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/_‘/ Céncer de Préstata Resistente a la Castracion ™

CPRC

Testosterona sérica en niveles de castracién:
<50 ng/dL 6 < 1,7 nmol/L

Progresién

|
[ [

BIOQUIMICA (PSA RADIOLOGICA
3T consecutivos de PSA, separados 1 Aparicién de 2 2 lesiones dseas nuevas en
semana, resultando en 2 /1 del 50% GGO o lesicnes en tejidos blandos segun

sobre el nadir, con un PSA >2 ng/mL. RECIST.

Metastatic
hormone-

sensitive Metastatic Metastatic Metastatic
castration- castration- castration-

Non-metastatic

Clinically hormone

localized resistant: resistant: resistant:

sensitive 1st li dli 3rd i
Non-metastatic stline 2nd line rd (n) line
castration-

resistant

Adapted from: Scher Hl, et al. J Clin Oncol 2016;20;34(12):1402-1418
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FARMACOS Y MECANISMOS DE ACCION EN CANCER DE PROSTATA

Farmacos Mecanismo de accion

Docetaxel, cabazitaxel Quimioterapia, inhibicidn de tubulina
Abiraterona Inhibicién de la sintesis de andrdgenos
Enzalutamida, apalutamida, darolutamida Inhibicion del receptor androgénico
Radium-223, 177Lu-PSMA-617 Radiofarmacos

Olaparib (rucaparib, niraparib, talazoparib) Inhibicidon de la reparacion del ADN
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RESISTENTE A LA CASTRACION METASTASICO

Enz + Talazoparib vs Enz*
° o mrPFS: NR vs 21,920
Abiraterone* + P Abiraterone* + P
° Post Docetaxel mOS: 34.7 vs 30.312 ° °

Docetaxel + P vs mOS: 15.8 vs 11,278
Mitoxantrone + P Enzalutamide* 177Ly-PSMA-617
mOS: 19.2 vs 16.3 mol2 mOS: 32.4 vs 30.213 mOS: 15.3 vs 11.3V7
Enzalutamide*
Sipuleucel-T* Post Docetaxel Olaparib vs Abi/Enz
Estramustine + P mOS: 25.8 vs 21.7° | mOS: 18.4 vs 13.61° mOS: 19.1 vs 14.715

0,6 |

2010-2014

0,0

2019 2020 2022 2023

!

Cabazitaxel + P vs Cabazitaxel + P vs
Mitoxantrone + P Abi + P/Enz Rucaparib vs Abi + Niraparib vs Abi*
mOS: 15.1 vs 12.7 mo? Radium-223*  mOS: 13.6 vs 1114 Abi/Enz or Doc mrPFS: 16.5 vs 13.71¢
Zoledronic Acid: ° Denosumab: mOS: 14.9 vs 11.311 mrPFS: 11.2 vs 6.416
L SRE risk3#4 - SRE risk® ° ° o °
Abi + Olaparib vs Abi*
*vs placebo control. mrPFS: 24.8 vs 16.618

1. Tannock. NEJM. 2004;351:1502. 2. Berthold. JCO. 2008;26:242. 3. Saad. J Nat Cancer Inst. 2002;94:1458. 4. Saad. J Nat Cancer Inst. 2004;96:879. 5. Kantoff. NEJM. 2010;363:411.

6. de Bono. Lancet. 2010;376:1147. 7. de Bono. NEJM. 2011;364.1995. 8. Fizazi. Lancet Oncol. 2012;13:983. 9. Fizazi. Lancet. 2011;377:813. 10. Scher. NEJM. 2012;367:1187.

11. Parker. NEJM. 2013;369:213.. 12. Ryan. NEJM. 2013; 368:138-148. 13. Beer. NEJM. 2014;371:424. 14. de Wit R, et al. NEJM 2019; 381:2506. 15. Hussain. NEJM. 2020;383:2345.

16. Fizazi. NEJM 2023388:319. 17. Sartor. NEJM. 2021;385:1091. 18. Saad. Lancet Oncol. 2023. 19. Chi. JCO. 2023; 41:3339-3351. 20. Agarwal. Lancet. 2023;402:291-303. Modificado de: clinicaloptions.com
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RESISTENTE A LA CASTRACION METASTASICO
o O

Abiraterone* + P Abiraterone* + P
° Post Docetaxel mOS: 34.7 vs 30.312
Docetaxel + P vs mOS: 15.8 vs 11.27.8 o
Mitoxantrone + P Enzalutamide*
mOS: 19.2 vs 16.3 mol? mOS: 32.4 vs 30.213
Enzalutamide*®
Sipuleucel-T* Post Docetaxel
Estramustine + P mcas.s vs21.75 | mOS:18.4 vs 13.610

2010-2014

Cabazitaxel + P vs
Mitoxantrone + P
mO0S: 15.1 vs 12.7 mo® Radium-223*

Zoledronic Acid: ° Denosumab: mO0S: 14.9vs 11.311

L SRE risk34 - SRE risk® ° °
*vs placebo control. °

1. Tannock. NEJM. 2004;351:1502. 2. Berthold. JCO. 2008;26:242. 3. Saad. J Nat Cancer Inst. 2002;94:1458. 4. Saad. J Nat Cancer Inst. 2004;96:879. 5. Kantoff. NEJM. 2010;363:411.

6. de Bono. Lancet. 2010;376:1147. 7. de Bono. NEJM. 2011;364.1995. 8. Fizazi. Lancet Oncol. 2012;13:983. 9. Fizazi. Lancet. 2011;377:813. 10. Scher. NEJM. 2012;367:1187.

11. Parker. NEJM. 2013;369:213.. 12. Ryan. NEJM. 2013; 368:138-148. 13. Beer. NEJM. 2014;371:424. 14. de Wit R, et al. NEJM 2019; 381:2506. 15. Hussain. NEJM. 2020;383:2345.

16. Fizazi. NEJM 2023388:319. 17. Sartor. NEJM. 2021;385:1091. 18. Saad. Lancet Oncol. 2023. 19. Chi. JCO. 2023; 41:3339-3351. 20. Agarwal. Lancet. 2023;402:291-303. Modificado de: clinicaloptions.com
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PRIMERA LINEA DE TRATAMIENTO EN CPRCm
BENEFICIO DE SUPERVIVENCIA

TAX-327 COU-AA-302 PREVAIL

Docetaxel plus Prednisone or Mitoxantrone Abiraterone in Metastatic Prostate Cancer Enzalutamide in Metastatic Prostate Cancer
plus Prednisone for Advanced Prostate Cancer without Previous Chemotherapy before Chemotherapy
1.0 - 100 ]m
E 09 Daocetaxel 3 sem HR (95% Cl): 0.81 (0.70-0.93) HR: 0.706
z Docetaxsl semanal p Value: 0.0033 80 (95% Cl: 0.60,0.84)
Z 0.8 | 80 _
.E 0.7 l -é m_
g 3 1 =
é‘ 0.0 E 0 % ..........
< o5 E 40 @ o
E oo Median - © 2
E survival Hazard Prednisone, 30.3 mos = Enzalutamide Patients still alive at data cutoff
,'.5 0.3 ] (mos) ratio Povalue 20 4 a1 Placebo Enzalutamide: 72%; placebo: 63%
= . Combinado: 18.2 0.83 0.03 — T T T T T T T T T T T
2 or|oaem 1 07 oo - . 0 3 6 9 12 15 18 21 24 27 30 33 3%
o1 : ' ) i 0 3 6 9 1215 18 21 24 27 0 3 36 39 42 45 48 51 8 7 e ) ) Duration of Overall Survival (Months)
0.0 . : ) Time to Death (Months) imaii 72 360 999 S0 797 M5 N8 38 M4 1% 3 2 9
° ¢ 2 Meses ™ 24 30 eediisone 42 534 503 493 466 438 401 263 322 292 be1 217 01 6 ME i M o b 1 0 Placcbo 85 835 781 744 701 044 484 3B 23 @2 A 2 0

Tannock IF, et al. N Engl J Med 2004;351(15):1502-1512
Ryan CJ, et al. N Engl J Med 2013;368:138-148
Beer TM, et al. N Engl J Med 2014;371:424-433
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SEGUNDA LINEA DE TRATAMIENTO EN CPRCm
BENEFICIO DE SUPERVIVENCIA

TROPIC

Prednisone plus cabazitaxel or mitoxantrone for metastatic
castration-resistant prostate cancer progressing after
docetaxel treatment: a randomised open-label trial

COU-AA-301

Abiraterone and Increased Survival in Metastatic Prostate Cancer

AFFIRM

Increased Survival with Enzalutamide in Prostate Cancer

after Chemotherapy

oo o orone 100 - HR = 0.631 (0.529, 0.752) P < 0.0001
[ 100 Overall survival (95% C1) 37% Reduction in Risk of Death
904 AAsP 158(148-17.0) )
—— Placebo+P 112 (104-13-1) i MDV3100: 18.3 months
80 80 80 (95% CI: 17.3, NYR)
£ F |
704 =
% 60 -~ 607
f; 60 R S el i o et i s, ey,
£ 3 40 2
HES g z 401 /
{ o] <
H 7 9 Placebo: 13.6 month
% 301 HR 074 (95% C1 0.64-0-86) 1 aoebo: 13.6 morthe
| pe0:0001 ) [95% CI: 11.3, 15.8}
20 HR 0.700C 66% 0.56-089) "o, 0 T T T T ,
Logankp<0.0001 \’. H 6 12 18 24 30 0 . . . . r . .
10 e, Time to death (months) 0 8 9 12 B 18 21 24
Numberat risk Duration of Overall Survival. Months
T T T T 1 AAsP 797 657 473 7 15 o
6 n 18 u ad Placeho+P 398 306 183 100 6 o
Meses

de Bono JS, et al. Lancet 2010;376:1147-1154
de Bono JS, et al. N EnglJ Med 2011;364:1995-2005
Scher HI, et al. N Engl ) Med 2012;367(13):1187-1197
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SECUENCIAS EN CPRCm

Abi/Enza
aoT LAl Docetaxel 2
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SECUENCIAS EN CPRCm

_ M Abi/Enza i Abi/Enza
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RESISTENCIA CRUZADA ABIRATERONA/ENZALUTAMIDA-DOCETAXEL

\N/E—N(;ii Mezynski Schweizer Azad PROCAID ABIDO
Docetaxel Abi = Doc Docetaxel Abi = Doc Abi = Doc Ab'{)E;CZ K Abi = Doc
(+ placebo) N =35 N =95 N = 24 N =24 N <74 N = 47
:iD:ecetaer 1st 2nd 1st 2nd 2nd 2nd 2nd
PSA | >
50% (%) 63.5 25.7 63.0 38 30 55 46
Time to PSA
progression 8.1 4.6 6.7 4.1 3.25 6.7 5.5
(mo)
MIECTEm O 28.2 12.5 - ; 125 20.3 16.9
(mo)

Tannock IF, et al. Lancet Oncol 2013;14:760-768. Mezyinski J, et al. Ann Oncol 2012;23:2493-2497. Schweizer MT, et al. Eur Urol 2014;66:646-652.
Azad A, et al. 2014 ASCO GU; abstract 97. Crabb SJ, et al. J Clin Oncol 2021;39(3):190-201. Climent MA, et al. Eur J Cancer 2022; 175:110-119.
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RESISTENCIA CRUZADA ABIRATERONA-ENZALUTAMIDA

Open-label enzalutamide: period one Randomized treatment: period two 250 [ No previous chemotherapy
Primary and secondary end points of the trial 225 . Previ thera
revious chemot py
Total 16 weeks of follow-up 200
One-to-one 175 4
PSA random Radiographic _ 150
evaluation > Obs;;v : for > assignment* > or unequivocal Subsequent 2 B 50
{week 13 Orleadion at confirmed clinical therapy s2 125 .
andweek21) P9 PSA progression $5 0o Enza pOSt Abi
progression £ 8
o -
gt 75
£ g 50
PLATO [= TS
rise 38
Safety follow-up £Z o
25
Enrolled, n = 509 PSA nonprogressors, n = 408 Randomly assigned, n = 251 PFS events, n = 175 _50
(target, n = 500) (target, n = 415) (target, n = 250) (target, n = 175)
=75
-100
T T T T T T T 1
. .z e
a 1 1 21 31 41 51 61 kal 81 91 101 111 121 131 141 151 161 171 181
Pacientes con duracion de 12 linea > 24 semanas

Abi post Enza

Enza post Abi PREVAIL (PLATO) COU-AA-302 g
2
N 145 872 251 546 §
©
[aa]
PSA response 26% 78% 2% 68% 5
[
PSA PFS 5.7 mo 11.2 mo 2.8 mo 11.1 mo é’
©
=
rPFS 8.1 mo 20 mo 7.0 mo 16.5 mo 2 ]
3 s Abi post Enza
PFS - - 5.6 mo -
~100 4
(0N NR 35.3 mo - 34.7 mo

Attard G, et al. J Clin Oncol 2018;36(25):2639-2646
de Bono JS, et al. Eur Urol 2018;74(1):37-45
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SECUENCIAS EN CPRCm
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THIRD LINE IN mCRPC — CARD TRIAL

A ging-B Progr free Survival
100+ No.of  Median Imaging-Based
= 90 Patients  Progression-free Survival
CABAZITAXEL 3F 04 (95::) c
mCRPC 2 s _
> < h 29 oo Cabazitaxel 129 8.0 (5.7-9.2)
progressing £ 12 months on n=162 £8 \ Androgen-Signaling- 126 37 (28-5.1)
ABIl or ENZA S £ L“\ Cabazitaxel Targeted Inhibitor ] o
E’E 40 \\-H Hazard ratio fe;lmii“glng-hased
ge 2 304 And ) progression or death,
before or after Docetaxel h to another AR-targeted agent ! g | gl 0.54 (95% Cl, 0.40-0.73)
4 T targeted P<0.001
(ABI or ENZA depending Y B i
of first therapy) 0
T T T T . T .
A v 0 3 & 9 12 18 24 30
Stratification factors: _ Months
ECOG (0-1vs 2), n=162 No.at Risk
time to progression (<6 vs 6-12 mths), Primary endpoint: radiological PFS Cabazitaxel 129 91 64 41 23 9 2 1
timing of AR-targeted agent (before or after Secondary end-points: PSA response, ECOG, Androgen-signaling- 126 61 36 22 7 3 1 0
docetaxel) PFS (clinical or radiological), objective tumor response, pain, targeted inibitor
(Qol), time to SREs, OS, safety, biomarkers
A Overall Survival
100~ No.of  Median Overall Survival
5w ) Pati I
Confirmed PSAresponse  Objective tumor response Pain response 50+ shients (95% Cl)
o - p=0.0002 p=0.004 p < 0.0001 8 ::n— . Cabazitaxel 129 13.6 (11.5-17.5)
'% 5 07 Androgen-Signaling— 126 11.0 (9.2-12.9)
35 1 &< 60 Targeted Inhibitor
30 - 25 50+ Hazard ratio for death,
= En; 0.64 (95% Cl, 0.46-0.89)
G 25 4 g2 40 T P=0.008
E 20 5 301 fy Cabaritaxel
5 e 20 1
15 4 "y
10 4 10 Androgen-signaling—targeted inhibitor
0 T T T T T T T
5 1 0o 3 6 9 12 18 24 30
0 - " Months
Cabazitaxel ~Abi or enz Cabazitaxel ~Abi orenz Cabazitaxel Abi or enz No. at Rick
(N=115)  (N=111) (N=63) (N=52) M=) (=10 Cabazitaxel 129 122 9% 77 Sl 21 8 2
Androgen-signaling- 126 116 88 64 39 11 3 0
targeted inhibitor
de Wit R, et al. N Engl J Med 2019 Dec 26;381(26):2506-2518
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SECUENCIAS EN CPRCm
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RADIUM-223 EN CPRCM =

e
T

R

\ == agua u -
4’—
Neutrén Limina do plomo
Hoja
de papel
Alpha Emitter Radium-223 and Survival 100
in Metastatic Prostate Cancer
Estudio ALSYMPCA —
A 80 Median OS (months) 14.9 113
Pacientes con CPRCm en

progresién Hazard ratio 0.695
Ch":::;:ﬂ:f:::’“ £ 60 95% Cl 0.581-0.832

docetaxel 3 P <0.0001

(N =921) Placebo ks

=
{=3207) & 40 Median OS A: 3.6 months
OBJETIVOS SECUNDARIOS: Tiempo hasta el primer ERE, 20
tiempo hasta elevacion de FAlc, normalizacion de FAlc, = o R
tiempo hasta elevacion del PSA, otros Radium Ra 223 dichloride
O i
Month O 3 6 9 12 15 18 21 24 27 30 33 36 39
Ra223 614 578 504 369 274 178 105 60 41 18 7 1 0 0
Placebo 307 288 228 157 103 67 39 24 14 7 4 2 1 0

Parker C, et al. N Engl J Med 2013;369:213-223
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SECUENCIAS EN CPRCm

@ {},'

. Abi/Enza

No representan la poblacién actual de pacientes con CPRCm

@% = Radium223
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HORMONOSENSIBLE METASTASICO: DOBLETES Y TRIPLETES

STAMPEDE ENZAMET ARASENS
Arm G Enzalutamide )
Darolutamide +

Abiraterone

LATITUDE Docetaxel
Abiraterone ARCHES

Enzalutamide

1940s I|I| 1980s I||| 2015 2016 2017 2018 2019 2020 2021 2022

LHRH agonists
NSAA

Orchiectomy

STAMPEDE
CHAARTED A PEACE-1

rm H .
Docetaxel Abiraterone +
Docetaxel +/-

RxT

RXT to primary

TITAN
Apalutamide

STAMPEDE

Arm C

Docetaxel

Sweeney CJ, et al. N Engl J Med. 2015;373:737-746. James ND, et al. Lancet. 2016;387:1163-1177. Fizazi K, et al. N Engl J Med. 2017;377:352-360.
James ND, et al. N EnglJ Med. 2017;377:338-351. Armstrong AJ, et al. J Clin Oncol 2019;37:2974-2986. Davis, ID, et al. N Engl J Med. 2019;381:121-131.
Chi K, et al. N Engl J Med. 2019 381:13-24. Fizazi K, et al Lancet 399:1695-1707. Smith MR, et al. N Engl J Med. 2022;386:1132-1142.
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ADT +

. Cabazitaxel

Radium223

ADT + Cabazitaxel
ara* Il Docetaxel L O

» Abi/Enza

Docetaxel

*ARTA = Abiraterona. Apalutamida. Enzalutamida
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ADT +
Docetaxel

Cabazitaxel

» Abi/Enza

»

Radium223

Cabazitaxel
. Docetaxel . SREaitans

Radium223

ADT +
Docetaxel + . Cabazitaxel . ?

ARTA*

. J

*ARTA = Abiraterona. Apalutamida. Enzalutamida
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ONCOLOGIA DE PRECISION EN CPRCM
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RESISTENTE A LA CASTRACION METASTASICO

Enz + Talazoparib vs Enz*
° o mrPFS: NR vs 21,920
Abiraterone* + P Abiraterone* + P
° Post Docetaxel mOS: 34.7 vs 30.312 ° °

Docetaxel + P vs mOS: 15.8 vs 11,278
Mitoxantrone + P Enzalutamide* 177Ly-PSMA-617
mOS: 19.2 vs 16.3 mol2 mOS: 32.4 vs 30.213 mOS: 15.3 vs 11.3V7
Enzalutamide*
Sipuleucel-T* Post Docetaxel Olaparib vs Abi/Enz
Estramustine + P mOS: 25.8 vs 21.7° | mOS: 18.4 vs 13.61° mOS: 19.1 vs 14.715

0,6 |

2010-2014

0,0

2019 2020 2022 2023

!

Cabazitaxel + P vs Cabazitaxel + P vs
Mitoxantrone + P Abi + P/Enz Rucaparib vs Abi + Niraparib vs Abi*
mOS: 15.1 vs 12.7 mo? Radium-223*  mOS: 13.6 vs 1114 Abi/Enz or Doc mrPFS: 16.5 vs 13.71¢
Zoledronic Acid: ° Denosumab: mOS: 14.9 vs 11.311 mrPFS: 11.2 vs 6.416
L SRE risk3#4 - SRE risk® ° ° o °
Abi + Olaparib vs Abi*
*vs placebo control. mrPFS: 24.8 vs 16.618

1. Tannock. NEJM. 2004;351:1502. 2. Berthold. JCO. 2008;26:242. 3. Saad. J Nat Cancer Inst. 2002;94:1458. 4. Saad. J Nat Cancer Inst. 2004;96:879. 5. Kantoff. NEJM. 2010;363:411.

6. de Bono. Lancet. 2010;376:1147. 7. de Bono. NEJM. 2011;364.1995. 8. Fizazi. Lancet Oncol. 2012;13:983. 9. Fizazi. Lancet. 2011;377:813. 10. Scher. NEJM. 2012;367:1187.

11. Parker. NEJM. 2013;369:213.. 12. Ryan. NEJM. 2013; 368:138-148. 13. Beer. NEJM. 2014;371:424. 14. de Wit R, et al. NEJM 2019; 381:2506. 15. Hussain. NEJM. 2020;383:2345.

16. Fizazi. NEJM 2023388:319. 17. Sartor. NEJM. 2021;385:1091. 18. Saad. Lancet Oncol. 2023. 19. Chi. JCO. 2023; 41:3339-3351. 20. Agarwal. Lancet. 2023;402:291-303. Modificado de: clinicaloptions.com
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Cancer Case Series.
Case Patients with
Series Description Patients Mutations
ow-prevalence genes Co-occurring genes
i R ATM RAD51B
1 Stand Up To Cancer-Prostate Cancer 150 15 (10.0)
Foundation discovery series 28% COK12 onky - BRCA1 RAD51C
2 Stand Up To Cancer-Prostate Cancer 84 9(10.7) o % :
Foundation validation series ” ERC:::‘:Y BRCA2 RAD51D
3 Royal Marsden Hospital 131 16 (12.2) BARD1 FANCL
4 University of Washington 91 8(8.8) BRGA2 only ) BRIP1 PALB2
S Weill Cornell Medical College 69 7(10.1) g CDK12 PPP2R2A
6 University of Michigan 43 4(93) ~ Not CHEK1
7 Memorial Sloan Kettering Cancer 124 23 (18.5) RAD54L
Center CH E K2
Total 692 < 82 (11.8) >
RADS1C, 1%
PROREP | EXAC, % PROREPAIR-B v EXAC CSVS, % PROREPAIR-B v CSVS
Gene/Group | AIR-B, % |(n =53,105) (n =1,551)
FAM175A,1% (n =419) OR (95% CI) [ OR (95% CI) P
ATM 191 0.26 7.4 (3.6to 15.2) | <.0001 0.19 10.0 (2.7 t0 38.0) | .0004
RADS1D, 4%
PALBZ4% BRCA1 0.95 0.18 5.3(1.9to 14.4) | <.0001 0.13 7.5 (1.4 to 40.9 .0210
' BRCA2, 44%
BRCA2 3.34 0.30 11.5 (6.6 to 20.1) | <.0001 0.26 13.4 (4.410 40.8) | <.0001
PALB2 0 012 | - 1.000 0.13 ———— 1.000
ai'::'::;: < 6.21 087 |76(50to11.4) | <.0001 | 071 |9.3(45t0189) | <.0001
s:ng;'a‘zzl 1623 | 1215 | 14(11t018) | 0206 | 567 | 32(23t045) | <.0001
Pritchard CC, et al. N Engl J Med 2016;375:443-453 DDR genes in
Castro E, et al. J Clin Oncol 2019;37:490-503 BROCA panel* 7.40 245 3.6(25t05.3) | <.0001 1.35 5.8(3.3t010.2) | <.0001

Hussain MA, et al. N Engl J Med 2020;383:2345-2357
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INHIBIDORES DE PARP EN 22 LINEA EN CPRCM

POBLACION CON MUTACIONES BRCA1/BRCA2

PROFOUND
HRR alterations
Previous Tx with 1 ARTA +/- docetaxel

TRITON-3
HRR alterations
Previous Tx with 1 ARTA

PROFOUND trial TRITON-3 trial
Cohort A: BRCA1/BRCA2/ATM - Overall survival Cohort BRCA1/BRCA2 - Progression-free survival
No. of Deaths/ Median Overall Survival A BRCA Subgroup
No. of Patients (BS;GOCIJ 100-; Median Progression-free
Olaparib  91/162 19.1 (17.4-23.4) - 90+ Survival (95% CI)
100- 91% Control 57/83 147 (1L.9-18.8) ES mo
B4% ) R Rucaparib 112 (9.2-13.8)
90 . I;:;ja:: ::"r_;)of;r death, 0.69 (95% Cl, 0.50-0.97) E a o Control 6.4 (5.4-8.3)
i ]

& o §E 5o Rucaparib Hazard ratio, 0.50 (95% Cl, 0.36-0.69)
£ 70 i;:: %.E 404 P<0.001 by log-rank test
= ]
i H B
'5 [T R . ‘ . § E 204 Control
E 40-] 3 104
E h c T T T T T T T T T T T T T T 1
& 30 0 3 6 9 12 15 13 21 24 27 30 33 36 39 42 45

20 Months

10 No. at Risk (no. of

events)
S e S A Y 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 (115)
) - Control 101(0) 69 (21) 42(42) 19(55) 9(64) 4(66) 3 (66) O(67)
Months since Randomization

No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 56 44 30 13 6 2 1 0
Control 83 79 74 69 64 58 50 43 37 27 18 15 11 9 6 3 1 0

Hussain MA, et al. N EnglJ Med 2020;383:2345-2357
Fizazi K, et al. N Engl J Med 2023;388:719-732
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PROFOUND

INHIBIDORES DE PARP EN 22 LINEA EN CPRCM
POBLACION CON MUTACIONES NO BRCA1/BRCA2

TRITON-3

| COHORTR4BRCA1

Percent of Patients Alive

7 No. of Deaths/ Median Overall Survival
RCAZ’ TM) ‘ No. of Patients. (95% 1) 100
is: a0
Olaparib 517162 191 (17.4-23.4) £
- a1 Control ~ 57/83 147 (119-183) 3§ %
34 4
20 o Hazard ratio for death, 0.69 (95% €1, 0.50-0.97) Ea
= 2sided P=0.02 E ] 60
b SE 50 Rucaparib
o <
» a2 %‘n-E 40
& a

A BRCA Subgroup

Control

Median Progression-free
Survival (95% C1)

mo
Rucaparib 11.2 (9.2-13.8)
Control 6.4 (5.4-8.3)

Hazard ratio, 0.50 (95% Cl, 0.36-0.69)
£<0.00L by log-rank test

Olaparib

0 3 6 9 215 12 u 27 0 0B 3% 39 42 4
0 Control Months
101 No. at Risk [no. of
events)
2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 4 Rucaparib 201 (0) 160 (1) 124 (44) 83 (70) 55 (89) 41(95) 27 (L03) 16 (109) 13 {110) 10 (112) 7 (113) 6(113) 3(115) 2 (115) 2 (115) O(115)
Months since Randomization Contrel 101(0) 69(21) 42(42) 19(55) 9(64) 4(66) 3(66) O(67)
No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 S6 44 30 18 6 2 1 0
Control 64 58 S0 43 37 27 18 15 1 9 6 3 1 o
COHORT®BOtrastalteraciones) ‘ No.ofDeshe]  Median Oversl e € ATM Subgroup
No. of Patients. 95% C1) 100~ Median Progression-free
) ma 904 Survival (95% CI)
o Olaparit 65734 141 (111-15.9) =
& Control 31748 115 (8.2-17.1) 5T 804 e
50 G 8 % 704 Rucaparib 8.1(5.5-83)
wl Hazard ratia for death, 0.96 [95% CI, 0.63-1.4) - @ Control 6.8 (4.0-10.4)
; 704 g‘% 50+ Control Hazard ratio, 0.95 (95% Cl, 0.59-1.52)
g ooy &g 40
Eoelo — g 30
T 5 20 Rucaparib
; s Control 104
T T T T T T T T T T T T T T 1
1 3 6 9 12 15 18 21 24 27 3 3 36 39 42 45
101 Months
T o4 I EEEEEEEEEE No. at Risk [no. of
Months sines Randomization events]
N Rucaparib €9(0) SL{11) 31(24) 16(38 6(46) 5(47) 4[47) 3(47) 2{48) 2(48) 2(48) 1(49) 1(49) O(49)
o. 3t ris
Pt v e s ws m s s s m w4 s & 1 o o o Control 34(0) 28(4 16(14) 9(19 4(24) 225 1(26) 1(26) 1{28) 0(27)
Contral 4 46 a1 37 % 25 2 20 18 10 9 7 4 2 0 0 0 0

Hussain MA, et al. N EnglJ Med 2020;383:2345-2357
Fizazi K, et al. N Engl J Med 2023;388:719-732
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TRITON-3 trial — PARPi

A Rucaparib vs. Docetaxel in the BRCA Subgroup

100~ Median Progression-free
90 Survival (95% Cl)

53 o0 me

n's 704 Rucaparib 11.2 (8.2-13.3)

_g % ol Docetaxel 83 (6.1-9.9) TRITON-3

% sg 50+ Rucaparib Hazard ratio, 0.53 (95% Cl, 0.37-0.77) H RR a |terati0n5

B2 407

sg . .

5 Docetael Previous Tx with 1 ARTA

o
< 10+
0 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
No. at Risk (no. of
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) 2(115) 2 (115) O (115)
Docetaxel 60(0) 44 (10) 32(18) 14(29) 6(36) 2(38) 1(38) 0(39)
B Rucaparib vs. Second-G ion ARPI Therapies in the BRCA Subgroup
100+ Median Progression-free

90 Survival (95% Cl)

80 mo
i J Rucaparib 11.2 (9.2-13.8)
R uca pa r b o Second-Generation ARPI 4.5 (3.3-5.8)

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

Percentage of Patients with
Progression-free Survival
@

o
1

204 Second-generation ARPI
10+
Physician’s choice: +—r——r 77— 71—
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

2nd ARTA or Docetaxel Months

— No. at Risk (no. of

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) 2 (115) 2 (115) 0O(l15)
Second-generation  41(0) 25 (11) 10(24) 5(26) 3 (28) 2(28) 2(28) 0 (28)

ARPI

Fizazi K, et al. N Engl J Med 2023;388:719-732
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metastases with high
PSMA-expression

Tracers are small -
radiolabelled

molecules that bind

Prostate Specific to the targeted
Membrane Antigen cancer cells.
(PSMA) is a protein found

abundantly on the surface seamlessly aligns a
of prostate cancer cells. diag

:;E'

nostic and
therapeutic tracer.

177Lu-PSMA-617

is used for therapeutic
purposes. |t emits
’{ beta-radiation killing

cancer cells.

3G a-PSMA-11
is used for diagnostic
PET imaging

1. Hofman M, et al.J Clin Oncol 39, 2021 (suppl 6; abstr 6). 2. Hofman MS, et al. J Clin Oncol 2022;40 (suppl22; abstr 5000).
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VISION trial — 177Lu-PSMA-617

A Imaging-Based Progression-free Survival
“ ORIGINAL ARTICLE ” 1004 No. of Events/
50 No. of Patients ~ Median
Lutetium-177-PSMA-617 for Metastatic g . 804 mo
. : k 17Lu-PSMA-61 254/385 8.7
Castration-Resistant Prostate Cancer 55 70 ubsaner f
n
0. Sartor, J. de Bono, K.N. Chi, K. Fizazi, K. Herrmann, K. Rahbar, S.T. Tagawa, E % 60 77Lu-PSMA—E]7+s[andard care Standard Care 93/196 3.4
L.T. Nordquist, N. Vaishampayan, G. El-Haddad, C.H. Park, T.M. Beer, -] £ 50 Alone
A. Armour, W.J. Pérez-Contreras, M. DeSilvio, E. Kpamegan, G. Gericke, £5 40 Hazard ratio for progression or death,
RA.Messmann, M.J. Morris, and B.J. Krause, for the VISION Investigators* E ﬁ 0.40 (99.2% Cl, 0.29-0.57)
58 P<0.001
E 20
Analysis Set for Imaging-Based All Patients Who 104
Progression-free Survival Underwent Randomization 0 . : : . . ; . : . : .
Characteristic N =581) (N=831) 0 2 4 6 8 10 12 14 16 18 20 22
177u-PSMA-617 plus Standard Care 7Lu-PSMA-617 plus Standard Care ; izati
Standard Care Alane Standard Care Alone Months since Randomization
(N=385) (N=196) (N=551) (N=280) No. at Risk
)= 710 (52-94) 720 (51-85) 70,0 (48-94) 715 (40-89) 177Lu-PSMA-617+standard care 385 362 272 215 182 137 88 71 49 21 6 1
Standard care alone 196 119 36 19 14 13 7 7 3 2 0 0
ECOG performance-status score of O or 1 352 (91.4) 179 (91.3) 510 (92.6) 258 (92.1)
— ne. (%)T
Site of disease —no. (%) B Overall Survival
Lung 35 (9.1) 20(102) 49 (8.9) 28 (10.0) No. of Events/
Liver 47(12.2) 26 (13.3) 63 (11.4) 38 (13.6) e No. of Patients  Median
Lymph node 193 (50.1) 99 (50.5) 274 (43.7) 141 (50.4) o e
Bone 351(91.2) 179 (91.3) 504 (91.5) 256 (91.4) 177 .| 5
i $ 80 177 u-PSMA-617+standard care Lu-PSMA-617+ 343/551 153
Median PSA level (range) — ng/ml 93.2 (0-6988) 90.7 (0-6600) 775 (0-6988) 74,6 (0-8935) 2 Standard Care
Previous androgen-receptor—pathway “ 709 Standard Care 187/280 113
inhibitor — no. (%) & 60 Alone
One regimen 213 (55.3) 98 (50.0) 298 (54.1) 128 (45.7) ;n'-' 50 Standard care alone Hazard ratio for death,
Two regimens 150 (39.0) 86 (43.9) 213 38.7) 128 (45.7) S 404 262 (93 C102-074)
-
More than two regimens 2(5.7) 12 (6.1) 40(7.3) 24 (3.6) 5 304
Previous taxane therapy — no. (36)** & 204
One regimen 207 (53.8) 102 (52.0) 325 (59.0) 156 (55.7) 104
Two regimens 173 (44.9) 92 (46.9) 220 (39.9) 122 (43.6) =
T T T T T T T T T T T T T T T 1
Docetaxel 377 (97.9) 191 (97.4) 534 (96.9) 273 (97.5) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Cabazitaxel 161 (41.8) 84 (42.9) 209 (37.9) 107 (38.2) Miithis Shca Randomiation
No. at Risk
177Lu-PSMA-617+standard care 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0
Standard care alone 280 238 203 173 155 133 117 98 73 51 33 16 6 2 0 0 0

Sartor O, et al. N EnglJ Med 2021;385(12):1091-1103
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[*’Lu]Lu-PSMA-617 versus cabazitaxel in patients with D@R®
metastatic castration-resistant prostate cancer (TheraP): B
arandomised, open-label, phase 2 trial

Michael S Hofman, Lovise Emmett, Shahneen Sandhu, Amir lravani, Anthony M Joshua, Jeffrey € Goh, David A Pattison, Thean Hsiang Tan,
lan D Kirkwaod, Siobhan Ng, Roslyn | Francis, Craig Gedye, Natalie K Rutherford, Andrew Weickhardt , Andrew M Scott, Sze-Ting Lee,
Edmaond M Kwan, Arun A Azad, Shakher Ramdave, Andrew D Redfern, William Macdonald, Alex Guminski, Edward Hsiao, Wei Chua, Peter Lin,
Alisan Y Zhang, Margaret M Mcfannett, Martin R Stockler, John A Violet*, Scott G Williams, Andrew | Martin, lan D Davis, for the TheraP Trial
Investigators and the Australian and New Zealand Urogenital and Prostate Cancer Trials Group?

EVENT-FREE SURVIVAL
OVERALL RESPONSE RATE

100 — ["Lu]Lu-PSMA-617
9 —— Cabazitaxel
100 PSA reduction 250% %’
from baseli £ 0754
80 - . s 0% HR 0-63 (95% Cl 0-46-0-86)
60+ B Vs . 7 p=0-0028
%, 40 I No post-baseline | qg_-r 0-50 -
£ PSA assessment s
3 20+ - S
& 37% (95% Cl 27-46) 66% (95%Cl 56-75) @
= o £ 025+
o
< -20 g
g‘ o
S SRR | ||| — . 0 | 1 T T T 1
-60~ 0 3 6 9 12 15 18
I L T e L LCLCCCTTTEEEREEE., | || ||| S S
------------------------------------------------------------ Number at risk Months
-100 .
Cabazitaxel (n=101) ["7Lu]Lu-PSMA-617 (n=99) Cabazitaxel 101 46 31 14 2 1 0
[7/Lu]-PSMA-617 99 67 38 28 17 11 4

Hofman MS, et al. Lancet 2021;397:797-804
S
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MAGNITUDE Combinaciones con ARTA

Comparacion:
ARTA (Abi/Enza) + iPARP vs placebo

HRR BM~

anchiz e Planned N = 600 m oy .
o e e Poblacion:
PROpel 12 linea de CPRCm
T Prmar ndpoi 80% de pacientes tratados solo con TPA
: l‘):x":v‘ﬁmnowed at i :&QWWWMMM(M)

MHSPC stage

= No prior abiraterone

+ Other NHAs allowed If
stopped 212 months prior
1o enroliment

+ Ongoing ADT

+ ECOG 0-1

Key secondary endpoint

+ Overall survival (alpha control)
Additional endpoints L3 . . ~
e T DIV Diferencias en el diseno:
+ Time to second progression or death (PFS2)
+ Objective response rate (ORR)

Stratification factors

e o — R ¢ MAGNITUDE -> Seleccién molecular previa (HRR+ vs
i e - Satey and toleabity HR R-).

e * PROpel = All comers (HRR+/HRR-). Analisis molecular
PaGuas popsiaton Primary endpoint rEtrOSpeCtiVO.

| e * TALAPRO-2 > All comers (HRR+/HRR-). Analisis

molecular prospectivo

Clarke NW, et al. NEJM Evid 2022;1(9). DOI: 10.1056/EVID0a2200043
Chi KN, et al. J Clin Oncol 2023;41:3339-3351
Modificado de la Dra. Rebeca Lozano. SEOM 2023 Fizazi K, et al. J Clin Oncol 41, 2023 (suppl 16; abstr 5004)
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HRR mutated patients

104
P RO P E L "]
.
PARPi + ARTA demonstrate better PFS "
H
than ARTA al in 1st line in HRR
2
-
an alonein1s i
o £
mutated mCRPC patients N
g
£ od
z
i Events,
& No. (%)
02 Abiraterone + Olaparib 430387 288 [
Abiraterone + Placebo 78 (67.8) 133
O Hazard ratio for disesse progression or death, 045
(95% 1,031 10 085)
23 45 6 7 8 5 10111213 19151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Time from Random Assignment (mo)
No. at Risk
Abiaterore + Oaparib 117 109 98 96 90 50 8 85 8 79 75 T 89 6 64 @ 6 & 47 4 2 0 B W WS 5 5 2 1 1 0
Abiaterooe s lacebo 115 12 S¢ 92 8 86 T8 78 7 @ 6 S8 M M @ 46 46 3% % w B B W 7 73 2200 00
APRO-2 HRR-Deficient Prlmary Endpoint: rPFS by BICR
lited in a 55% reduced of progre: A rPFS in BRCA1/2 subgroup (central review) B rPFS in HRR+ cohort (central review)
100 100
TALA+ENZA  PBO +ENZA a0 50
(N=200) (N=199) 50 80
. Events, n 70 70
2
[ ib + Enzalutamide Median (95% Cl), Not reache = 60 = 60
5 months (NR) (21.9-NR) = =
z 0.45 (0.33-0.61); e I W (7o I =l weiet
3 HR (95% CI) e bt &= 4 NIRA + AAP a0
g P<0.0001 20 Median, ma 20 Median, ma SRR AP
[ NIRA + AAP 166 PO + AAP NIRA + ARP 185
Median follow-up for rPFS was 204 B0+ AAP 109 204 B0, ARP 127 PBO + AAP
17.5 and 16.8 months, respectively 10 (HR, 0.53; 95% CI, 0.36-0.79) 10 (HR, 0.73; 95% Cl, 0.56-0.96)
Placebo + Enzalutamide P=001 P=.022
0 3 6 9 12 16 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
NIRA + AAP 112z 103 20 65 a5 n hl:] ] 4 1 o NIRA + AAP 212 192 167 128 96 64 45 n 10 2 [']
PBO + AAP nz 97 ” a3 28 20 n 5 2 ) o PBO = AAP 211 Bz 149 102 78 53 35 15 9 2 0

Clarke NW, et al. NEJM Evid 2022;1(9). DOI: 10.1056/EVID0a2200043
Chi KN, et al. J Clin Oncol 2023;41:3339-3351
Fizazi K, et al. J Clin Oncol 41, 2023 (suppl 16; abstr 5004)
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All comers/HRR- patients

PARPi + ARTA demonstrate better PFS than ARTA PROPEL 1.
alone in 1st line in all-comers mCRPC patients in i 1
PROpel and TALAPRO-2, but controversial. %
No benefit for HRRwt patients in MAGNITUDE.
; N E
1] pmegmepen

Hazard ratio for disease progression or death, 0.61
1955 €1, 0.49 10 0.74)

1 2 3 4 35 6 7 B 6 10 11 12 13 14 15 16 17 18 19 20 21 32 23 24 5 26 27 28 29 30 31

TALAPRO-2

Atiraterone + Ofuparib 399 389 153 347 332 331 314 J09 303 283 275 267 249 240 221 217 115 165 161 159 %6 69 B0 S5 53 M0 26 X 5 4 4 0

Abiaterore + Placsbo 397 368 M5 0 122 319 204 239 22 251 45 6 209 W U7 M I M1 L6 1M T M @ W B A W 15 2 2 1@
A Allpatients 100
100 Number of events/  Median progression.free
s number of patients  survival (95% C1), months = 90
= 5 "5\* Talazoparib plus enzalutamide  151/402 Not reached (27-5-not reached) = g0
s 809 B Placebo plus enzalutamide 191/403 219(166-251) @
H 5 70
=
& e 3 60
60 W -
§ M, 3 50
3 X 2
2 £ 40
g a0 = Niraparib + AAP
kn — Talazoparib plus enzalutamide £ 30 )
% — Placebo plus enzalutamide = Median, mo
% 204 Sstatfied: g 20 =] Niraparib + A% 12.0
-l Hazard ratio for disease progression or death, 063 (95% C1051-078) {() = Placebo + AP NE
i p<0-0001 0 HR, 1.03 (95% Cl, 0.63-1.67)
3 4 b & 10 1 14 16 18 20 22 24 26 28 30 32 34 36 3/ 40 4 5 CI% é 6 1'2 1'5
Number at risk
(b cansorsd) Months from randomization
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) (14) (27) (35) (39) (48) (55) (62) (63) (73) (79) (92) (126) (159) (186) (192) (223) (238) (249) (249) (250) (251) No. at risk
Placebo plus enzalutamide 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 0O Niraparib + AAP 117 105 86 4 3 0
(0) (20) (35) (47) (50) (63) (75) (80) (82) (90) (95) (109) (130) (153) (172) (173) (199) (209) (211) (211) (211) (212) Placebo + AP 116 104 83 a7 1 0

Clarke NW, et al. NEJM Evid 2022;1(9). DOI: 10.1056/EVID0a2200043 M AG N |T U D E

Chi KN, et al. J Clin Oncol 2023; 41:3339-3351
Agarwal N, et al. Lancet 2023 402(10398):291-303
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PROSTATE CANCER STAGES AND THERAPIES

Doublets
Abiraterone-P — Apalutamide
Docetaxel — Enzalutamide

Triplets
Docetaxel + Abiraterone-P First line Third line
Docetaxel + Darolutamide Abiraterone-P Cabazitaxel
Docetaxel Radium223
. Enzalutamide Olaparib (BRCA1-2 +)
Metastatic ARTA + PARPi 177, y-PSMA-617 (PSMA+)

hormone-

. sensitive Metastatic Metastatic Metastatic
Non-metastatic

Clinically castration- castration- castration-
: hormone- : : .
localized resistant: resistant: resistant:

sensitive 1st i dli 3rd l
Non-metastatic st line 2nd line rd (n) line

castration-

. Second line or post-
resistant d
ocetaxel

Abiraterone-P
Apalutamide Cabazitaxel
Darolutamide Enzalutamide
Enzalutamide Olaparib (BRCA1-2+)

177Ly-PSMA-617 (PSMA+)

Adapted from: Parker C, et al. Ann Oncol 2020;31(9):1119-1134
S
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DDR aberrations: response to platinum

100 A

50

-50

PSA Change From Baseline (%)

= Missense mutation (putative driver)

-100 Germline mutation

= Truncating mutation (putative driver)

N DDRwt
BRCAZ2

. ATM

|| Deep deletion

- No data

No alterations

B ATM & RADS51

FANCA

I CDK12 & FANCA

FGA

PALB2

0 el 1
TMB 0.9 el 43.3

Zygosity:
(B) Biallelic
(M) Monoallelic
(U) Undefined

I Platinum-based treatment e PR
B PARP e SD
e PD

—¥ Ongoing treatment

ATM D639Ifs*10, X24_splice (B)
BRCA2 E2846*(M)

ATM germline Y959* (B)

BRCA2 germline S1982Rfs*22 (M)
BRCA2 germline P3039P (U)
BRCA1 germline Q1756Pfs*74 (M)
BRCA2 P655Qfs*5 (B)

BRCA2 HOMDEL (B)

Zygosity:
(B) Biallelic
(M) Monoallelic
(U) Undefined

Months

Best radiographic PSA decline

response (RECIST) from baseline (%)

PARPi | Platinum | PARPi | Platinum
PD PD +34 -40
sD PD +2 +49
SD PD +154 -5
SD sD +67 -61
PR PD -68 -23
PD PR N/A N/A
PR N/A -77 -5
PD sD +34 -79

20

§ 100 4 Median, 3.0 v 1.6 months

: HR, 0.55 (95% Cl, 0.29 to 1.04)

g

©

e

— 50

=

o

1Z]

E

2

=

©

o

0 4 8 12
Time Since Start of Treatment (months)
No. at risk:
DDRmut 16 7 1 0
DDRwt 48 10 3 0
100 4

Patients on Treatment (%)

No. at risk:
BRCA2mut
DDRwt

Median, 3.9 v 1.6 months
HR, 0.63 (95% Cl, 0.26 to 1.52)

50 1
e BRCAZmut
s DDRW

T T T

0 4 8 12
Time Since Start of Treatment (months)

Mota JM, et al. JCO Precis Oncol 2020;4:355-366
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© 0 0 0 0 0 0 o0 o

— vy m— m—
July 2015: March 2016: July 2016 October 2016:

AGNOSTIC TREATMENT IN MSI-HIGH TUMORS:
ANTI-PD1 (PEMBROLIZUMAB) TREATMENT

100

50

=5() =

% Change from Baseline SLD
L=

-100=

9 discussed application Breakthrough
of KEYNOTE-158 amended to based on pooled results Therapy designation
include cohort of of MSI-H cancers for MSI-H, non-CRC
previously treated, in’5 studies cancers
MSI-H mCRC
CCR Drug Updates AAGR

FDA-approved, 23 May, 2017

Le DT, et al. Science 2017;357(6349):409-413
Marcus L, et al. Clin Cancer Res 2019;25:3753-3758
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:

177Lu-PSMA-
617

Abi/Enza Cabazitaxel

Docetaxel

Docetaxel

Enza + Talazoparib
Abi + Olaparib

BRCA1-2/HRR WT

Radium223 Radium223

177Lu-PSMA-
Docetaxel 617
Radium223 Cabazitaxel

Radium223

Abi + Olaparib

BRCA1-2 mut Enza + Talazoparib
HRR mut? Abi + Niraparib

Denosumab or zoledronic acid for SRE protecting Consider Carboplatin (DDR)/Pembro (MSlI)
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] BRCA1-2/HRR WT

Enza + Talazoparib
Abi + Olaparib
ADT +

Docetaxel

Abi + Olaparib
BRCA1-2 mut Enza + Talazoparib
HRR mut? Abi + Niraparib

Denosumab or zoledronic acid for SRE protecting

SECUENCIAS EN CPRCm

177Lu-PSMA-
617 177Lu-PSMA-

617
Cabazitaxel
Radium223

Cabazitaxel
Radium223

Abi/Enza

177Lu-PSMA- 177Lu-PSMA-
617 617

Cabazitaxel
Radium223

Cabazitaxel
Radium223

Consider Carboplatin (DDR)/Pembro (MSI)
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Docetaxel

Abi + Olaparib??
Enza + Talazoparib??

BRCA1-2/HRR WT

PARPi:
Ola/Rucaparib

BRCA1-2 mut Docetaxel

HRR mut? Abi + Olaparib??
: Enza + Talazoparib??

Abi + Niraparib??

Denosumab or zoledronic acid for SRE protecting

SECUENCIAS EN CPRCm

177Lu-PSMA- 177Lu-PSMA-
617 617

Cabazitaxel
Radium223

Cabazitaxel
Radium223

Docetaxel

177Lu-PSMA-
177Lu-PSMA-617 617
Cabazitaxel

Radium223

Cabazitaxel
Radium223

Consider Carboplatin (DDR)/Pembro (MSI)
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177Lu-PSMA-617

Cabazitaxel

Radium223
Abi + Olaparib?

Enza + Talazoparib?

\ BRCA1-2/HRR WT

ADT +
Docetaxel

+ARTA PARPi:
Ola/Rucaparib

BRCA1-2 mut Abi + Olaparib?
HRR mut? Enza + Talazoparib?

Abi + Niraparib?

Denosumab or zoledronic acid for SRE protecting

SECUENCIAS EN CPRCm

177Lu-PSMA-617
Cabazitaxel
Radium223

177Lu-PSMA-617
Cabazitaxel
Radium223

177Lu-PSMA-617 177Lu-PSMA-617
Cabazitaxel

Radium223

Cabazitaxel
Radium223

Consider Carboplatin (DDR)/Pembro (MSI)
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1. Elescenario de CPRCm se halla en continua modificacion, donde la secuencia
de tratamientos se vera modificada por la incorporacion precoz de los diversos
agentes.

2. Tratamiento basado hasta ahora en agentes hormonales y quimioterapia +/-
Ra223.

Incorporacion de inhibidores de PARP, pendiente de ordenar.
4. Papel del lutecio-PSMA.
Beneficio de inmunoterapia en un numero limitado de pacientes (MSI).
6. Considerar la incorporacion de agentes protectores del hueso.
Ensayos clinicos y biomarcadores (como siempre).

8. Considerar un cambio en la modificacidon de la terminologia, abandonando los
términos de hormonosensibilidad y resistencia a la castracidon y pasando a
clasificar como 12 y sucesivas lineas.
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