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Olaparib Rucaparib Niraparib Talazoparib
Trial TOPARP-A | TOPARP-B | PROFOUND | TRITON2 | TRITON 3 | GALAHAD | TALAPRO | ZZ-Hrst
Phase Phse 2 Phase 2 Phase 3 Phase 2 single | Phase 3 (2:1) | Phase 2, Single | Phase 2 F2 (2:1)
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Treatment Olaparib Olaparib vs Rucaparib Rucaparib Niraparib Talazoparib Enza +-
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Abi/eza/Do
ce
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Testing (tissue) (Blood /Tissue | al (Tissue) (Tissue) and (Foundation |Lab
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Profound

Olaparib for Metastatic Castration-Resistant
Prostate Cancer

J. de Bono, J. Mateo, K. Fizazi, F. Saad, N. Shore, S. Sandhu, K.N. Chi, O. Sartor,
N. Agarwal, D. Olmos, A. Thiery-Vuillemin, P. Twardowski, N. Mehra, C. Goessl,
J. Kang, J. Burgents, W. Wu, A. Kohlmann, C.A. Adelman, and M. Hussain

A Imaging-Based Progression-free Survival in Cohort A
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*0.047 alpha spent at the final OS analysis. Median follow-up duration for censored patients was 21.9 months in the olaparib arm and 21.0 in the control arm.
Cl, confidence interval.

Key eligibility criteria

* MCRPC with disease
progression on prior
NHA eg abiraterone or

enzalutamide

* ¥ TER M0 CTISHA
qualifying gene with a
direct or indirect role in
HRR

Stratification factors
« Previous taxane
« Measurable disease

2:1 randomization
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Cohort B
Other alterations
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Stansucal analysis plan
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Combinacion iPARP + ARPI

Enzalutamide 0.45 0.20
21
TALAPRO-2 + Talazoparib (0.33-0.61) (0.11-0.36) 8% 29.4%

Abiraterone + 0.50 0.23
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Abiraterone + 0.73 .53
3 0, (o)
MAGNITUDE® " Niraparib (056-0.96)  (0.36-0.79) Sk 2O

Fizazi et al, ASCO GU, 2023
2Clarke et al, NEJM Evidence, 2022
3Chi et al, JCO, 2023



Propel: abiraterona + olaparib
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MAGNITUDE: Niraparib + Abiraterona

Composite Progression Endpoint
Study start: February 2019 prescreening for Allocation 1:1 (radiographic or PSA progression)
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Talapro 2: enzalutamida + talazoparib

Patient population Talazoparib 0.5 mg* + Primary endpoint TALAPRO-2: Overall Survival (Interim Analysis)

. Firstline mCRPC enzalutamide 160 mg, Radiographic progression-free survival (rPFS) by Overall survival data are immature: 31% maturity
UG GE peroriance sais (75) B or d once daily blindedindependent central review (BICR)
(N=402)
Stratification factors (€0.25 g e U ol Anpeliovent Key secondary endpoint
+ Prior abiraterone? or docetaxel in «  Overall survival (alpha protected) TN  Talazoparib + Enzalutamide
castration-sensitive setting (yes vs no) (N=805)

* HRR gene alteration status Other secondary endpoints
(deficient vs nondeficient or unknown) ) )
Time to cytotoxic chemotherapy

+ - . b
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enzalutamide 160 mg, once Objective response rate (ORR)

: daily Patient-reported outcomes
Nondeficient

or unknown HRRm (N=403) Safety

e = 3 T T T T T T T T T T T T T T T T T 1
N=636 N=169 | N=230 (Data cutoff: August 16, 2022) 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months
HRRm only (Cohort 2), N=399 Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR, Mot bied e e S el K e [ B B o 8 B
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

Placebo + Enzalutamide

Probability of OS

TALAPRO-2: rPFS by BICR by HRR Status

A clinically meaningful reduction in risk of progression or death was seen regardless of HRR status

TALAPRO-2: rPFS by BICR in HRR-nondeficient by Prospective Tumor Tissue Testing

A 34% risk reduction was seen in patients without HRR gene alterations detected by prospective tumor tissue testing

HRR-deficient HRR-nondeficient or unknown
TALA + ENZA  PBO + ENZA
(N=84)
Events,n 49 TALA + ENZA PBO + ENZA
M 95% Cl), 6 %% = =
e m;nlr:)s (16.6-NR) (10 ’9-;4 6) (N=198) (N=214)

0.46 (0.30-0.70);
P <0.001

Talazoparib +

HR (95% CI) Enzalutamide

Talazoparib + Enzalutamide Events, n

Median (95% Cl),

Tal ib
alazoparib + months

1 Enzalutamide

Probability of rPFS
Probability of rPFS

Placebo + Enzalutamide

Probability of rPFS

1 Events,n Enzalutamide

L HR 0.66 (95% CI, 0.49-0.91)
0 0,

"“'“"‘f.ﬁ'mcy?; (27 ’;fNRy (19.1-30.5) LAt P=0.009

0.70 (95% Cl, 0.54-0.89);
P =0.004

Placebo +

Enzalutamide
HR (95% CI)

. L L L L e L L U T U L L i L O S N L L e L Tl s i AT Tl U | LR i Ukl
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
No. at risk Months No. at risk No. at risk Months
TALA+ENZA 85 83 81 78 75 65 57 51 49 42 40 37 30 23 17 15 6 3 0 0 0 TALA + ENZA 317 296 272 250 243 220 199 183 177 167 06 74 50 46 23 2 2 0 TALA+ENZA 198 184 170 152 148 132 119 109 104 100 91 83 63 43 31 28 18
VENZA 84 T2 61 ) 25 21 20 17 11 6 6 ) 319 274 250 224 218 194 166 155 149 129 79 57 % 12 11 ¢ PBO+ENZA 214 179 162 143 138 123 107 100 95 78 71 65 50 34 23 22 8
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ARPi + PARPI phase 3 trials in mCRPC

AR signaling inhibitor

PARP inhibitor

Inclusion criteria

Molecular testing

Genes analyzed

Stratification factors

Primary endpoint

Patients

HRRm

Age, median (range), y

P SA at study entry (ng/mL)

ECOG
0
1
Site of metastases
Bone
Visceral

Prior docetaxel mHSPC
Prior ARPi for nmCRPC/mHSPC
Prior ARPi for L1 mCRPC

MAGNITUD'

Abiraterone (AA)

Niraparib

PROPEL?%3

Abiraterone (AA)

Olaparib

TALAPRO-2*

Enzalutamide

Talazoparib

1L MCRPC
BPl-e<-&E
AA for mCRPC
HRR alt only

1LmCRPC
ECOG PFS 0-1
No prior AA in mMCRPC
ARSi allowed if stopped 012 m_ prior
All comers

1L mCRPC
ECOG PFS 0-1
Docetaxel and AA for mHSCP allowed
All comers

Prospective
Plasma: Resolution Biosciences
Tissue: FoundationOne®CDx

Retrospective
Tissue: FoundationOne®CDx
Plasma FoundationOne®Liquid CDx

Prospective
Tissue: FoundationOne®CDx
Plasma: FoundationOne®Liquid CDx

ATM, BRCA1, BRCA2, BRP1, CDK12,
CHEK2, FANCA, HDAC2, PALB2

Prior docetaxel for mHSPC
Prior ARSi for nmCRPC or mHSPC
Prior AA for 1L mCRPC
BRCA1/2 vs non-BRCA HRR

ATM, BRCAT, BRCAZ, BARD1, BRIPT,
CDK12, CHEK1, CHEK2, FANCL,
PALB2, RAD51B, RAD51C, RAD51D,
RADS54L

Site of metastases
Prior taxane at mHSCP

ATM, ATR, BRCA1, BRCA2, CHEK2,
FANCA, MLH1, MRE11A, NBN, PALB2,
RAD51C

HRR status
Prior AA or docetaxel for mHSCP

rPFS by central review in HRRm

rPFS by investigator in all comers

rPFS by central reviewer in all comers

Experimental arm

Control am

Experimental arm

Control arm

Experimental arm

Control amm

212
100%

21
100%

399
28%

397
29%

402
21%

403
21%

69 (45-199)

69 (43-88)

69 (43-91)

70 (46-88)

71 (41-90)

71 (36-91)

21.4 (0-4826.5)

17.4 (0.1-4400)

17.9 (6.09-67)

16.81 (6.26-53.3)

18.2 (0.1-2796)

162 (0.1-2285)

130 (61%)
82 (39%)

146 (69%)
65 (31%)

286 (72%)
112 (28%)

272 (68%)
124 (31%)

259 (64%)
143 (36%)

271 (67%)
132 (33%)

183 (86.3%)
51(24.1%)

170 (80.6%)
39 (18.5%)

340 (88%)
55 (14%)

330 (85%)
60 (15%)

349 (87%)
57 (14%)

342 (85%)
77 (19%)

41 (19.3%)
8 (3.8%)

44 (20.9%)
5 (2.4%)

90 (23%)
1(0.3%)

89 (22%)
0

86 (21%
21 (5%)

93 (23%)
25 (6%)

50 (23.6%)

48 (22.7%)

0

0

0

0




ARPi + PARPi

rPFS all comers
rPFS BRCA subgroup

rPFS HRRm subgroup

EFFICACY

rPFS non-HRR/unknown

Time to PSA progression

Objective Response Rate (ORR)

MAGNITUD'

16.6 vs 10.9 months
HR 0.53 (95%CIl 0.36-0.79)
P=0.0014

16.5 vs 13.7 months
HR 0.73 (95%CI 0.56-0.96)
P=0.0217

18.5 vs 9.3 months
HR 0.57 (95% Cl 0.43-0.76)
P<0.001

60% vs 28%
P<0.001

CR: 22% vs 18%; PR 38% vs 34%

PROPEL2?

24.8 vs 16.6 months
HR 0.66 (95% CI 0.54-0.81)
P<0.001

NR vs 8.4 months
HR 0.23 (95% CI1 0.12-0.43)

NR vs 13.9 months
HR 0.50 (95% C1 0.34-0.73)

24.1 vs 19 months
HR 0.76 (95%CI 0.60-0.97)

NR vs 12 months
HR 0.55 95% Cl 0.45-0.68)

58% vs 48%
P=0.041

CR: 4% vs 6%; PR 54% vs 42%

TALAPRO-24

NR vs 21.9 months
HR 0.63 (95% CI 0.5-0.78)
P<0.001

Not reported

27.9 vs 16.4 months
HR 0.46 (95% CI 0.3-0.7)
P<0.001

NR vs 22.5 months
HR 0.70 (95% CI 0.54-0.89)
P<0.001

26.7 vs 17.5 months
HR 0.72 (95% CIl 0.58-0.89)
P=0.002

62% vs 44%
P=0.005

CR: 38% vs 18%; PR 24% vs 26%

1. Presented at ASCO GU 2022 by Dr K Chi; 2. Clarke et al, NEJM Evid 2022; 3. Presented by Dr Saad at ESMO 2022; 4. Presented by Dr Agarwal at ASCO 2023
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ASCO Genitourinary

Cancers Symposium

rPFS all comers

rPFS BRCA subgroup

rPFS HRRm subgroup

rPFS non-HRR/unknown

Time to PSA progression

Objective Response Rate (ORR)

presentep By: Dr Elena Castro @Ecastromarcos

MAGNITUD'

16.6 vs 10.9 months
HR 0.53 (95%CIl 0.36-0.79)
P=0.0014

16.5 vs 13.7 months
HR 0.73 (95%CI 0.56-0.96)
P=0.0217

18.5 vs 9.3 months
HR 0.57 (95% Cl 0.43-0.76)
P<0.001

60% vs 28%
P<0.001

CR: 22% vs 18%; PR 38% vs 34%

PROPEL2?

24.8 vs 16.6 months
HR 0.66 (95% CI 0.54-0.81)
P<0.001

NR vs 8.4 months
HR 0.23 (95% Cl1 0.12-0.43)

NR vs 13.9 months
HR 0.50 (95% C1 0.34-0.73)

24.1 vs 19 months
HR 0.76 (95%CI 0.60-0.97)

NR vs 12 months
HR 0.55 95% Cl 0.45-0.68)

58% vs 48%
P=0.041

CR: 4% vs 6%; PR 54% vs 42%

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

TALAPRO-24

NR vs 21.9 months
HR 0.63 (95% CI 0.5-0.78)
P<0.001

Not reported

27.9 vs 16.4 months

HR 0.46 (95% CI 0.3-0.7)
P<0.001

NR vs 22.5 months
HR 0.70 (95% CI 0.54-0.89)
P<0.001

26.7 vs 17.5 months
HR 0.72 (95% CIl 0.58-0.89)
P=0.002

62% vs 44%
P=0.005

CR: 38% vs 18%; PR 24% vs 26%

1. Presented at ASCO GU 2022 by Dr K Chi; 2. Clarke et al, NEJM Evid 2022; 3. Presented by Dr Saad at ESMO 2022; 4. Presented by Dr Agarwal at ASCO 2023
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How do PARPiI compare with taxanes?

BRCA subgroup ITT population

Rucaparib vs Docetaxel Median, g0 Mer:r?(i)an’ 95% Cl

100 -

- 12 92-138 102 83112
9 Docetaxel 83 6.1-99 Docetaxel 8.3 6.1-10.1
21 = Log-rank P=0.00092 Log-rank P=0.0066

HR (95% Cl): 0.53 (0.37-0.77) HR (95% Cl): 0.64 (0.46-0.88)
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Combinacion iPARP+ ARPI en CPHS

AMPLITUDE
FAALCON
TALAPRO-3
ZZ-First

ASCLEPIuS

GUNS

Niraparib
Olaparib
Talazoparib
Talazoparib

Talazoparib
Olaparib
Niraparib
Niraparib
Niraparib

Abiraterone

Abiraterone

Enzalutamide

Enzalutamide

Abiraterone
Abiraterone
Abiraterone

Abiraterone

Abiraterone

Yes
No
No

No
No
Yes

Yes
No

No
Yes
No

No
Yes
No

No

Yes

NCT04497844
NCT04748042
NCT04821622
NCT04332744

NCT04734730
NCT05167175
NCT04194554

NCT04947254
NCT04812366



Situacion actual de iparps en cancer de prostata

* En CPRC ya esta todo dicho o debemos avanzar?

e Cuales son la preguntas que quedan por responder?
 COmo podemos plantearnos contestarlas?

* Propuestas

* Y en CPHS?



AVPC: aggressive variant prostate cancer

e Patients must meet at least one of the following AVPC criteria:

e 1.- Histologically proven small cell (neuroendocrine) prostate carcinoma
2.- Exclusive visceral metastases.
3.- Predominantly lytic bone metastases identified by plain x-ray or CT scan.

4.- Bulky (>/= 5cm in longest dimension) lymphadenopathy or high-grade tumor mass in
prostate/pelvis.

* 5.- Low PSA (</= 10ng/mL) at initial presentation (prior to androgen ablation or at
symptomatic progression in the castrate-setting) plus high volume (>/= 20) bone
metastases.

* 6.- Elevated serum lactate dehydrogenase (>/=2 x upper limit of normal) or elevated
serulm carcinoembryonic antigen (>/= 2 x upper limit of normal ) in the absence of other
etiologies.

« 7.- Short interval (</= 180 days) to castrate-resistant progression following initiation of
hormonal therapy.

* 8.- Known loss or mutation (by CLIIA certified molecular testing, IHC and/or DNA
sequencing) in at least 2 of the following: Tp53, RB1 and PTEN.



Propuestas para AVPC

* En el contexto de CPRC ?
 En el contexto de CPHS ?

* Profundizacion en estudios moleculares para caracterizar mejor esta
poblacion ?



Antibody drugs conjugates and targets in prostate cancer cells

Cell Death




Antibody drugs conjugates and targets in prostate cancer cells:
trials results

Study/reference
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Antibody drugs conjugates and targets in prostate
cancer cells: trials in progress

Study/reference

NCT04381832

[14]

NCT03725761

[15]

NCT05489211

[16]

NCT04644068

[17]

NCT02465060

[18]

NCT03602079

[19]

NCT03729596

[20]
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Nuevos antiandrégenos en CPRC

TAS3681: AR antagosnist for full length and AR-splice variant

Cirtuvivint: pan CLK/DYRK inhibitor
e En combinacion con ARSI

EPI-7386: small molecule targetin AR-N terminal domain (NYH)

Bavdegalutamide (ARV-110): PROTAC protein degrader,
targeting wild-type and mutant AR

ODM-208: non-steroidal CYP11A1 inhibitor: active in LBD mutation

Phase /Il

Phase I/II

Phase |

Phase I/l

Phase Il
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