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Cancer de Prdstata Resistente a
Castracion

b 4

CPRCNO Niveles de testosterona <50ng/dL o 1,7nmol/L
metastasico
CPRC metastasico <
=»  nmCRPC
Clinically Rising
Localized ey PSA — —p mCRPC: — mCRPC: — - mFRPC.
Disease Noncastrate Clinical 1stdine 2ndiine LineX
— —p Metastases:E
" | Noncastrate

Recaida / CPHSm
metacrénico M1 De novo/
CPHSm sincrdénico

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

Cancer de Prostata
Hormonosensible metastasico

Modificado de Scher et al, J Clin Oncol 2016
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Cancer de Prostata Hormonosensible metastasico

Doblete (ADT + Doce/ARSi) Triplete (ADT + Doce + ARSi)

Enzalutamide

DT Abiraterone ARCHES Apalutamidg Doce +Bbiraterone
LATITUDE ENZAMET TITAN PEACE-1
STAMPEDE

2016 2017 2018 2019 2020 2021 2022

Docetaxel Radiotherapy@VI1a Doce +@arolutamide
CHAARTED (low-volume) ARASENS
STAMPEDE STAMPEDE

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, 2019; Chi K, JCO, 2021
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Treatment

Experimental

Control

Cancer de Prostata Avanzado

Control

Overall survial

HR (95% Cl)

CHAARTED Docetaxel + ADT ADT 57.6 m 47.2 m 0.72 (0.59-0.89) 0.001
STAMPEDE Docetaxel + ADT ADT 59.1m 34.1m 0.81 (0.69-0.95) 0.003
STAMPEDE Abiraterone +ADT ADT 79.2 m 45.6 m 0.60 (0.50-0.71) <0.001
LATITUDE Abiraterone +ADT ADT 53.3m 36.5m 0.66 (0.56-0.78) <0.001
. ADT
ARCHES Enzalutamide + ADT NR NR 0.66 (0.53-0.81) <0.001
+/- Doce
ENZAMET Enzalutamide + ADT ADT+AA NR 73.2m 0.70 (0.58-0.84) 0.002
+/-Doce
. ADT
TITAN Apalutamide + ADT NR 52.2m 0.67 (0.51-0.79) <0.001
+/- Doce
. ADT +
PEACE-1 Abi + Doce + ADT Doce NR 52.8 m 0.75 (0.59-0.95) 0.017
ADT +
ARASENS Daro + Doce + ADT Doce NR 48.9m 0.68 (0.57-0.80) <0.001

Sweeney CJ, NEJM 2015; Jmaes ND, Lancet 2016; Fizazi K, NEJIM 2017; James ND, NEJM 2017; Armstrong AJ, JCO 2019; Davis ID, NEJM 2019; Chi KN, NEJM 2019; Chi K, JCO 2021; Fizazi K, Lancet 2022; Smith MR, NEJM 2022
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Treatment Overall survial
Experimental Control Control HR (95% Cl)
STAMPEDE Abiraterone +ADT ADT 79.2 m 45.6 m 0.60 (0.50-0.71) <0.001
LATITUDE Abiraterone +ADT ADT 53.3m 36.5m 0.66 (0.56-0.78) <0.001
. ADT
ARCHES Enzalutamide + ADT NR NR 0.66 (0.53-0.81) <0.001
+/- Doce
ENZAMET Enzalutamide + ADT ADT+AA NR 73.2m 0.70 (0.58-0.84) 0.002
+/-Doce
. ADT
TITAN Apalutamide + ADT NR 52.2m 0.67 (0.51-0.79) <0.001
+/- Doce
. ADT +
PEACE-1 Abi + Doce + ADT Doce NR 52.8 m 0.75 (0.59-0.95) 0.017
ADT +
ARASENS Daro gDaca s ADT ALR A2 Q m N 62 (0.57-0.80) <0.001
The role of adding docetaxel to ADT + ARSi has NOT been
evaluated

Sweeney CJ, NEJM 2015; Jmaes ND, Lancet 2016; Fizazi K, NEJIM 2017; James ND, NEJM 2017; Armstrong AJ, JCO 2019; Davis ID, NEJM 2019; Chi KN, NEJM 2019; Chi K, JCO 2021; Fizazi K, Lancet 2022; Smith MR, NEJM 2022
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Treatment Docetaxel . . Local de novo
High volume Visceral mts
Experimental Control mHSPC treatment M1
CHAARTED Docetaxel + ADT ADT -- 64.9% 15% 27.2% 72.8%
STAMPEDE Docetaxel + ADT ADT -- 56% 6% 5% 95%*
STAMPEDE Abiraterone +ADT ADT -- 55% 6% 6% 95%
LATITUDE Abiraterone +ADT ADT -- 79% 19% -- 100%
. ADT
ARCHES Enzalutamide + ADT - Do 17.8% 63.2% ?? 12-26% 66.6%
ENZAMET Enzalutamide + ADT i/D—-Il-;cﬁ:i 44% 52.3% 11.5% 42% 60.6%
. ADT
TITAN Apalutamide + ADT o Do 10.7% 62.8% 12.1% 16.4% 80%
. ADT +
PEACE-1 Abi + Doce + ADT Doce 100% 64% 13% - 100%
ADT +
ARASENS Daro + Doce + ADT Doce 100% 77% 17.5% 13% 86%

*95% of patients with M1 disease at randomization (61% of entire population); t95% of patients with metastatic disease at randomization (50% of entire population)

Sweeney CJ, NEJM 2015; Jmaes ND, Lancet 2016; Fizazi K, NEJIM 2017; James ND, NEJM 2017; Armstrong AJ, JCO 2019; Davis ID, NEJM 2019; Chi KN, NEJM 2019; Chi K, JCO 2021; Fizazi K, Lancet 2022; Smith MR, NEJM 2022
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Cancer de Prostata Hormonosensible metastasico

Overall Survival Biologic difference between timing of
metastatic disease

70 =0.001 B Synchronous

60 B Metachronous

50 p=0.002
40
30
20
10
0

Bajo volumen — recaida M1 > HAR Low AR-A Low
Mediana OS ~8 afios

Proportion Alive (OS)

— PLTAV
= PLTHV
— DNV
0.0- — ONWV

T T T T T 1 1 1 T T T
0 10 20 30 40 50 60 70 80 9 100 110 120

Months from ADT start

Percentage with low androgen singling

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

Alto volumen — diagndstico M1 de novo =
Mediana OS ~3 afios

Francini E, et al, Prostate 2018; Sutera PA, et al, Ann of Oncol, 2023
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REAL-WORL SURVEY
5.0% Other
19,29, combinations
(£ ADT )t
= ADT alone
m Cabazitaxel
(£ ADT)
" Docetaxel
(£ ADT)
— ! 5.9% Enzalutamid
1 ide
8.2% 7.3% (£ ADT)
4.5% ® Abiraterone
. 7.9% (£ ADT)
4T%
Global France Germany Italy Spain UK EUS Japan us
(n=1185) (n=254) (n=178) (n=155) (n=173) {n=127) (n=888) (n=125) (n=182)

In 2020, ADT alone remained the most common initial mHPSC therapy

Leith A, et al. BMC Urology 2022
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Niveles de testosterona <50ng/dL o 1,7nmol/L

Cancer de prostata resistente a
castracion metastasico

=  nmCRPC
Clinically Rising
Localized p PSA — o mCRPC: —_— mCRPC: — mFRPC;
Disease Noncastrate Clinical 1stdine 2ndiine LineX
—p Metastases:E
Noncastrate

Modificiado de Scher et al, J Clin Oncol 2016
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Primera linea de CPRCm

Cancer de Prostata Avanzado

Supervivencia Global

Segunda linea o

Radium-223 vs Placebo

Experim Control HR (IC 95%)

@ Mitoxantrona 1006 19,2 m 16,3 m 0,79 (0,67-0,93) 0,004
COuU-302
e s PlEashe)E 1088 34,7 m 30,3 m 0,81 (0,70-0,93) 0,003
PREVAIL . 1717 35,3 m 31,3 m 0,77 (0,67-0,88) <0,001
Enzalutamida vs Placebo

No representan la poblacidn actual de pacientes con CPRCm

TROPIC
Cabazitaxel vs Mitoxantrona 755 151m 12,7m L0 0 ST <0,001
COU-301
Abiraterona/P vs Placebo/P 1195 15,8 m 11,2 m 0,74 (0,64-0,86) <0,001
AFFIRM
Enzalutamida vs Placebo 1199 18,4 m 13,6 m 0,63 (0,53-0,75) <0,001
SRS 921 14,9 m 11,3 m 0,70 (0,58-0,83) <0,001

Tannock IA, et al, NEJIM 2004; Ryan CJ, et al, NEJM 2013; Beer TM, et al, NEJM 2014; de Bono JS, et al, Lancet 2010; de Bono JS, et al, NEJM 2011; Scher Hl, et al, NEJM 2012; Parker C, et al, NEJM 2013.
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A Overall Survival
H 100+ No.of  Median Overall Survival
After docetaxel & ARSi o Patients (s5% Cl)
] mo
a 80 .
3 20 Cabazitaxel 129 13.6 (11.5-17.5)
E 2 Androgen-Signaling— 126 11.0(9.2-12.9)
= 60 Targeted Inhibitor
‘s g 50 Hazard ratio for death,
b= 0.64 (95% CI, 0.46-0.89)
CARD -STUDY DESIGN- I ST
& 20
10- -signaling- inhibi
Multicenter, randomized, open-label study . Androgen-signaling-targeted inhibitor
Enrollment: Nov 2015 - Nov 2018 5 3 & 8 12 18 2 30
Median follow-up: 9.2 months Months
Cabazitaxel (25 mg/m’ Q3W) Endpoints g:b::.t'::ll‘ 129 122 9% 77 51 21 8 2
i prednlsfne PO Primary: (PFS Androgen-signaling- 126 116 88 64 39 1 3 0
n=129 targeted inhibitor
Patients with mCRPC who Key secondary: OS, PFS,
progressed < 12 months on | PSA response,
prior AR-targeted agent tumor response
(before or after docetaxel)* ‘ Other secondary: A Imaging-Based Progression-free Survival
N=255 Abiraterone (1000 mg QD) Pain response, 100+ No.of  Median Imaging-Based
+ prednisone time to SSE, safety, = 9 Patients  Progression-free Survival
OR FACT-P, EQ-5D-5L, £3 a0 (95% Cl)
Enzalutamide (160 mg QD) biomarkers 8T 70 mo
n=126 _E @ ol Cabazitaxel 129 80(5.7-9.2)
a ‘E 504 Androgen-Signaling— 126 3.7 (2.8-5.1)
Stratification factors: k 5 Cabazitaxel Targeted Inhibitor
. &g 404 Hazard ratio for imaging-based
ECOGPS (0/1vs 2) 88 304 Androgen- progression or death,
time to disease progression (< 6 vs > 6-12 months) § é‘ 20 signaling- g.(sg ((;i% Cl, 0.40-0.73)
timing of previous alternative AR targeted aqent (before vs after docetaxel) 104 f::f; It;dr h
0 T T T T T T T
0 3 6 9 12 18 24 30
Months
No. at Risk
91 64 41 23 9 2 1
H 61 36 22 7 3 1 0
Standard of care after docetaxel and ARSi

De Wit R, et al, N Engl J Med 2020
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Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients -n
s : = = ooy
+ Previous treatment with both 3 D 177Lu-PSMA-617 targeted radioligand therapy
* =1 androgen receptor 2 g
pathway inhibitor (BD L "7Lu-PSMA-617 binds to PSMA
1 D iavanan o = o | ﬁ on the cell membrane with high affinity
or < taxane regimens Protocol-permitted SOC Gd T or— B pariice emission
Protocol-permitted standard of care alone Q) :||. s
(SOC) planned before randomization PsMA g | o
Excluding chemotherapy \i
:nmvr(‘;:{l‘0;':2?8‘[’3;::""5'””“223- + Randomization stratified by + CT/MRI/bone scans N .
g g « ECOG status (0-1 or 2) + Every 8 weeks (treatment) b @w :
ECOG performance status 0-2 + LDH (high or low) « Every 12 weeks (follow-up) f
Lifo.sunagiangan.Sanaonihs + Liver metastases (yes or no) + Blinded independent T —
PSMA-positive mCRPC on PET/CT . Ar;]sit;figen. regeo%c}r pathway) central review { and neghbouring
with 8Ga-PSMA-11 inhibitors in yes or no M W‘n m}
DNA damage A

¥

Centrally read PSMA PET imaging criteria

& 29 PSMA-positive metasta_tic lesion
* Positive = ®Ga uptake > liver ‘ PSMA criteria met 869/1003 (86.6%)

PSMA criteria not met 126/1003 (12.6%)

* No PSMA-negative metastatic lesions
+ Bone with soft tissue component 2 1.0 cm
* Lymph node 2 2.5 cm
» Solid organ 2 1.0 cm

Sartor O, et al. N Engl J Med 2021



X

SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA
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§

A ging-Based Progi free Survival
100 9 Mo. of Events/
90 q"%, No. of Patients ~ Median
E-N- I 77 u-PSMA-617 + 254385 8.7
z ] Standard Care
£ E’n 60 77Lu-PSMA-617+standard care Standard Care 93/196 14
‘g g 504 Alone
z 40 Hazard ratio for progression or death,
s g 0.40 (99.2% C1, 0.29-0.57)
E z 30 P<0.001
k4 20 Standard care alone ‘e ., . ':;—l_—
104
0 T T T T T T T T T T 1
0 2 4 ] 8 10 12 14 16 18 20 2
Months since Randomization
No. at Risk
77Ly-PSMA-617+standard care 385 362 272 215 182 137 28 71 43 ra ] 1
Standard care alone 196 119 36 19 14 13 7 7 3 0 0
B Overall Survival
Ne. of Events/
1004 . No. of Patients ~ Median
90_%.“ mo
% 20 JL%‘\ _\{f{PSMA-Gl?ﬂmndard care mus‘t::::Ardsé:r; 343/551 153
2 701 e S Standard Care  157/280 113
g 60 e P Alone
E 50 Standard care alone ™ Hazard ratio for death,
5 TS, 0.62 (95% Cl, 0.52-0.74)
R Ty, P<0.001
g 304 R )
g 207 ':k::?"'"'—h_‘__ *
104 o
0 T T T T T T T T T T

No. at Risk
H17Lu-PSMA-617+standard care
Standard care alone

=}
)
s
@
oo
s

12 L4 16 18 20

Months since Randomization

551 535 306 470 425 377 332 289 236 166 112
280 238 203 173 155 133 117 98 3 51 33

2 24 26 28 30 2

63 36 15
16 6 2 o]

w
o
oo

All Grades

Grade =3

Leukopenia 12.5% 2.5%
Anemia 31.8% 12.9%
Thrombocytopenia 17.2% 7.9%
Dry mouth 39.3% 0%

Nausea & vomiting

39.3%

1.5%

Fatigue

49.1%

7%

Sartor O, et al. N Engl J Med 2021
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TheraP Trial Schema

KEY ELIGIBILITY

* mCRPC post docetaxel

« Rising PSAand PSA 2 20 ng/mL
+ ECOG 02

177Lu-PSMA-617
8.5 GBq IV g6 week

200 men 1:1 randomisation

s p: Australia
$8Ga-PSMA-11 + FDG PET/CT Amesh st

+ PSMA SUVmax > 20 at any site
itive/PSMA negative

reviewed

CABAZITAXEL

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

Proportion Alive
o© o

v ~

<) A

1 1

°

N

K
1

0.00+

Cancer de Prostata Avanzado

Cabazitaxel (n=101)

No difference in OS

HR 0.97 95%Cl 0.70-1.4 P=0.99

Cabazitaxel
177Lu-PSMA-617

Number at risk

Cabazitaxel 101 82
Lu-PSMA 99

T T T T T ¥ ¥ T T
12 15 18 21 24 27 30 33 36
Months

60 51 45 35 30 22 14 9 6
63 54 41 35 30 28 23 20 11

100 PSA reduction=50% -
from baseline
80 -
I No
. 60 - B Yes
® | I No post-baseline i
T 40
< PSA assessment
o 20 - -
8 “mul"" 37% (95% Cl 27-46) "I 66% (95%Cl 56-75)
[0 l|lll . |IL
£
e L 1
g 20 e
& -40- i
s J SRRt (11111111111 S
604 -
BOF--mmrm T e
-100

[¥"Lu]Lu-PSMA-617 (n=99)

Hofman MS, et al, Lancet 2021; Hofman MS, ASCO 2022
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B No. of Deaths/ Median Overall Survival
Low-prevalence ganes g CO-0CCUnG genes COHORTEAABRCA1,BBRCA2,PATM) ‘ Hosof Destha/ )
PPP2R2A only mo
CHEK2 only ATM RAD51B Olaparib 91/162 191 (17.4-23.4)
1% Control 57/83 147 (11.9-18.8)

Hazard ratio for death, 0.69 (95% CI, 0.50-0.97)
2 sided P=0.02

6% CDK12 only. . § BRCAI RA D51 C
ATM only ks BRCA2 RAD51D 801
N w\ BARD1 FANCL -
| BRIP1 PALB2 1.

CDK12 PPP2R2A
CHEK1 RAD54L

Percent of Patients Alive
8
T

Olaparib
o

No HRR alteration detected al P5—o
CHEK2
2 4‘ 6 & 10 lv2 1" 16 1‘8 Z‘O ZIZ le 2‘6 2‘8 3‘0 3‘1 3]‘
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 n 9 6 3 1 o
PROfound STUDY DESIGN
W  Olaparib 300 mg bid . Primary Endpoint
Cohort A: n=162 >h =
Key oigbity crtoria W 205 Radiographic progression-free COHORTBHOtras@Iteraciones) No.ofDesths/  Medisn Overall Sunival
« mCRPC with N=245 Physician’s choice* mm(m) in °°”°;"A No. of Patients (95%C1)
i i .1 & PCWG3 by BICR) mo
:‘u:: mmunn 100 94% Olaparib  69/94 141 (11.1-15.9)
ablr:hrone o‘rog 2:1 randomization Upon BICR prog T a8l Control  31/48 115 (8.2-17.1)
enzalutamide ' Open-label physician’s choice patients were Key Secondary Endpoints a2 \—Q_\ = Hazard ratio for death, 0.96 (95% C1, 0.63-1.49)
allowed to cross over to olaparib
« Alterations in 21 of « IPFS in Cohorts A+B 204
any qualifying gene Olaparib 300 mg bid . + Confirmed radiographic objective 2 70
oY questying oe Cohort B: " : response rate (ORR) in Cohort A 3
indirect role in HRR* [l Other alterations * Time to pain progression (TTPP) 5
N=142 Physi in Cohort A A T R | b, YURERRRE RURRR—————
Stratification factors * Overall survival (0S) in Cohort A 2
» Previous taxane B Ll Control
* Measurable disease < . O
201
*An investigational Clinical Trial Assay, based on the FoundationOne® CDx next-generation sequencing test o]
D 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 RADS54L in their tumor tissue =1 e

Months since Randomization
CETAXEL-> 65% No. at risk
Olaparib 94 94 90 8 73 S8 S50 45 35 25 17 12 9 4 1

Control 48 46 41 37 32 25 21 20 18 10 9 74 2 o

De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020
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Brazo control 65% docetaxel previo
Beneficio mayor en BRCA2
100 ;
o T
AA > Enza Enza —» AA ol BsEAZNo Prior Taxane
o ey s b 804 b
- o Rising PSA Rising PSA sl b—a
wacaz § o Hamangy ]o-an-ﬂu § & -304 % o0 M::::c
amm ] wEsy % g ~50-1 5 bk
5 40|
' £
ancas ! ]womu £l § ] Events Medien (95% CI) O3
° 4 ’ 1 1 ® » H v v 1o @ nRmRR Sl
Median Overall Survival (95% O) J 104 Control 1220 1880 9-NR)
I owpers I comw o an o) MROMCH  0300010-078) ‘
9 2 4 6 8 10 12 % 15 0 20 22 24 26 2 0 N M
Overall Survival Time Sirce Randomi zation (Months)
100- No.of  Median Overall Survival
Sungroup ouourn cortro Overat HR 195% Ch - iliats wsxch 100 7
opelstia . mo 0 oo BRCA2 Prior Taxane
Aeerton i arry sgho HIR gene 14822 D * 070 £260-104) £ = e & Cabwzitaxel 129 136115175 o4 o
g Androgen-Signaling- .2
BACAT “ L5 042012153) 15 - \ “- Targoted inhiditor = e F 70~ 2
8 w -~ Hazard ratio for death -
BRCAZ st AT >+ 0% 037-095) o NS SO 0440 $“1 &
ATM a2 1w 083 08-115) § - e Cabartasel s =1 -
s \ % w- M oanam  Oliperd
2 LA » Androgen signaling-targted mionor & w- Bverts Median (5% CI) OS g Tt
02 1 s | % ) (mertas)
Sfi—— - S ————l o 3 & 9 n 18 u 3 “" Otaparib 3886 174(127-253
Olgad tetier  Control Detinr i 10- Conrol 2602 128021811 oo
i ek PRl L -
. P baitazel 0 2 4 8 & 10 12 14 16 16 20 2 4 26 28 0 N2 WM
¢ Beneficio en ATM? depensgieg- 126 M6 B @ » om0 Time Since Randomszation Mortha)
targeted wAbitor
Brazo control - taxanos? JIPARP antes o tras taxanos?

Presentado por E. Castro en ASCO GU2023 Khalaf D, et al, Lancet Oncol 2019; de Wit R, et al. N Engl J Med 2019
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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

Randomization

Stratification:
+ ECOGPSOvs1

+ Hepatic metastases yes
vs no

+ BRCA1vs BRCA2vs ATM

Cancer de Prostata Avanzado

Rucaparib (n=270)
600 mg BID

Physician’s choice (n=135)°
Docetaxel (n=75)
or
Second-generation ARPI (n=60)

Abiraterone

or Enzalutamide
acetate

Patients who progress on physician’s choice

of may be d for
crossover to rucaparib

Endpointsd

Primary:
« rPFS by IRR

Key secondary:
-« OS
+ ORR by IRR

Subgroup analyses:

+ OS and rPFS for
rucaparib vs docetaxel or
second-generation ARPI

Fizazi K, et al. N Engl J Med 2023
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8
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3.
F

. Docetaxel in thg BRCA Subgroup

+-]
2
2
°
g

. Second-Generation ARPI TRerapies in the BRCA Subgroup

Median Progression-free Median Progression-free
. Survival (95% CI) Survival (95% CI)
3T s0q o E EE o2
22 04 Rucaparib 11.2 (9.2-13.8) a2t Rucaparib 11.2 (3.2-13.8)
i 3 cod Docetae| 83 {61-9.9) 52 Second-Generation ARPI 45 (13-5.8)
" 4 i
% % Rucaparib Hazard ratio, 0.53 (35% C1, 037-0.77) F;% 50| Rucapario Hazard ratio, 0.38 (95% C1, 0.25-0.58)
2 40 s
? § ? 40
§ E. :g: Docetaxel g % 304
2= 104 & 20 Second-generation ARPI
104
0 T T T T T T T T T T T T T T 1
4] 3 6 9 12 15 12 21 24 27 30 3 36 39 42 45 o T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
Months
No. at Risk (no. of
events) No. at Risk (no. of
Rucaparib 201{0) 169 (18) 124 (44) 83 (70} 55(89) 41(95) 27 (103) 16 (109) 13 (110) 10{112) 7 (113) &(113) 3 (115} 2 (115) 2(115) O({L15) events)
Docetaxel 60(0) 44(10) 32(18) l4(29) 6(36) 2(38) 1(38) 0(9) Rucaparib 201(0) 169 (18) 124 (44) 83 (70) 55 (89) 41 (95) 27 (103) 16 (109) 13 {110) 10 (112) 7 (113) 6 (113) 3 (115) 2 (115) 2 (115) O(L15)
Second-generation  41(C) 25(11) 10(24) 5(26) 3(28) 2(28) 2(28) 0(28)
ARP
A BRCA Subgroup
100+ Median .I'-‘mgressinn-ﬁ’ee 100+ Median Progression-free
. a0 Survival (95% CI) 204 Survival (95% CI)
2T 704 Rucaparib 11.2 (9.2-13.8) 2 € 0] Rucaparib 8.1 (5.5-83)
4 ) Control 6.4 (5.4-8.3) g4 Control 6.8 (4.0-10.4)
%‘% 50+ Rucaparib Hazard ratio, 0.50 (95% CI, 0.36-0.69) g‘% 50 Control Hazard ratio, 0.95 (95% Cl, 0.59-1.52)
g.n_g 40 P<0.001 by log-rank test %] 404
g8 5 2 30+
g ? 20+ g 204 Rucaparib
104 104
T T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T 1
0 3 5 9 12 15 18 21 24 27 10 33 36 EL] 42 45 0 3 5 9 12 15 18 21 24 27 30 33 36 39 42 45
Months Months
No. at Risk (no. of Ne. at Risk (no. of
events) events)
Rucaparib 201(0) 169 (18) 124 (44) 83 (70) 55 (89) 41 (95) 27 (103) 16 (109) 13 (110) 10 (112) 7 (113) 6 (113) 3 (115) 2Z(115) 2 {115) O(115) Rucaparib 68(0) SL{11) 31{24) 16(38) 6(46) S5{47) 4(47) 3(47) 2(48) 2(48) 2(48) 1(49) L1(49) 0(49)
Control 101(0) 69(21) 42(42) 19(55) 9(64) 4(s6) 3(66) 0O(67) Centrol 34(0) 2804 1e(14) 9(18) 4(24) 225 Ll(@6 1(26) 126 0(27)

Fizazi K, et al. N Engl J Med 2023
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Crosstalk between Androgen Receptor and DDR pathway

The rationale for combining PARPi with NHT

| Androgen | Py e i .
6 ‘—;n;;;,ig;ece.m‘ o ® NHTs induce a phenotype Suppressed AR function
s e ® Toe resembling HRR causes an upregulation of
e ‘activityofAR w & e Y deficiency PARP

@D~ X
— o W NHTs prime tumor cells
- for PARP inhibition
% AT -
$ J/p\pe ) A
\ o,tq,\‘» A )
V PARP augments AR PARP |nh|b|t.ors may
Sctivity attenuate resistance to
NHTs
~
PARP inhibitors extend the
benefits of NHTs

Adapted from Bin Gui et al, PNAS 2019
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Allocation
to cohort

Niraparib + AAP Primary endpolnt
1PFS by central revew
ll =400
Secondary endpoints

Othec prespocified endpoints
5 SA proyession

Niraparib + AAP

» by
10 et by s o confim HAR BA- status

PROpel

Patient population

+ 1L mCRPC

« Docetaxel allowed at
mHSPC stage

+ No prior abiraterone

+ Other NHASs allowed if
stopped 212 months prior
1o 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

Primary endpoint
+ Radiographic progression or death (fPFS)
by investigator assessment

Key secondary endpoint
« Overall survival (alpha control)

Additional endpoints

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

+ Objective response rate (ORR)

+ HRRm!' prevalence (retrospective testing)

+ Health-related quailty of ife

* Safety and tolerability

+
abiraterone 1000 mg qd* >
n=397

TALAPRO-2

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

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

Stratification factors
« Priot abiraterone* or docetarel in
castration-sensitive setting (yes va no)
+ HRR gene alteration status
(deficient vs nondeficient o unknown)

Primary endpoint

Radiographic prograssion-free survival uwrsm
béinded independarnt central review (BICR

Key Y
+ Overall survival (alpha protected)

Other secondary endpoints
+ Time to cytotoxic chemotherapy

+ PFS2 by investigator assessment”
+  Objective response rate (ORR)

+  Patent.reported outcomes

+ Satel
"' (Outa cuoft August 18, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne*CDx andlor
FoundationOne*Liquid COx

Cancer de Prostata Avanzado

Tratamiento:

iPARP + ARSi vs placebo + ARSi

Poblacidn de pacientes:
1L CPRCm

Permitido docetaxel y otros ARSi en CPSHm / CPRCnm

80% de los pacientes incluidos = TDA monoterapia

Diseno del estudio
MAGNITUDE: Pre-screening molecular - HRR+ vs HRR-

PROpel y TALAPRO-2 - poblacién no seleccionada (all comers)

Analisis retrospectivo (PROpel) y prospectivo (TALAPRO-2) de alteraciones
en genes HRR

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
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MAGNITUDE

Study start: February 2019 prescreening for Allocation
BM status* to cohort
Patient eligibiity
+ L1 mCRP
+ 54 morihs pror AAP atowed Primary endpoint
for MCRPC HRR BM+ + 1PFS by central re
- ECOGPS 0or N=400
+ BPLSF worst pan score 53 Pilcined Secondary endpoints
==
HRR BM~
+ HRR BM+ Planned N = 600 i
+ BRCA1/72 va other HRR o il
gene ahar
il datn cucft wos October 8. 2021 for the foe (PFS anatyse
Pationts . tasue andior Patients negative y wees required
10 eat by tissue to confrm HAR BA- statis
Patient population Primary endpoint
+ 1L MCRPC + Radiographic progression or death (PFS)
« Docetaxel allowed at by investigator assessment

mHSPC stage

Cancer de Prostata Avanzado

HRR Negativo

HRR Positivo

No prior abiraterone

+ Other NHAs allowed if

2 months prior
iment

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

+ Objective response rate (ORR)
+ HRRm! prevalence (retrospective testing)
* Health-related quallty of life

+ Safety and tolerability

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

Primary endpoint
Radsographic progrossion-fres surwal (1PFS) by
bénded independant central review (BICA)

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

Stratification factors Key y

+  Prior abiraterone* or docetaxel in +  Overall survival (alpha protected)
castration-sensitive setting (yes va no)
HRR gene alteration status
(deficient vs nondefiient o unknown)

(N=805)

Other secondary endpoints
Time 1o cytotoxic chemotherapy
PF52 by investigator assessment”
Objective response rate (ORR)
Patent.ceported outcomes.

Satety
(Data cutoft: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RADS1C, NBN, MLH1, MRE11A, CDK12) using FoundationOne*CDx andior
FoundationOne*Liquid CDx

Composite Progression Endpoint
(radiographic or PSA progression)

Patients without events
3

NIRA + AAP

] 3 6

9 12 15

Months from randomization

Probability of (PFS

12-month rate

24-month rate

a

TALAPRO-2 Primary Endpoint: rPFS by BICR

2
&
2
:
£

ed in a 37

24 26 28
Months

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

PFS (%)

Madian, mo
HIRA + AAP 180
PBO + ANP 128
[HR, 0,64; 95% C1, 0.49-0,86)

Time Since Random Assignment (months)

Mot tigk
WIRASAAP 212 197 174 136 108 78 80 2 1 2 0
PBO « AAP M W s wa 8 s 41 2 8 2 0

Events,n (%) 168(42.1) 226 (56.9)
Median rPFS
(months) us 1e.
o 0.66 (0.54-0.81);
HR (95% CI) Pe0,0001

Median rPFS improvement of 8.2 months
favors olaparib + abiraterone*

— ALL COMERS

Events, n

Median (95% C), Not reac!
months  (27.5-NR)
= 0.63(0.51-0.78);

HR (95% CI) Liptan

Median follow-up for rPFS was
24.9 and 24.6 months, respectively
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HRR Negativo HRR Positivo

MAGNITUDE

Composite Progression Endpoint

Study start: February 2019 Prescreening for Allocation 11
e g - (radiographic or PSA progression) %0
’i‘K!‘llL’l‘Dﬂ'ﬂ 80
" 24 monine price AP stowes m primary ondpont 0
pols HRR BM+ 2 P
- ECOGPS 2 =
= 50
e Eied (w0 g £ o
= o
= <
Suaifications B L I S
* Prior taxana-based chemofor  —» £ ' ] -—
mCSPC s IRA SAN 20 4 pan . axe 118 PO + AN
Prior ARl for AMCRPC o §» 10| 18064 6% c1, 0430861
& T T T T T T
&

o 3 6 9 12 15
Months from randomization

+ Priof AAP for L1 MCRIX Pae: HRR BM-
+ MRR BM+ cohort on Planned N = 600

Time Since Random Assignment (manths)

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

gena aberatons
Note: Patents coud request 10 be Mo, atrisk
Rl 50 A i 1 e o 98 _— » posrprmpeeipnfuarren b sl proand ' 2 w ‘ o WIRASAAP 212 197 174 136 fo8 78 80 23 1 2 0
10 test by fissue to confirm HRR BM-— statirs ’ . Fesoiauter x sevion L g L . PEOLAAP 21 1@ W5 W3 81 B 4 2 B 2 0
BRCAm subgroup (investigator assessment)
HRRm subgroup (investigator assessment) Non-HRRm subgroup (investigator assessment) "o
"=y “ o
Patient population iy Saopon ud U
* 1L mCRPC + Radiographic progression or death (fPFS) w by -
+ Docetaxel allowed at by investigator assessment : 3 . ar y
mMHSPC stage - ¥ ™\ [ Abimtercns +
+ No prior abiraterone E o \ by H - placabo (7<36)
+ Other NHAs allowed if SN ReCOEY Saom : . \ i= . Enisny M8 T
akopied 12 monks prior + Overall survival (alpha control) g . . I L Mg .
1o enroliment N m - L HR (95% €1} Ry
 Ongoing ADT Additional endpoints o S ’ Limasnen
« ECOG 0-1 « Time to first subsequent therapy or death (TFST) o | Dnalll _G6]) nmwy o o
« Time to second progression or death (PFS2) o1 | (monsa] " 23 o
HRENCY asfosan o
I vz : 'R

+ Objective response rate (ORR)

+ HRRm!' prevalence (retrospective testing) Tine om randssiaation st

* Health-related quallty of life —

* Safety and tolerability

Median 28.8 vs 1.8 months; Median 27.6 vs 19.1 months; i Median NR vs 8.4 months;
HR 0.45, 85% C10.31-0.65 HR0.72, 95% C10.56-0.93 HR 0,18, 85% C10.08-034

TALAPRO-2

Patient population HRR-nondeficient or unknown
+ Finst-line mCRPC
+ ECOG performance status (PS) 0 or 1

Stratification factors y
+ Prior abiaterone* or docetaxel in + Overall survival (alpha protected)
castration-sensitive setting (yes va no) e
{datclant v nodetcience ko) Othes sscondary encpoints
Time 1o cytotoxic chematherapy
PF52 by investigator assessment”
Objective response rate (ORR)
Patent ceportad outcomes
HRRm Safety
Ne230

3
z
3
£
&

(Data cutoft: August 16, 2022)

Samples prospe d_for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, mosrc NBN, MLH1, MRE11A, CDK12) using FoundationOne*CDx andior
FoundationOne*Liquid CDx

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
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* 1L mCRPC

» Docetaxel allowed at
mHSPC stage

= No prior abiraterone

+ Other NHAS allowed if
stopped 212 months prior
1o 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
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Primary endpoint
+ Radiographic progression or death (fPFS)
by investigator assessment

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-refated quallty of life

+ Safety and tolerability

TALAPRO-2

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

Patient population
+ Frstline mCRPC
+ ECOG performance status (PS) 0 or 1

Stratification factors
+ Priot abiraterone* or docetaxel in
castration-sensitive setting (yes va no)
+ HRR gene alteration status
(deficient vs nondeficientor unknown)

Primary endpoint
Radwgraphic progression-free surval (rPFS) by
e P Y )

Key y

« Overall sunvival (alpha protected)
(N=05)

Other secondary endpoints

« Time 1o cytotoxic chematherapy

« PF52 by investigator assessment’

+ Objective response rate (ORR)

« Patenteported outcomes

+ Satety
(Data cutoft: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
D:

CHEK2, FANC, MLH1, MRE11A, CDK12) using FoundationOne*CDx and/or

FoundationOne*Liquid CDx

Cancer de Prostata Avanzado

Abiraterone + olaparib (n=398)

Any 977 5.0 I
Anemia* 49.7 16.1 I
Fatigue or asthenia 387 2511
Nausea 30.7 03|
Back pain 216 101
Diarrhoea 206 131]
Constipation 18.6
Decreased appetite 16.6 101
Vomiting 15.6 151
Hypertension 153 kX1 |
Arthralgia 14.6
Covid-19 128 38l
Peripheral odema 123
Dizziness [ Grade 23 123
Urinary tract infection .(A;:a?i':g‘; 116 250
Cough = 1.8
Hot flush All grade

Anemia
Neutropenia
Fatigue
Thrombocytopenia
Leukopenia

Back pain

Decreased
appetite

Nausea

50 40 30 20

Talazoparib + Enzalutamide

All grades

[Grade 17

8.8

Abiraterone + placebo (n=396)
=———————1§ 96.0
W33 17.7
115 303
0.3 14.4
115 19.9
037 10.6
0.3 14.9
7.8
030 9.3
MW 45 18.7
|05 19.4
H20 8s
03 126
6.8
|10 83
7.3
12.9

10 00 10 20 30 40 50 60 70 80 90 100
Proportion of patients (%)

Placebo + Enzalutamide
(N=398) (N=401)

- (7.0 11.015.5)

Clarke et al, NEJM Eidence 2022; Agarwal N, et al, ASCO GU 2023
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%* En cancer de prdstata hormonosensible metastasico = combinacion de TDA + Apalutamida/Enzalutamida/Abiraterona o

triplete (TDA + Docetaxel + Abi/Daro) deben considerarse tratamiento de eleccién.

D)

** No comparados = toma de decisiones en base a factores clinicos

%* En cancer de prdstata resistente a castracion metastasico:
¢ Cabazitaxel tras docetaxel / ARSi
s 177y-PSMA-617 tras docetaxel / ARSi (PET-PSMA +)

%* 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

*
** Rucaparib ha demostrado beneficio independientemente del brazo control (docetaxel / ARSi)

%* Existe evidencia que demuestra que la inhibicion del RA y PARP puede ser sinérgica, aunque es preciso definir mejor el contexto
en el que podemos aplicarlo (mas alla de BRCA2).

D)

)

*%* BRCA2 >> déficit HRR >> CPRCm no seleccionados >>

X/

%* El escenario de tratamiento ha cambiado - ARSI se emplean en etapas mas tempranas (CPHSm / CPRCnm)
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Vision Actual y Nuevos Retos en el Tratamiento Sistémico del Cancer de Prostata Avanzado
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