne®CDx and/or

FoundationOne®Liquid CDx

Chi K, et al, ASCO GU 2022; Chi K, et al, J Clin Oncol 2023; Chi K, Eur Urol Oncol 2025; Clarke et al, NEJM Eidence 2022; Agarwal N, et al, Lancet 2023; Agarwal N, Presented in ASCO GU
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Patients without event (%)
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NIRA + AAP prognostic factors supported an
mOS: 30.4 months 08 benefit of NIRA + AAP
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0.464-0.947); nominal P = 0.0237

HR =0.788 (95% Cl, 0.554-1.120)
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Cancer de Prostata Avm

CPSH metastasico CPRC metastasico

ARSI [Abiraterona / Enzalutamida]

Docetaxel

Abiraterona / Enzalutamida + iPARP (BRCA +)
Enzalutamida + Ra223

ADT monoterapia le

ARSI [Abiraterona / Enzalutamida]
Cabazitaxel
Doblete (ADT + Docetaxel, | Ra-223
x Abiraterona / Enzalutamida + iPARP (BRCA +)
Enzalutamida + Ra223

Docetaxel
Ra223

Doblete (ADT + ARSi)

Cabazitaxel

Triplete (ADT + Doce + ARSi) ilpféﬁ'{;sR“é'ﬁj"

Ra-223

Tannock IA, NEJM 2004; Ryan CJ, NEJM 2013; Beer TM, NEJM 2014; de Bono JS, Lancet 2010; de Bono JS, NEJM 2011; Scher H, NEJM 2012; Parker C, NEJM 2013



Reflexiones finales ‘

L)

% En cancer de préstata hormonosensible metastdsico = combinacién de doblete (TDA + Apalutamida/Enzalutamida/Abiraterona) o

triplete (TDA + Docetaxel + Abi/Daro) deben considerarse tratamiento de eleccién.
“*No comparados - toma de decisiones en base a factores clinicos
“*Radioterapia sobre tumor primario en bajo volumen (alto volumeng, ?)

X/

% En cancer de préstata resistente a castracién metastasico:
+»Cabazitaxel tras docetaxel / ARSI
+177Lu-PSMA-617 tras docetaxel / ARSi (PET-PSMA +)

“+La combinacion de Ra-223 y enzalutamida (+ agente protector del hueso) - potencial tratamiento
en 1L (tarde¢,?)

¢ Los inhibidores de PARP han demostrado beneficio en supervivencia global en pacientes con CPRCm portadores de mutaciones en
BRCA1/2.
% ¢ Qué ocurre con otras alteraciones? No beneficio en pacientes con alteraciones en ATM

K/

% Existe evidencia que demuestra que la inhibicién del RA y PARP puede ser sinérgica, aunque es preciso definir mejor el contexto en
el que podemos aplicarlo (mds alld de BRCA2).
“+BRCA2 >> déficit HRR >> CPRCm no seleccionados >>

“El escenario de tratamiento ha cambiado - ARSI se emplean en etapas mas tempranas
(CPHSm / CPRCnm)
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