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* Metastatic, castration-resistant prostate cancer

e TALAPRO-2 trial overall survival

- Oral: LBA18. Neeraj Agarwal. Final overall survival (OS) with talazoparib (TALA) + enzalutamide
(ENZA) as firstline treatment in unselected patients with metastatic castration-resistant prostate
cancer (mCRPC) in the phase 3 TALAPRO-2 trial.

- Poster: LBA141. Karim Fizazi Final overall survival (OS) with talazoparib (TALA) + enzalutamide
(ENZA) as first-line (1L) treatment in patients (pts) with homologous recombination repair (HRR)-
deficient metastatic castration-resistant prostate cancer (mCRPC) in the phase 3 TALAPRO-2 trial.

e ENZA-P trial overall survival

* PSMAfore biomarker analysis
 Mevrometostat + Enzalutamide

* Metasases-directed therapy for mCRPC
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PARP inhibitor + hormone therapy combinations

rPFS in BM+ and BM-
MAGNITUDE Prospective HRR assessment

rPFS in all comers

TALAPRO-2 Prospective HRR assessment

rPFS in all comers
PROPEL Retrospective HRR assessment

- Abi 1000 mg/24h Talzaoparib 0,5 mg +
gbg'/r;ﬁri”e —— HRR Nira 200 mg/12h o Enzalutamide 160 mg/24h
Elegibility o S el BM+ (n=162) =l (n=402)
Metastatic CRPC L = A
No bri (n=399) : First line Placebo +
prior therapy Abi 1000 mg/24h E1g5a0
for mCRPC Elegibility: Placebo/12h ECOG PS0-1 Enzalutamide 160 mg/24h
ADT + Docetaxel Abiraterone 1000 First-line — (n=83) (n=403)
in mHSPC allowed mg/24h + mCRPC
Placebo/12h ECOG PS 0-1 Primary Prospective genomic
(n=397) BPI-SF worst Abi 1000 mg/24h endpoint: assessment:
pain<3 Nira 200 mg/12h rPFS BRCA1, BRCA2, PALB2, ATM,
HRR (n=162) (independent ATR, CHEK2, FANCA RAD51C,
Primary endpoint: BM- evaluation) NBN, MLH1, MRE11A, CDK12
Investigator-assessed ibPFS Abi 1000 mg/24h
Primary endpoint: Placebo/12h Secondary endpoints:
Secondary endpoints: rPFS by central review (n=83) Time to chemotherapy
Overall survival PFS2
Time to subsequent therapy (TTST) Secondary endpoints Response rate
PFS2 Time to citotoxic ChT; Time to symptomatic Patient-reported outcomes
Health-related Quality of Life progression; OS Safety

Clarke et al. N Eng J Med Evid 2022; Chi et al. J Clin Oncol 2023; Agarwal Lancet Oncol 2023



Significant rPFS benefit in all comers

ibPFS in all patients All comers
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mutations

A BRCAm subgroup (investigator assessment)
PROPEL trial " 9 8
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Overall survival

PROPEL (all comers)
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Saad et al. Lancet Oncol 2023. Chi et al. Ann Oncol 2023. Agarwal et al. Lancet Oncol 2023. Fizazi et al. Nature Med 2023

APRO-2

All comers (cohort 1)
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- . HRR-deficient cohort is being presented today in poster D15
TALAPRO-2: Trial Desi gn Statistically significant and clinically meaningful improvement in OS

Patient population Primary endpoint
1L mCRPC . . - PFS by BICR
ECOG 0 or 1 Talazoparib + enzalutamide
Ongoing androgen deprivation (N=402)

therapy Key secondary endpoint

+ OS (alpha protected)

Stratification factors . Unselected Cohort 1 (N=805)
+ Prior abiraterone? or docetaxel for
CSPC (yes vs no)
HRR gene alteration status Placebo + enzalutamide
(deficient vs non-deficient or (N=403)
unknown)®

Other secondary endpoints
Time to cytotoxic chemotherapy

PFS2

ORR

Patient-reported outcomes
Safety

Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805

1 Samples prospectively assessed for HRR gene alterations

I 1 (ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C)
Non-deficient HRRm = using FoundationOne/FoundationOne®CDx and FoundationOne®Liquid CDx
or unknown i
N=sss N1 DCO1:Aug 16,2022  DCO2: March 28, 2023 DCO3: Sept 3, 2024
:Aug 16, : Marc! : : Sep
= rPFS (primary) OS (interim) OS (final) current

HRRm only (Cohort 2), N=399 Analysis timeline: 3 ] i |
(unselected)

*Prior orteronel was received by two patients in each treatment arm in Cohort 1 and one patient in each treatment arm in Cohort 2. ®Unselected cohort only.

No differences across
treatment groups
21% prior Docetaxel
5.5% prior Abiraterone
HRR alterations:
- HRRd: 21% (N=169)
- HRRp: 79% (N=636)

Tala + Enz Enz




rPES Primary analysis (Aug 16 2022)
NR vs 21.9 months; HR: 0.63 (0.51-0.78); p<0.001

Update (DCO: Sept 3, 2024)

Events/ Median rPFS folngw?l?
patients  (95% ClI), mo P,

1.0 4 11(¢]
TALA + ENZA 202/402 |33.1 | (27.4-39.0) 470
0.8 PBO + ENZA 231/403 |19.5] (16.6-24.7) 46.9
o :
T 064 13.6 months improvement
k3
2
E
8 04
[=]
o
0.2 -
HR=0.667 (0.551-0.807); P<0.0001
e T T

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
No. at risk Time (Months)

TALA +ENZA 402 353 318 257 228 196 180 155 138 122 108 101 63 50 13 7 1 0
PBO + ENZA 403 312 273 201 180 138 128 100 92 81 72 66 44 35 5 2 1 0

Update:
33.1 vs 19.5 months; HR: 0.67 (0.55-0.81); p<0.001

OS (all comers)

Primary analysis (Aug 16 2022)
NR vs 36.4m; HR: 0.89 (0.69-1.14); p=0.35

Overall Survival (Final Analysis)
20.4% reduction in risk of death, >8 months improvement in median OS

: Median OS
Events/patients (95% Cl), mo
TALA + ENZA 211/402 45.8 | (39.4-50.8)
PBO + ENZA 243/403 37.0 | (34.1-40.4)
1.0 :
8.8 months improvement
0.8 Median follow-up for OS was
% 52.5 months
o
S 0.6
2
2
2 04— Update
& 45.8 vs 37 m; HR: 0.8 (0.66-0.96); p=0.0155
0.2
HR=0.796 (0.661-0.958); P=0.0155
0.0 T T T T T T T T T T T T T T T T 1
(0] 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
No. at risk Time (Months)
TALA+ENZA 402 390 371 347 319 296 285 250 226 212 193 183 158 89 42 11 1 ()

PBO + ENZA 403 391 362 331 305 287 257 231 207 183 163 148 127 77 3 4 1 0




Overall Survival in Subgroups With No Alterations Detected by
Both ctDNA and Tumor Tissue (prospective & retrospective)

Clinically meaningful reduction in risk of death in patients without 105
BRCA or HRR alterations

Overall Survival: subgroup analysis

Subgroup
Overall

Age, years
ECOG PS
Gleason score

Stage at diagnosis

Site of metastasis

HRR status?

Prior abiraterone® or
docetaxel

PBO + ENZA

270
<70
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<8 — ]
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Soft tissue only *
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—e—
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—@—

Rnana and cnft ticcua

Deficient
Non-deficient/unknown
Yes

No

-]

00 02 04 06 08 10 12 14 16 18

.

Favors TALA + ENZA Favors PBO + ENZA

HR (95% CI)

0.796 (0.661-0.958)
0.797 (0.633-1.004)
0.778 (0.571-1.059)
0.842 (0.669-1.061)
0.700 (0.514-0.952)
0.895 (0.622-1.289)
0.769 (0.619-0.955)
0.828 (0.627-1.093)
0.781 (0.609-1.003)
0.676 (0.502-0.910)
0.900 (0.495-1.636)
N QRQ IN R7N_41 19K\
0.542 (0.361-0.814)
0.874 (0.711-1.076)
0.663 (0.467-0.940)
0.853 (0.686-1.060)

No BRCA alteration detected

Events/ Median OS
patients (95% CI), mo
TALA + ENZA  114/219 |48.4 ) (37.2-54.1)
PBO + ENZA  137/220 |37.1](31.1-40.7)
0.8
& 2
o 11.3 months improvement
S 0.6
2
a
S 041
B
o
02
HR=0.749 (95% ClI, 0.582-0.963); P=0.02372
00 s T T T T T Tom T Tomm T T T Trm T T T T |
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
N : Time (Months)
o. at risk

TALA + ENZA 219 213 204 187 172 159 155 135123 114 102 99 89 51 26 7 1 O
PBO + ENZA 220 214 196 179 164 155 135 121110 98 84 75 63 39 20 1 1 0

No HRR alteration detected

Events/ Median OS
patients (95% CI), mo
1.0 9 TALA + ENZA 82/154 |46.6| (33.0-54.1)
PBO + ENZA 99/160 |37.4] (30.0-40.9)
0.8 v
o s
o 9.2 months improvement
S 06
2
2
.g 0.4
o
0.2
HR=0.782 (0.582-1.050); P=0.10082
0.0 I [t ] o G| o [ [ T o P P [ P et i |
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
N 5 Time (Months)
o. at risk

TALA +ENZA 154 148 142 128 120 110 108 95 85 79 72
PBO + ENZA 160 156 143 131 120 113 97 87 81 73 61

71 64 36 19 5 1 0
53 44 29 14 1 1 0



Subsequent therapy
Talazoparib + Enzalutamide Placebo + Enzalutamide
(N=398) (N=401)

Patients taking any of the following post-baseline antineoplastic therapies with demonstrated overall survival benefit

owee | wwn | wea |
(comwd | waw | wws |
(owen | aea | ens |

wsmee | mew | mey |
ovawonse | ven | _wea |
I S N T N R N

How many are BRCA mutant?

Quality of life is maintained with the
combination (EORTC-QLQ-C30)

Median time to
Events/patients definitive deterioration
(95% CI), mo

TALA + ENZA 163/395 41.5] (36.0-48.8)
e PBO + ENZA 155/398 34.1) (27.9-45.2)
- Y .
% 7.4 months improvement
5 08
3
1
o]
30.6—
5
)
Q 04+
o
2
§ 02
g HR=0.878 (95% Cl, 0.704-1.096); P=0.24872
M == A F =
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
No. at risk Time (Months)

TALA+ENZA 395 303 277 227 197 172 161 144 129 107 89 & 58 % 16 3 0
PBO+ENZA 398 293 250 207 170 146 122 103 88 75 68 60 40 3 12 0 0
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Figure 1. Trial Design

Unselected (Cohort 1)
. i ™
Patient population Talazoparib + enzalutamide
¢ 1L mCRPC (N=402)
* ECOGOor1 Placebo + enzalutamide Key secondary endpoint
* Ongoing androgen deprivation therapy (N=403) « 0S (alpha protected)
Stratification factors Other secondary endpoints

HRR-deficient (Cohort 2)

¢ Prior abiraterone* or docetaxel for * Time to cytotoxic chemotherapy

CSPC (yes vs no) Talazoparib + enzalutamide « PFS2
¢ HRR gene alteration status (deficient (N=200) « ORR
vs non-deficient or unknown) ] .
(unselected cohort only) Placebo + enzalutamide * Patient-reported outcomes

(N=199)
e Saf
\_ . atety J

Samples prospectively assessed for HRR gene alterations (ATM, ATR, BRCA1, BRCAZ2, CDK12, CHEK2,
FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C) using FoundationOne®/
FoundationOne®*CDx and FoundationOne®Liquid CDx

DCO1: Oct 3, 2022 DCO2: Sept 3, 2024
. - rPFS (primary) 08 (final) current
Analysis timeline: ‘ lv
(HRR-deficient) |

1L=first line; BICR=blinded independent central review; CSPC=castration-sensitive prostate cancer; DCO=data cutoff; HRR=homologous recombination repair;
HRRmM=HRR gene alterations; mCRPC=metastatic castration-resistant prostate cancer; ORR=objective response rate; OS=overall survival; PFS2=based on
investigator assessment (time from randomization to the date of documented progression on the first subsequent antineoplastic therapy for prostate cancer or
death from any cause, whichever occurs first); rPFS=radiographic progression-free survival.

*Prior orteronel was received by two patients in each treatment arm in Cohort 1, and by one patient in each treatment arm in Cohort 2.




Radiographic progression-free survival

All HRR patients (N=399)
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Overall survival

A. Any HRR Gene Alterations (HRR-Deficient Intention-To-Treat Population)
Survival rate,
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p=0.0006
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NR

=84
28.5m

0.50 (0.32-0.78);
p=0.0017

N=129
424 m

N=115
32.6m
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Toxicity (cohort 1 + cohort 2)

No new safety findings identified
after an additional 2 yrs of follow-up

* No additional cases of MDS

* Discontinuation rate for Talazo-Enza similar to previous reports

* Rate of VTE unchanged with longer follow-up (2.4 / 100
paticipant-yr)

TALA + ENZA PBO + ENZA

TEAES, n (%) (N=398) (N=401)

Any TEAE 394 (99.0) 384 (95.8)
Treatment-related 360 (90.5) 286 (71.3)

SAEs 182 (45.7) 126 (31.4)
Treatment-related 85 (21.4) 13 (3.2)

Grade 3-4 TEAEs 302 (75.9) 179 (44.6)

Grade 5 TEAEs 14 (3.5) 20 (5.0)
Treatment-related 1(0.3) 2(0.5)

Dose interruption of talazoparib or

placebo due to AE 260 (65.3) 99 (24.7)

Dose reduction of talazoparib or

placebo due to AE?2 £17{645) evis]

Discontinuation of talazoparib or

placebo due to AE Sl 52(13.0)

In the talazoparib arm:
TEAEs leading to a dose reduction of talazo:
=  Anemia (44.9%)
= Neutropenia (15.7%)
= Thrombocytopenia (5.6%)
* Grade 3—4 anemia
= Reported in 43.4% of patients
= Median time to onset was 3.4 months
* 4.5% discontinued talazoparib due to anemia
* Median duration of treatment with talazoparib was 20.3 months

Figure 4. Summary of Most Commeon All-Cause TEAEs* (HRR-Deficient Safety

Population)

TALA+ENZA (N=198)  PBO+ENZA (N=129)
Anemia 45 41 |18s
Fatigue [1.0 271 281
Neutropenia I:l 7.0 (1.0/6.0)
Thrombocytopenia [] 25 0520
Back pain [15 216|234
Decreased appetite 232 [222 1wl [[1o 146 | 156
Hypertension 22 111 a0 196
Nausea Al grades 217 [202 15 [ o5 176 | 181 All grades
Leukopenia 217 [146 74 | 75
Arthraigia e 167 [162 05 246 | 246 [ Grasea |
Gonstipation 162 [162 206 | 20.6 [ Gracez |
T T T T T 1
80 80 a0 20 0o 20 a0
Patients, %
TEAE=treatment-emergent adverse event.
*TEAEs reported in =20% of patients in either treatment arm.




TALAPRO-2: Conclusions

Cohort 1: all comers

* TALAPRO-2 is the first PARPi plus ARPI combination study
to show a statistically significant and clinically
meaningful improvement in OS vs standard-of-care ARPI
in mMCRPC — in patients unselected (cohort 1) and selected
for HRR gene alterations (cohort 2 — poster D15)

* Median OS in the talazoparib group was 45.8
months — 8.8 months longer than active control

Median OS with talazoparib plus enzalutamide was
similar across the ITT, and HRR-deficient and HRR—non-
deficient subgroup populations, ranging from 46 to 47
months

Median rPFS in the talazoparib group was 33.1 months —
13.6 months longer than active control

No new safety signals were identified with extended
follow-up

Cohort 2: HRR mutant

In patients with HRR-deficient mCRPC, talazoparib plus
enzalutamide resulted in a statistically significant and
clinically meaningful improvement in OS vs enzalutamide
plus placebo

Median OS in the talazoparib group was 45.1 months — 14
months longer than active control

To our knowledge, this is the longest median OS reported
in men with HRR-deficient mCRPC and is similar to the
median OS in the unselected cohort of patients from
TALAPRO-2 (#LBA18; ASCO GU 2025),a which is the
longest-reported median OS in mCRPC overall

Median rPFS in the talazoparib group was 30.7 months —
~18 months longer than active control

No new safety signals were identified with extended
follow-up



TALAPRO-2: Conclusions

* Talazoparib + Enzalutamide improves overall survival in a non-selected population of mCRPC
patients in 15t line

* Benefit: BRCA (HR: 0.50 greatest) > HRR nonBRCA (HR: 0.73) > nonHRR (HR: 0.78) lowest
* Expertise in the management of adverse events key to ensure quality of life

* 75% grade 3-4 AEs (mainly hematologic - anemia)

* 65% interrupt dose = 20% discontinue

* Molecular characterization is still required to balance expected benefit (based on BRCA/HRR
status) with toxicity (hematologic, Gl)

* Questions still pending:
* What is the benefit with individual HRR alterations (CDK12, PALB2, ATM)?
* Is this benefit applicable to patients treated with ARPIs in mHSPC/nmCRPC?
*  How many BRCA+ patients received PARPi at progression?
* What is the benefit of PARPi + ARPi over PARPi monotherapy in BRCA+ (BRCAAWAY)?



ﬂ/ GONORTE ACTUALIZACIONES TRAS EL CONGRESO
| J Grupo Oncologico AMERICANO DE ONCOLOGIA CLiNICA GU
* Metastatic, castration-resistant prostate cancer
* TALAPRO-2 trial overall survival
ENZA-P trial overall survival
- Oral. #17. Louise Emmett. Overall survival and quality of life with [177Lu] Lu

PSMA-617 plus enzalutamide versus enzalutamide alone in poor-risk,
metastatic, castration-resistant prostate cancer in ENZA-p (ANZUP 1901)

 PSMAfore biomarker analysis

- Oral. #16. Johann de Bono. Association of baseline and on-treatment ctDNA

fraction with clinicaloutcomes in patients with mCRPC in the PSMAfore study of
177Lu-PSMA-617

* Mevrometostat + Enzalutamide
* Metasases-directed therapy for mCRPC



Lutetium-based PSMA radiopharmaceuticals in advanced prostate cancer

Phase / N Population
Thera-P Phase Il mCEEg{_ﬁEZ;iRPi’ Lu_lz;;SMA_ Cabazitaxel HR 0.63; p=0.005 RI;/IgS.'EI;;?.;Svs
PSMAfore | Phaselll | mCRPC, post-ARPi L“‘1767iF;SMA' 2nd ARPi HR9(.)? 4‘15; Z fc%o . H?{3(.)?9\g ii‘og_ o
ez Phase |l mcﬁ\zfjpi Lue‘jxiit/r- ez HR o%gsvfo%j:i.o.%) 7

*Crossover to 177-Lu-PSMA-617 at progression in control arm
**1st line mCRPC with adverse prognostic features



The challenge of adequate patient selection

SUVmean has prognostic

Predictive value is unclear

value in 177-Lu-PSMA BRI TR
(months)
treated patients 9.9 (highest) 214 rPFS: SUV Mean PSMA >= 10 rPFS: SUV Mean PSMA < 10
27.5,<9.9 14.6 100% 100%
VISION 26.7,<7.5 12.6
< 5.7 (lowest) 14.5
L 75% 75%
100 ] 8
& ¢
~ 907 S 50% g 50%
X > >
< 80 w w
> = =
= 70
% 25% 25%
= 60 ~+ Cabazitaxel =+ Cabazitaxel
& 50 == Lu-PSMA -+ Lu-PSMA
[0]
$ 40- ; 0% 0%
= 30 Suv,,,, quartile o e ot o 0 2 4 6 8 10 12 0 2 < 6 8 10 12
= =
g —— < 5.7 (n/N = 93/137) Months Months
W 207 - 257,<7.5(n/N=96/137) B Radiographic progression-free survival
qot T S 0= 02N S9N Cabazitaxel Cabazitaxel,  [""Lullu-PSMA-617 [""Lullu-PSMA-617, HR (95%C1)
- 29.9 (N = 61/137) = (n/N) median, (n/N) median, months
0 — T T T T T T T T T T T T T T months (95% CI) (95%CI)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time from randomization (months) PSMA SUVmean <10 57171 76(64-8-6) 57/64 60(43-95) —— 0-85(0-59-1-24)
Number of patients still at risk PSMA SUVmean 210 2330 94(81-112) 2335 127 (11-NE) —a— 046 (0-25-0-84)
299 137 135 132 130 124 116 104 91 79 56 37 17 6 2 1 1 0 —— . —— e = S
275,<99 137 133 123 118 104 95 79 71 57 # 28 13 8 3 1 1 0 Q2: PSMA SUVimean <6.9to <8.5 15/20 57 (43-NE) 27129 85 (5,6,]1) . 0-65 (0.34,1,26)
25.7,<75 137 134 128 112 97 82 7 61 50 34 20 15 10 5 1 0 0
<57 137 130 121 108 98 82 76 64 48 34 27 18 12 5 2 0 0 Q3:PSMA SUVmean s8:5 to <108 24/30 75(68-95)  18/22 89(6-138) — 053(028-200)
Q4: PSMA 5UVmean <108 18/23 9-6(81-124)  16/27 14-2 (8:3-NE) — 052 (0-26-1.04)
1

Armstrong et al. ASCO 2022. Buteau et al. Lancet Oncol 2022

T T T
025 050 10 20 40

Favours ["’Lu]Lu-PSMA-617  Favours cabazitaxel



ctDNA as a biomarker in advanced prostate cancer

Idenfitication of predictive biomarkers / drug targets ctDNA levels as prognostic indicator (baseline) or
Dynamic monitoring of changes in the AR treatment response biomarker (change)
C P - ) o o

2 ¢ & £ & & 'z & z PROSELICA / FIRSTANA trials (cabazitaxel)

84% 58% 72% 20% | al59% 12%
|| || | I A Baseline FIRSTANA Overall Survival B Baseline PROSELICA Overall Survival
13% 29% Al 100% A 100% || A 14% 42% cfDNA Tumour Fraction ( / ) cfDNA Tumour Fraction { f
+ +
x

(o}
Al27% 47% 5%
33% 1.00 1.00
@ ol)16% 37% ||+ 5% 63% = =
£ AlT7% 1% = =
e b b 3 075 5 o
o|44% |o)33% +{2% NE [<]
A100% +{7% o 0s0 U’ : £ 050 L T
s i ! g i
L — | L | L = ' £ h
o} 24% £ 0251 ! ! S 025 :
y Al100% @ X ' 17 .
— 0.00 ' ! 0.00 Il
1 1
OL702H E E P 0 o 20 30 0 10
g +T878A E E E E . Time (mo) Time (mo)
i £ Ho7oY P E E E PIL P Number at risk Number at risk
47 30 20 8 47 25
[ Baseline I Progression [ TC<20% [ 1TCin40%, 60% E : s;:;gtz:zz 56 49 36 19 38 30
["""1 On treatment X% AF corrected by TC | [ ] TCin 20%, 40% [1] TC >60% L = loss of detection 0 10 20 30 o] 10

Sumanasuriya et al. Eur Urol 2021



Overall survival and quality of life with
['""Lu]Lu-PSMA-617 plus enzalutamide in
metastatic castration-resistant prostate cancer
(ENZA-p): secondary outcomes from an open-label,
multicentre, randomised, phase 2 trial

ENZA-P

Louise Emmett, Shalini Subramaniam, Megan Crumbaker, Andrew Nguyen,
Anthony M. Joshua, Andrew J. Weickhardt, Sze-Ting Lee, Siobhan Ng, Roslyn J. Francis,
Jeffrey C. Goh, David A. Pattison, Thean Hsiang Tan, lan D. Kirkwood, Shahneen Sandhu,
Alison Yan Zhang, Michael S. Hofman, Hayley Thomas, Andrew J. Martin, =
lan D. Davis* & Martin R. Stockler* &

X
NHMRC Clinicaltrials.gov NCT04419402 ANZUP
Clinical Trials Centre ®

Clinical Trials Centre sitee 3 e
Cancer Trials Group Limited
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Eligibility Risk F?ctors for Early Trea‘tment
Failure on Enzalutamide

LDH 2ULN Enza Enz +
ALP 2ULN LuPSMA
Albumin <35g/L

mCRPC with PSA rising and >5ng/mL

No chemotherapy for mCRPC

>2 risk features for early enzalutamide failure
Positive 8Ga PSMA PET/CT

PSA (ng/mL)

De novo metastatic disease at diagnosis

<3 Years since initial diagnosis

>5 Bone metastases De novo
Stratification Visceral metastases Doce mHSPC
Study Site PSA doubling time <84 days

Volume of disease (>20 vs £20)
Early docetaxel for hormone-sensitive disease

BRCA1

Pain requiring opiates >14 days

Prior treatment with abiraterone Prior abiraterone

Objectives Lu PSMA Lu PSMA Lu PSMA Lu PSMA <
PSA-PFS (primary endpoint) . 2 0 J g
Overall survival Ada pt'Ve 2 z ®
Health-related Quality of Life .

Radiographic PFS SChEd u Ie

PSA response rate
Pain response and PFS
el e e e
Adverse events

Health economic analyses
Translational/correlative

81% 4 doses [Y7]Lu-LuUPSMA 617
11% 2 doses [*77]Lu-LuPSMA 617 FDG-PET

PSMA-PET



PSA-PFS .
HR 0,40 (95%C1 0.26-0.59) p=0.000001 Overall Survival

=+ Enzalutamide

=+ Enzalutamide + LUPSMA . T y
=+ Enzalutamide

== Enzalutamide + LUPSMA

Proportion Event-Free

HR 0.40 (95% C1 0.28 - 0.59)
Log-rank p <0.001

o
o
=)

0 6 12 18
Months

Proportion Alive

Number at risk (number censored)

HR 0.549 (95% Cl 0.36-0.84)

w79 (0) 42 (0) 21(0) 11(0) 9(0) 8(0) 2 1
= 83(0) 69 (2) 44 (3) 29 (3) 22 (4) 15(10) Log rank p - 0'0053

R-PFS
HR 0.61 (95% Cl 0.42-0.87) T T 1.2 1'8

Months

=3
S

=~ Enzalutamide

7 e oA Number at risk (number censored)

o
3
a

== 79 (0) 74 (0) 63 (1) 54 (1)
== 383 (0) 79 (3) 72 (4) 63 (4)

Proportion Event-Free

<)
N
a

HR 0.61 (95% C10.42 - 0.87)

Overall Survival Participants Events Censored Median Months

0 6 12 18

Honine Enzalutamide 26 (C195% 23-31)

Number at risk (number censored)

o Enzalutamide + Lu-PSMA 617 34 (C195% 30-37)

= 83(0) 72 (4) 53 (5) 33(5) 27 (6) 15 (13)




No new safety

findings

@
o
2
£
P
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2
1
°
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w
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Improvement in

quality of life
parameters

Number of Participants

Fatigue

e ENZA wmmm LUPSMA_ENZA

46 70 94
Time Point (weeks)

Group

B Grace 35 EnzA

[l Grece 35 Lupsma_Enza
Any Grade ENZA

B Any Grade LuPsMA_ENZA

Difference 5.9, 95%Cl 1.1 to 11; p=0.02

Predicted Mean

Adverse
Events of
Interest

Any AE
Anemia
Fatigue

Platelets
decreased

WCC
decreased

Nausea

Dry Mouth

Enzalutamide
n (%)

Grade 1-2 Overall
64 (81) 67 (85)

4(s) _ 2(3)

53 (67) 55 (70)

Pain

Difference 7.3, 95%Cl 1.6 to 13; p=0.01

s ENZA == LUPSMA_ENZA

46 70 94
Time Point (weeks)

54 37 27

Enzalutamide +
[*7Lu]Lu-PSMA-617
n (%)

Grade 1-2 Overall

67 (83) 77 (95)
9(11) 11(14)
60(74) 61 (75)

7(9) 9(11)
4(6)

3(4)

32 (40)




Conclusions

* Combining 77Lu-PSMA-617 and enzalutamide significantly improves overall survival
in men with mCRPC and risk factors for early treatment failure on enzalutamide
alone.

* 8-month overall survival benefit compared to an active comparator arm

* The combination improved both deterioration-free survival and health-related
quality of life indicators for:

*  First trial to show overall survival benefit for a 177-Lu-PSMA + hormonal agent combo.
*  Confirms quality of life benefit (Thera-P)

* Benefit of adaptive dosing scheme

* Are combos better than monotherapy?

*  Primary endpoint is PSA response = not powered for overall survival

* Selected patient population with adverse prognostic features = not applicable for all

* 1st line mCRPC patients are not ARPi naive = can it reflect our current clinical practice?

* How does it compare to recent PEACE-3 results (HR: 0.69 in a population with less adverse prognostic features)
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Patients with paired plasma
177 u-PSMA-617 samples at baseline and cycle 2

i 74 GBq (200 mCi) + 10%
» Confirmed progressive mCRPC iR gv(ery 6 wé?eks foro n/N = 82/234

» 21 PSMA-positive metastatic 7 6 cycles
lesion on [8Ga]Ga-PSMA-11
PET/CT and no exclusionary
PSMA-negative lesions

One disease progression on
prior ARPI
Taxane-naive mCRPC

Not candidates for a PARP
inhibitor ARPI change

abiraterone or enzalutamide

Crossover allowed upon : ¢ In-house

t
] ¢ ; :

y radiographic progression
|

@ custom

/—\ ctDNA panel

ECOG performance status 0—1

SELECTED ENDPOINTS

Primary *rPFS (by BICR) § Secondary * OS (key) <« PSA50 J Exploratory <RECIST response




ctDNA fraction as a prognostic biomarker in patients Eventsipatients,  Median rPFS
n/n

. 177 i . Baseline months (95% Cl)
treated WIth Lu PSMA 61 7 ctDNA detected 41/52 7.9 (6.8-11.6)
Baseline CtDNA not detected 20/30 14.4 (11.3-22.5)
- , c2D1
: Cox regression 1 E c2D1
HR (95% CI): Cox regression
2. 084 6.0 (1.6-23.0) HR (95% CI): ctDNA detected 29/36 3.4 (2.5-7.9)
22 p = 0.0095 4767 0(3&1-226-0) ctDNA not detected 32/46 14.2 (11.6-18.2)
S 061 i : p <.
uw_ “gf:’ C Index (SE): 0.63 (0.04) C index (SE): 0.72 (0.03)
% %‘g 04 rPFS
S5
o'z
Q" 0.2 Baseline Cox regression HR (95% CI); p 3.1(0.7-14.0); 0.14
C2D1 Cox regression HR (95% CI); p 35.9 (7.2-180.0); < 0.0001
& ) ’ ) ' ' ’ T i T T T T Cox regression C-index (SE) 0.72 (0.03)
. Events/patients, Median rPFS
Baseline n/n months (95% Cl)
1.0 4 ctDNA detected 37152 14.6 (13.3-19.3)
& ctDNA not detected 9/30 NE
2 08+
£ Cc2D1
£ 06+ ctDNA detected 29/36 13.1 (10.7-16.9)
= . ctDNA not detected 17146 NE
S o4 4 Coxregression Cox regression
£ HR (95% ClI): HR (95% Cl):
8 9ol 12.0(3.0-48.7) 82.7 (16.4-417.0)
5 C index (SE): 0.75 (0.04) C index (SE): 0.77 (0.03)

0 5 0 15 20 25 30 0 5 0 15 20 25 30 Baseline Cox regression HR (95% CI); p 2.1(0.4-12.7); 0.41
Time (months) Time (months) C2D1 Cox regression HR (95% Cl); p  52.5 (7.6-362.0); < 0.0001
Cox regression C-index (SE) 0.79 (0.03)



ctDNA clearance from baseline to C2D1 and PSA50 response were

associated with longer rPFS

ctDNA clearance

Events/patients, Median rPFS,

1.0 4 n/n months (95% CI)
ND to ND 39/57 11.6 (10.9-17.1)

0.8 - D to ND 25/32 11.5(8.4-14.2)
ND to D? 1113 5.6 (3.4-NE)

0.6 - DtoD 58/71 2.7 (2.4-5.6)

Key
ND ctDNA not detected
D ctDNA detected

0.4 1

Proportion of patients
without rPFS event

0.2 1

0 T T T T T T
0 5 10 15 20 25 30
PSA50 response
Events/patients, Median rPFS,
1.0 4 n/n months (95% CI)
PSAS50
response 27/43 14.8 (11.7-22.5)
2 0.8+ No PSA50 . N
& § response 5.8 (4.2-6.4)
)
s e
£ 35 044
2<
S=
=3
a” 02
0 T T T T

0 5 10 15 20 25 30
Time (months)

Overall population 177Lu-PSMA-617 arm

ctDNA fractional PSAS50P ctDNA fractional PSA50°
decrease?® decrease?
Patients, n 145 Patients, n 68
Cox regression HR (95% Cl)  0.17 (0.05-0.56) 0.32 (0.2-0.53) Cox regression HR (95% Cl)  0.07 (0.01-0.59) 0.44 (0.17-1.1)
P 0.0035 <0.0001 P 0.015 0.09

All models were adjusted for baseline clinical risk variables
3Fractional decrease in ctDNA was measured from baseline to C2D1 (~6 weeks)
bPSA50 response was defined as per the protocol, including PSA timepoints at 12 weeks and beyond

What information does ctDNA add?

1.0 E T PRy Medi

P rPFS
n/n months (95% él)

PSAS50 responder,
ctDNA responder

and 14/20

PSAS50 responder,

ctDNA non-responder?

12.0 (11.5-NE)
0.8 4

0.6 4

0.4 4

Proportion of patients without rPFS event

15 20 25 30
Time (months)



Conclusions

In exploratory analyses of PSMAfore in patients with taxane-naive mCRPC who had experienced one
disease progression on prior ARPI:

< Higher ctDNA fraction was associated with shorter rPFS and OS in patients treated with "77Lu-PSMA-617
— The association was stronger with C2D1 than baseline ctDNA fraction

« Higher ctDNA fraction was associated with worse tumor response
+ ctDNA clearance from baseline to C2D1 was associated with longer rPFS and OS
« Early ctDNA fraction dynamics contributed additional information in models of rPFS and OS beyond PSA

+ Post-treatment changes in ctDNA fraction merit evaluation as an intermediate endpoint for clinical benefit

— FDA recently released guidance on the use of ctDNA as a biomarker for response in clinical trials’
ctDNA sequencing may help identify targets (AR, BRCA) especially when no tumor available

ctDNA levels have prognostic value: higher ctDNA levels = higher tumor burden = worse prognosis
Is this prognostic value better than what we can already estimate

Does ctDNA have predictive value or value as a treatment response biomarker?

What is the clinical utility?
Can we use information from ctDNA changes (response/progression) to make changes to therapy that will
improve patient outcomes? Are we ready to stop therapy based on an increase in ctDNA if other markers ok?
Is it proven that information from ctDNA is superior to, for example, PSA change?
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* Metastatic, castration-resistant prostate cancer
 TALAPRO-2 trial overall survival
e ENZA-P trial overall survival
 PSMAfore biomarker analysis
* Mevrometostat + Enzalutamide
* Metasases-directed therapy for mCRPC
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Mevrometostat (PF-06821497), an EZH2 inhibitor, in
combination with enzalutamide in patients with mCRPC:
A randomized dose-expansion study

Michael Thomas Schweizer,'? Mariona Calvo,® Victor Moreno,* Begofa Mellado,> Daniel Castellano,® Alexander |. Spira,”
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Mevrometostat: EZH2 inhibitor

EZH2: catalytic subunit of the PRC2 2>
methylates H3K27 to regulate expression of
tumor suppressor genes

Canonical (polycomb-associated) and non-canonical EZH2
functions are different in adenocarcinoma and NEPC

Mevrometostat proposed MOA

Mevrometostat Tumor cell nucleus

PH00

Open chromatin
Tumor suppressor

» gene transcription
Mevrometostat ON
binds and inhibits .P Tumor cell inhibition

EZH24
Ezn2 B EZH2 inhibition decreases

@ cancer cell proliferation4
Reduced
L — R Sinaing
| Mevrometostat + ARPI may

restore genes to sensitize <
cancer to antiandrogen therapy? NEPC state

Enzalutamide

Study design: randomized phase |l

Patient population:

* mCRPC

* Prior abiraterone
<1 regimen of prior ,
chemotherapy in "R
any setting 11
Evidence of progression
per modified
PCWGS3 criteria

Ongoing ADT

N=81

Stratification factor:
* Prior chemotherapy

Primary endpoints: Secondary endpoints:

* rPFS per investigator * ORT
* PSA;,
« Pharmacokineticst

assessment
» Safety




ORR: 26.7% VS 14.3%

rPFS benefit with combination vs enza monotherapy

14.3 vs 6.2m; HR 0.51

______SD SD SD SO PR SD SO PR PR PR _
SD SD SD SD SD

0
-20 }

Best % change from baseline in
sum of diameters (target lesion)

100 4 k ::
i Events, n (%) 15 (36.6) 19 (47.5) Confirmed BOR, ) o

g o0 5% Chymonths 305N 82(41,139)

2 = HR 0.51 (90% CI: 0.28. 0.95)

; RP3D: Mevrometostat 875 mg with food had improved safety profile
et and similar PK exposure to mevrometostat 1250 mg on empty stomach
0——I_T_|_I_I_l_

0 1 2.3 45

Patients at risk
Mevrometostat
1250 mg BID empty stomach
Enzalutamide alone 4

Mevromet:)stat 1250 mg BID er'npty stomach + enzalutamide has a manageable safety profile

Ongoing phase lll trials:
MEVPRO-1: mCRPC post abiraterone
MEVPRO-2: mCRPC ARPi naive

+ enzalutamide

SD SD NE PD PR PR PD

PD PD PD PD SD

Confirmed BOR, n (%)

2(14.3)

sD 3(214)

PD 7 (50.0)
ORR (CR + PR), % (95% CI) 14.3(18,428)

A%

2504
2004
b ‘ “ Confirmed PSAg: 15.4% (95% Cl: 6.0, 31.3)
1001
S0 TTTTTT )T

e

Enzalutamide alone

v . I Mevrometostat 1250 mg BID empty stomach + enzalutamide Enzalutamide alone
F]
E é O Asthenic conditions s |
Y T2 Diarrhea .
Event, n (%) Grade 23 Grade 23 £ 5 £ Decreased appetite . ]
Any TEAE 40 (976) 37 (25) 17 (425) E&E Anemia —————— % — |
Treatment related TEAE 39(95.1) 33(825) Hgigcs) ES ‘ﬁ Nausea | |
Serious AE ‘ 14(341) L) 10250) x5 Dysgeusia{ M Grade 1-2 I B Grade 1-2
Treatment-related serious TEAET 10 (24.4) 1(25) 1(2.5) b g @ Alopecia W Grade 23 [ ] B Grade 23
TEAE leading to dose reduction 15(36.6) 3(7.5) 0 EO AS T T T T T T T T T 1
TEAE leading to study di 1(24) 2(5.0) 1(25) 7] 100 80 60 40 20 0 20 40 60 80 100
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* Metastatic, castration-resistant prostate cancer
 TALAPRO-2 trial overall survival
* ENZA-P trial overall survival
* PSMAfore biomarker analysis
 Mevrometostat + Enzalutamide

* Metasases-directed therapy for mCRPC

- Mini Oral #22. Niazi. Metastases-directed therapy in addition to standard
systemic therapy in oligometastatic castration resistant prostate cancer: A
randomized phase Il trial (GROUQ-PCS 9)

- Case Based Session. # . Tang et al. World-wide oligometastatic prostate cancer

metaanalysis leveraging individual patient data from randomized trials
(WOLVERINE)
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Metastases-directed therapy in addition to standard
systemic therapy in oligometastatic castration
resistant prostate cancer: A randomized phase Il trial
(GROUQ-PCS 9)

Tamim Niazi, Fred Saad MD, Rashmi Koul MD, Isabelle Thibault MD, Peter W. M. Chung MD, George Wakil
MD, Michael Lock MD, Guila Delouya MD, Steven Tisseverasinghe MD, Boris Bahoric MD, Andrew Feifer MD,
Venkata Ramana Agnihotram PhD, Theodoros Tsakiridis MD, Fabio L. Cury MD, Rafika Dahmane MD,,
Nikhilesh Gajanan Patil MD, Scott Tyldesley MD

Clinical Trials.gov identifier: NCT02685397
This study was supported by Astellas Canada
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Enzalutamide 160 mg

+
’ Androgen Deprivation
therapy

N=48

Patient population

+ 1L mCRPC

+ 1-5 metastases

* Docetaxel allowed at
mHSPC stage . . . .
No prior NHAs 1: + Biochemical Progression Free survival or
Ongoing ADT death (bPFS)

+ ECOG 0-1 Time to subsequent therapy

Key secondary endpoint

Health-related quality of life
Safety and tolerability
Overall survival

Stratification factors
+ Site of distant metastases
* Number of mets <4 vs 4+

T
Radiographic progression-free survival Biochemical progression-free survival Overall survival
4.6 v¢ 2.3 yrs; HR 0.48; p=0.014 4.6 v;3.1yrs; HR 0.58; p=0.065 NR vi NR HR 0.71; p=0.407

free survival

ogression-free survival

Enzalutamide Enzalutamide Enzalutamide
(PREVAI : (PREVAIL): 35m
JLHRH === Enza #LHRH + SBRT . Enza +LHRH - ---- Enza +LHRH + SBRT

2 3 4 5 s =R . :
Progression (years) 0 ° ! gI'ir'ne (years)
Number at risk Niifvber at sk Time ysars) Number at risk v '
Enza +LHRH 48 20 13 2 umber at ris| <
Enza +LHRH + SBRT 52 33 22 2 Enza +LHRH 48 22 13 Enza +LHRH 48 44 28 19 15 5
Enza +LHRH + SBRT 52 34 22 Enza +LHRH + SBRT 52 47 38 26 ]

T T

4 5

No additional toxicity: AEs G=1: 83.3 vs 86.5% (p=0.781); G>2: 43.8% vs 36.5%; p=0.542
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World-wide oligometastatic prostate cancer (omPC)
meta-analysis leveraging individual patient data (IPD)
from randomized trials (WOLVERINE): an analysis from
the X-MET collaboration

Chad Tang, Alex Sherry, Hyunsoo Hwang, Giulio Francolini, Lorenzo Livi, Phuoc Tran, Paul Corn, Ana
Aparicio, Gabriele Simontacchi, Ana Kiess, Jarey Wang, Valerie Fonteyne, Renee Bultijnck, Robert Olson,
Stephen Harrow, Ethan Ludmir, Pierre Blanchard, Ryan Sun, David Palma, Piet Ost

ASCO Genitourinary e | . Chad Tang
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X-met collaboration
Trials with MDT + SoC vs Soc allone

Individual patient data pooled and the following
endpoints harmonized across studies
- PFS, rPFS, CRPC-PFS, OS

Two parallel analyses conducted:

- Meta-analysies with common and random effects.
Models

- Cox regression using individual patients stratified by
trial enrollment

n=472 oligometastatic

5 Trials:

prostate cancer
patients

Median FU: 41 months

|

RANDOMIZED

MDT+SOC:
n=248

2nd Generation ARPI

ADT Alone

Observation

PSA at enroliment (median)
Number of metastases (median)
CRPC =Yes

CRPC = No

Prior Primary Treated = No

Prior Primary Treated = Yes

Baseline Imaging = Conventional
Baseline Imaging = PET

soc
134 (60%)
40 (18%)
50 (22%)
19
2
104 (46%)
120 (54%)
37 (17%)
185 (83%)
79 (35%)
145 (65%)

MDT+SOC
125 (50%)
52 (21%)
69 (28%)
19
2
95 (38%)
153 (62%)
42 (17%)
204 (82%)
110 (44%)
138 (56%)



Radiographic
progression-free
survival

Overall survival

Random-effects model: HR (95% CI
0.44 (0.35-0.57), P<0.0001

0.60 (0.43-0.85), P=0.0039
0.58 (0.37-0.92), P=0.019
0.63 (0.39-1.004), P=0.051

Cox regression: HR (95% CI
0.45 (0.35-0.58), P<0.0001
0.59 (0.46-0.76), P<0.0001

0.58 (0.37-0.91), P=0.020
0.64 (0.40-1.01), P=0.057

Trial Level Analysis:
Random effects model P=0.004

Hazard Ratio

Study logHR SE(logHR)

ARTO -0.9558 0.2402 k] ‘
EXTEND cADT -0.1462 0.3488 -
EXTEND iADT -0.4759 0.2667

Oriole -0.3878 0.3858

SABR-COMET 24113 1.0096 ——
Stomp -0.1081 02974 -

Random effects model 0

) . 01 0512 10
Heterogeneity: /I = 50%, t° = 0.0699, p = 0.07

HR 95%-Cl

0.384 [0.240; 0.616]
0.864 [0.436;1.712]
0.621 [0.368; 1.048]
0.679 [0.319; 1.445]
0.090 [0.012;0.649]
0.898 [0.501; 1.608]

0.600 [0.425; 0.849]

Cox Regression (Stratified by Trial):
MDT (vs SOC) HR: 0.59 (95% CI: 0.46-0.76), P <0.001

o
~

z
2
8
Los
£ 0.50
»
i
@

soc Median: 21 mo
~ wmor-soc Median: 35 mo

0 24 48
Time from randomization (Months)
Number at nsk

224 73 8
248 121 25

Trial Level Analysis:
Random effects model P=0.051

Study logHR SE(logHR) Hazard Ratio
ARTO -0.4243 04234
EXTEND cADT -0.3841 0.4937
EXTEND IADT -0.5089 0.5904
Oriole -0.7601 1.4151
Stomp -0.5517 0.4853

Common effect model
Random effects model

Heterogeneity: 12=0%,*=0,p=1.00

HR 95%-Cl

0654 [0.285;1.500)
0681 [0.259; 1.792]
0601 [0.189;1.912)
0468 [0.029;7.489)
0576 [0.223;1.491]

0.625 [0.390; 1.002]
0.625 [0.390; 1.002]

Cox Regression (Stratified by Trial):
MDT (vs SOC) HR: 0.64 (95% CI: 0.40-1.01), P =0.057

OS probability
° °
o et
8

o
N
x

soc 48 mo: 75%
woT+soc 48 mo: 87%

0 24 4
Time from randomization (Months)

Number at risk

224 159 52
248 185 75
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* Metastatic, hormone-sensitive prostate cancer

* Factors associated with outcome in ARPI-treated patients
- Oral. Abstract #20. Fisher et al. Which patients with metastatic hormone-
sensitive prostate cancer (mHSPC) benefit more from androgen receptor
pathway inhibitors (ARPIs)? STOPCAP metaanalyses of individual participant
data (IPD)



Treatment options in mHSPC

ADT + Docetaxel

ADT + Abiraterone

ADT +

Apalutamide

ADT +
Enzalutamide

ADT + Docetaxel +
Abiraterone

ADT + Docetaxel +
Darolutamide

Trial Br Control SG: HR (1€C95%); p-valor
CHAARTED ADT 0,61 (0,47-0,8); p<0,001
STAMPEDE ADT 0,78 (0,66-0,93); p=0,006

LATITUDE ADT 0,66 (0,56-0,78); p<0,001
STAMPEDE ADT 0,61 (0,49-0,75); p<0,001
TITAN ADT 0,65 (0,53-0,79); p<0,001
ENZAMET ADT + NSAA 0,67 (0,52-0,86); p=0,002
ARCHES ADT 0,66 (0,53-0,81); p<0,001

ADT +
PEACE-1 Docetaxel 0,75 (0,59-0,95); p=0,017
ARASENS ADT + 0,68 (0,57-0,80); p<0,001
Docetaxel

Wide consensus that:

ADT monotherapy is
suboptimal (the vast majority
of patients benefit from at
least ADT + ARPi combos)

ADT + Docetaxel is inadequate
(triplet therapy is superior to
ADT + Docetaxel)



No difference between Abi and Docetaxel in
STAMPEDE

Who needs Chemothera py? KM OF; shiralerone va docetans!
: I e, —
e SOC+DocP

S

SOC+AAP

Generally, patients with higher burden (high volume,
de novo) of disease and worse prognosis are selecter
for treatment with chemotherapy

Different studies have evaluated molecular
biomarkers (RNA expression profiles, Ro1/PTEN/TP5: |
or SPOP mutations) with prognostic value | sy

[T (e |

Can we define predictive biomarkers to decide who needs (and who can be spared of)
chemotherapy?
Are there any patients that do not benefit from doublet (ADT + ARPi) therapy?
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Which patients with metastatic hormone-sensitive
prostate cancer (mMHSPC) benefit more from
androgen receptor pathway inhibitors (ARPIs)?

STOPCAP meta-analysis of individual participant data

David Fisher, C Vale, L Rydzewska, P Godolphin, N Agarwal, G Attard, K Chi, N Clarke, | Davis, K Fizazi, S
Gillessen, G Gravis, N James, D Matheson, R Oldroyd, M Parmar, C Sweeney, B Tombal, | White, J Tierney
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D ‘ Do ARPI effects vary by patient or disease characteristics?

|

Design

Pairwise meta-analysis of individual participant data (IPD) from completed trials

Outcomes

e Overall survival (OS): primary outcome for main effects

* Progression-free survival (PFS): primary outcome for subgroup analyses
» To increase power, with OS as sensitivity

» Defined as time to first clinical progression, radiological progression or death

Prostate cancer specific survival (PCSS): sensitivity outcome

Available: 7 trials; 7,778 patients (70%)

> 4 trials of androgen biosynthesis inhibitors; 4,685 patients (100%)
STAMPEDE (abi), LATITUDE (abi), PEACE-1 (abi), SWOG 1216 (ort)*

» 3 trials of “amides” + abiraterone; 3,093 patients (48%)
ENZAMET (enz), TITAN (apa), STAMPEDE (abi + enza)

ITT, two-stage, fixed-effect IPD* meta-analysis of hazard ratios (HRs)
» With pre-specified sensitivity analyses

Adjusted for core set of covariates
» Age, PSA, performance status, Gleason, timing of diagnosis

Adjusted for trial-adaptive changes or protocol modifications
» Docetaxel as part of standard care

5-year absolute differences from HRs and appropriate baseline rates

Trial ID Synchronous | High

volume

Median age
(IQR)
67 (62-71)
65 (60-70)
67 (60-72)
64-75)

STAMPEDE (abi)
LATITUDE (abi)
PEACE-1 (abi)
ENZAMET (enz)

STAMPEDE (abi+enz)

63-74)

69 (
TITAN (apa) 65 (60-70)
69 (

Docetaxel as |
part of SOC

No. of
participants

Survival
(VEELD)

Follow-up
(years)

cT4*




Effects of ARPIs on OS by class of agent * Clear benefit of ARPIs on OS
>HR = 0.66 (CI 0.62 to 0.71)

Class of agent ARPI Control Haz. ratio % »13% absolute improvement at 5 years
and Study n/N n/N (95% ClI) Weight

Abiraterone trials _ * Clear benefit of ARPIs on PFS

STAMPEDE 293/501  371/502 0.61(0.52, 0. _
LATITUDE 275/597  343/602 0.66 (0.56, 0. »HR =0.51 (CI 0.48 to 055)

(
(
PEACE-1,noRT 149/292  177/296 : 0.86 (0.69, 1. »21% absolute improvement ath years
PEACE-1, RT 138/291 175/293 0.72 (0.57,

(

Subgroup 855/1681 1066/1693 0.68 (0.62,
(Cochran Q =6.66 on 3 d.f,, p = 0.083 : * No clear difference by class of agent

AN 0 “* - ”
Other ARPI trials »Based on 48% “amide” data

ENZAMET 208/563  268/562 0.67 (0.56, 0.
TN 1OR2S  20hSa 0:5940.49, 0. * No clear difference in the effects of ARPIs on PFS by
Subgroup 378/1088 503/1089 0.64 (0.56, 0. .

' » Volume of metastases

(Cochran Q=0.800on 1d.f, p=0.37)
» Timing of metastatic diagnosis
Abiraterone + Other ARPI

STAMPEDE 208/462  292/454 0.64 (0.54, 0. » Clinical T-stage
» Gleason sum score

» Nodal involvement

» Location of metastases
» WHO performance status
» BMI at randomisation

O\ | 1 1 6 0.66

(Cochran Q=8.330on 6d

Favours ARPI Favours control

« Similar results for sensitivity analysis



Effect of ARPIs by age
subgroup

Amide trials (OS):
Interaction HR 0.93; p=0.61

Abiraterone trials (OS):
Interaction HR 1.56; p=0.001

Abiraterone trials (PCSS):
Interaction HR 1.23; p=0.19

65 to <75

75+

65 to <75

75+

65 to <75

75+

PFS

Control
n/N

246/477 179/466

362/738  285/720 <>
1871328 142364 <>

399/647
485/764

3471647
401/764
141/282

050
Favours ARPI

301626 <@
s7amr0 AP

181/285

0.50
Favours ARPI

9021626 <>
217170 <>

108/285

0.50
Favours ARPI

0s PCSS*

Abiraterone trial data

~25%

~16%

~17% l

Amide (* abi) trial data

~27%

~18%

)

Abiraterone trial data

Oldest age

~8%

group (75+)

Amide (% abi) trial data

~27%

~19%

~0% - ~9% ]

- )

Haz. ratio
(95% CI)

0.69 (0.59, 0.81)

0.57 (0.45, 0.71)

200
Favours control

0.62(0.54, 0.72

1.01 (0.82, 1.26)

2.00
Favours control

0.57 (0.48, 0.66)

0.77 (0.59, 1.00)

2.00
Favours control

Study

STAMPEDE-abi 1003
LATITUDE 1199
PEACE-1,no RT 588
PEACE-1, RT 584
ENZAMET 1125
TITAN 1052

STAMPEDE-abi/enz 916

(Cochran Q@ =7.560n 6d.f, p=0.27)

Greater effect of ARPI
for older patients

g—

—_—

Lesser effect of ARPI
for older patients

Interact. Haz. ratio

(95% Cl)

1.25 (1.01, 1.54)
1.16 (0.99, 1.35)
1.17 (092, 1.48)
1.42 (110, 1.83)
1.00 (0.82, 1.21)
1.19 (0.96, 1.47)
0.98 (0.78, 1.22)

( ) Clear benefit of ARPIs on OS & PFS for majority of mHSPC patients

‘ ) For younger patients, clear benefit from all ARPIs

%
Weight

‘ ’ For older patients, consider benefits/risks of abiraterone and “amides” ‘

O First meta-analysis of individual participant data from ARPI trials
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* Localized prostate cancer / Active Surveillance
- Oral session. #309. Roy et al. Radical prostatectomy (RP) versus radiotherapy (RT) in
high-risk prostate cancer (HR-PCa): Emulated randomized comparison with individual
patient data (IPD) from two phase lll randomized trials (RCTs)
- Oral session. #308. Zhao et al. Gene signature predictor of dose-response to prostate
radiation: Validation of PORTOS in phase Il trials
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Radical Prostatectomy vs Radiotherapy in

High-Risk Prostate Cancer:
Individual Patient Data from two Phase lll Randomized Trials
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* Primary objective:
= To compare the cumulative incidence of distant metastasis (DM) between
treatment groups considering deaths as competing events.

CALGB 90203 (PUNCH) NRG/RTOG 0521

RP w/ personalized post-op therapy RT plus Long-term ADT

High-risk 23% received adjuvant RT y )
Prostate Cancer 49% received salvage therapy. ngh-rISk
cT1-T3a Prostate Cancer
PSA <100 ng/mL 5 GS 9-10
Gleason score of 8-10 } o GS 7-8 + PSA >20-150 ng/mL
Kra;g:)irl‘i‘t’mcj’fgz;/p:d:t:‘;rzp':s RP w/ personalized post-op therapy + oGS 8+PSA <20 ng/mL + 2cT2
e J ’ y 6 c of neoadjuvant docetaxel and ADT

13% received adjuvant RT
39% received salvage therapy

RT plus Long-term +
6 c of adjuvant docetaxel

RT: 72-75.6 Gy with nodal coverage
Extended pelvic LN dissection used in both arms. ADT: 24 months of GnRH agonist

Radical Prostatectomy Cohort Radiotherapy Cohort

Surgery-based treatment RT-based treatment P-value

CALGB 90203 NRG/RTOG 0521

(n=788) (n=563)
173 (31%)

No RP (n=50) Biopsy Gleason score
No baseline PSA (n=5) 6-7 93 (13%) 89 (16%)
—— 8 279 (38%) 176 (32%)
RP Cohort N 9-10 361 (49%) 292 (52%)
(n=733) (n=557) =
Clinical tumor stage
T3-T4 127 (17%) 152 (27%)

[ | Baseline PSA
| | Median (IQR) 10 (6.0 to 20) 15 (7.0 to 34)
Control arm: Study arm: Gentrolarm: Sllicysam: >20 ng/mL 187 (25%) 236 (43%)

3 RT+LT-ADT RT+LT-ADT+6 cycles

RP w/ personalized post-op Neoadij 6 cycles of docetaxel+ADT, Y :
treatment (n=367) RP w/ personalized post-op (n-278) docetaxel Risk Groups )

treatment (n=366) (n=279) High (NCCN) 578 (79%) 379 (66%)

Very High (STAMPEDE) 178 (34%)




RT+LT-ADT vs RP+Personalized Post-op Rx

== Surgery with personalized use of post-operative therapy
== Radiotherapy with long-term ADT

8-year IPTW cumulative incidence of DM:

Surgery: 26% [95% Cl: 19-32)

Radiotherapy: 18% [95% ClI: 11-25]

SHR: 0.59 [95% Cl: 0.37-0.94]; p=0.03

Primary objective: Overall Cohort

RT+LT-ADT vs Chemo +ADT +RP
+Personalized Post-op Rx

== Qverall surgery cohort
== Overall radiotherapy cohort

&ADT and

== Surgery with

8-year IPTW cumulative incidence of DM:
Surgery: 23% [95% CI: 19-28]
Radiotherapy: 16% [95% Cl: 10-21]

== Radiotherapy with long-term ADT
8-year IPTW cumulative incidence of DM:
Surgery: 21% [95% Cl: 15-26]
Radiotherapy: 18% [95% Cl: 11-25]

sHR: 0.84 [95% ClI: 0.51-1.37], p=0.48)

Cumulative incidence of distant metastasis

i
Time (years)

sHR: 0.56 [95% CI: 0.38-0.81], p=0.002

Number at risk
367 231
278 244

0

22
23

Treatment groups

4
Time (years)

Cumulative incidence of distant metastasis

3

Cumulative incidence of distant metastasis

4
Time (years)

} == Surgery with neoadjuvant docetaxel & ADT and personalized post-operative therapy Number at risk

265
. 4 244
Time (years)

| == Radiotherapy with long-term ADT and adjuvant docetaxel

reatment groups

7
8-vear IPTW cumulative incidence of DM: Time (years)
: | Surgery: 21% [85% CI: 15-27]
Number at risk Radiotherapy:  13% [95% CI: 4-22]
733 496

557 484
0 4
Time (years)

RP
RT

{ sHR: 0.46 [95% CI: 0.23-0.92]; p=0.03

@«
o
=
°
=
€
5]
E
©
o
=

Cumulative incidence of distant metastasis

Secondary endpoints Number at risk
| 388

Wt groups

Endpoints

Biochemical recurrence
Progression
Distant Metastasis (DM)
PCSM1 (Death after Progression)
PCSM2 (Death after DM)

8-yr Incidence
(RP)
0.72 (0.67-0.76]
0.77 [0.72-0.80]
0.23[0.19-0.28]
0.15(0.10-0.19)
0.10[0.06-0.13]

OCM1 (Death without Progression) 0.01 [0.004-0.02]

OCM2 (Death without DM)

0.07 [0.03-0.10]

8-yr Incidence
(RT)
0.30 [0.24-0.35]
0.33[0.27-0.38]
0.16 [0.10-0.21]
0.11 (0.07-0.15)
0.08 [0.05-0.12]
0.11 [0.07-0.15]
0.14 [0.09-0.18]

IPTWHR
[95% CI]

0.17[0.13-0.22] ———

0.18 [0.14-0.23)
0.56 [0.38-0.81]
0.79 (0.46-1.36)
0.99 [0.58-1.71]
6.57 [3.64-11.85]
2.14[1.12-4.10]

|
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Gene signature predictor of dose-
response to prostate radiation:
Validation of PORTOS in phase lll trials

Shuang (George) Zhao, Hyunnam Monica Ryu, James A. Proudfoot, Elai Davicioni, Jeff M. Michalski, Daniel E. Spratt, Stefanie
Hayoz, Jeffry Simko, Howard M. Sandler, Alan Pollack, Matthew Parliament, lan S. Dayes, Rohann Jonathan M. Correa,
Theodore Karrison, William A. Hall, Daniel M. Aebersold, Felix Y. Feng, Pirus Ghadjar, Phuoc T. Tran, Alan Dal Pra
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Cumulative incidence of distant metastasis (%)

Cumulative incidence of distant metastasis (%)

80—

60 -

40

20—

100 = HR=0-92 (0-56-1-51); p=0-76
Lower PORTOS
1 T T T T T 1
0 24 48 72 96 120 144

100

80

60

40

204

Time since surgery (months)

HR=0-15 (0-04-0-6); p=0-0020

Higher PORTOS

—

T T I I I 1
24 48 72 96 120 144

Time since surgery (months)

PORTOS: 24-gene prostate cancer RT gene expression score
Developed (Zhao et al Lancet Oncol 20169 on retrospective cohort studies
High PORTOS score associated with benefit from postoperative radiotherapy

Validation in independent clinical trials:

RTOG 0126 showed a benefit for RT dose escalation (DE) from 70.2Gy to 79.2Gy
(primary RT)

SAKK 09/10 did not show a benefit from 64Gy to 70Gy (salvage RT)

Post-Operative Radiation Therapy Outcomes Score
(PORTOS)

Initial Development

Salvage RT Dose Definitive RT Dose
(SAKK 09/10) (NRG/RTOG 0126)

Clinical/Biological Clinical/Biological
Associations Associations
(GRID RP) (GRID Biopsy)




SAKK 09/10

Biochemically-recurrent
prostate cancer patients.
Salvage radiation 64Gy

vs. 70Gy

No association
with clinico-
pathological
features
Associated with
immune/hypoxia
signatures

Hypoxia hallmark

-
o
N

o
)
f

o
o
:

-0.51

n = 35161
Median (IQR)

A Lower PORTOS
HR (95% Cl): 1.78 (1.02 - 3.11), p = 0.04*

Clinical progression
free survival(%)
(4.

o

0 1

ArmB (70 Gy) 95 87
ArmA (64 Gy) 94 87

Arm B (70 Gy)
Arm A (64 Gy)

94%
96%

n=7246
Median (IQR)

-0.20 (-0.32,-0.05) -0.06 (-0.22, 0.11)

H

Immune190

H

Lox;ver
PORTOS

Higher
PORTOS

B Higher PORTOS

HR (95% Cl): 0.19 (0.05 - 0.70), p = 0.01*

Clinical progression
free survival(%)
wn
o

T

2 3 4 5 6 7 8
Time from randomization (years)
79 72 67 58 50 26 7 Arm B (70 Gy)
81 80 73 68 61 33 10 Arm A (64 Gy)
Number of patients at risk
80% 72% Arm B (70 Gy)
89% 82% Arm A (64 Gy)
Freedom from event rate
0/, -
n = 35161 n=7246 o0
Median (IQR) Median (IQR)
0.754 ©17(012,022) 026(0.20,0.32)
5 75% 1
. s
0.50 1 : £
8 50% 1
&
0.251 E
25% 1
0.00 1
. . 0% -
Lower Higher
PORTOS PORTOS

20
17

100%
94%

12040 (34.2%)

PORTOS

1 2 3 4 5 6

Time from randomization (years)

19 18 18 18 15 13
16 12 12 8 6 5

Number of patients at risk

100% 94%
1% 49%

Freedom from event rate

2950 (8.4%)

11068 (31.5%)

5523 (76.2%)

9103 (25.9%)

687 (9.5%)
815 (11.2%)

-

Lower Higher

PORTOS

7

6
3

2
2

Prostate subtype classifier
. Basal neuroendocrine

. Basal immune

B Luminal proliferating

. Luminal differentiated
Weiner et al. Cancer 2023



RTOG 0126

Intermediate-risk
prostate cancer patients
Definitive radiation
70.2Gy vs. 79.2Gy.

PORTOS - Average

sHR (95% Cl): 0.45 (0.22 - 0.90), p = 0.02*

)
~ o
o o

BF-Phoenix (%)
3

A PORTOS - Lower

sHR (95% Cl): 1.03 (0.45 - 2.36), p = 0.94

-
[+ ~ =3
=} (3 S

BF-Phoenix (%)
B

0 5 10 15
Times since randomization (years)

3D/IMRT 79.2 38 32 17 4
3D/IMRT 70.2 34 25 10 1
Number of patients at risk
3D/IMRT 79.2 1% 24% 36%
3D/IMRT 70.2 12% 31% 31%
Event rate

PORTOS - Higher

-
~ o
o o

BF-Phoenix (%)
3

SHR (95% Cl): 0.30 (0.12 - 0.75), p = 0.009*

25 25
0 0

0 ] 5 0 15 0 5 10 15
Times since randomization (years) Times since randomization (years)

3D/IMRT 79.2 40 25 14 3D/IMRT 79.2 30 23 15 1

3D/IMRT 70.2 31 17 7 3D/IMRT 70.2 42 27 14 1

Number of patients at risk Number of patients at risk
3D/IMRT 79.2 18% 31% 3D/IMRT 79.2 10% 17% 21%
3D/IMRT 70.2 29% 53% 3D/IMRT 70.2 26% 47% 57%
Event rate Event rate

No association with clinico-pathological

features

Associated with immune/hypoxia signatures

n=11015 n=11109 n = 8983
Median (IQR) Median (IQR) Median (IQR)
-0.44 (-0.49, -0.39) -0.42 (-0.47, -0.37) -0.41 (-0.46, -0.34)

X 0.251 :

© : . ]
E 0.001 i i

= O
<

© _ i
.g 0.25

o E

> -0.50 1
T

-0.75 1
Lower Average Higher
PORTOS tertile
n=11015 n=11109 n=8983
Median (IQR) Median (IQR) Median (IQR)
0.16 (0.12, 0.19) 0.18 (0.15,0.22) 0.23 (0.18, 0.29)
0.75 1 H

o i

o)

©

g 0.50 1 . i
* {
E '
E 0.25 1
0.00 1

Lower

Avera ge Hig'her

PORTOS tertile
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A High Omega-3, Low Omega-6 Diet with
Fish Oil for Men with Prostate Cancer on
Active Surveillance: The CAPFISH-3
Randomized Clinical Trial

William J. Aronson, Tristan Grogan, Pei Liang, Patricia Jardack, Amana Liddell, Claudia

Perez, Mikayla Lerman, David Elashoff, Jonathan W. Said, Pinchas Cohen, Leonard S.
Marks, Susanne M. Henning

VA Greater Los Angeles Healthcare System, Los Angeles, CA; Department of Medicine Statistics Core, Department of
Urology, Department of Pathology, University of California Los Angeles; Leonard Davis School of Gerontology,
University of Southern California, Los Angeles, CA.

Villiam Aronson, MD, Professor ASCO ‘ez v

The influence of boosting gut health and
phytochemical rich foods in men with prostate cancer

g

(Qf{’ \
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Prof Robert Thomas, Madeleine Williams, Dr Jeff Aldous, Prof Robert U. Newton,

Dr A Mitra, Dr S Russel, MrZ Fazili, Prof Stacey A. Kenfield

Bedford & Addenbrookes Cambridge University Hospitals. Bedford University and UCLH
Urology & Biostatistics, University of California, (UCSF), USA
Exercise Medicine Research Institute, Edith Cowan University, Australia

#GU25 pesexteosr. Professor Robert Thomas Addenbrooke’s and Bedford Cambridge University Hospitals. ASCO Amcanse



CAPFISH-3 Trial _ o
Primary Endpoint Ki-67 Index

« Single center, Phase Il, randomized, open label, two-arm study in men on
active surveillance for prostate cancer

107 Patients consented

7 Excluded
3 Did not complete 3-day diet
record
4 Did not meet inclusion criteria

100 Randomized

50 Allocated to Control Group
47 Received allocated intervention
3 Did not receive allocated
intervention

B Control
3 D+FO

x
(5}
T
£
~
@
-
£
Q
{=)]
[ =
1]
=
(&)

50 Allocated to Intervention Group
44 Received allocated intervention
6 Did not receive allocated
intervention

Ki-67 index increased by 24% in the control group and

1Cryotherapy 1 Lost to follow-up decreased by 15% in Diet + FO group
2 Withdrew voluntarily 1 R_adlcal prostatectqmy _
# Side eieets fom feliol + Reduced triglyceride levels
v v

+ Reduced macrophage colony stimulating factor levels

* No change in tumor volume, Grade Group, PSA, or Decipher
score

47 Analyzed 44 Analyzed

+ <30% of calories from fat with decreased consumption of foods high in
omega-6 fatty acids such as corn oil, fried foods, highly processed foods and
chips, and to increase intake of omega-3 rich foods (e.g. salmon, tuna)

* w-6 to w-3 fat intake ratio of less than 4:1
+ EPA+DHA intake 2.2 g per day in fish oil capsules
» Control group instructed not to take fish oil



The influence of boosting gut health and 25

Influence of extra probiotic

phytochemical rich foods in men with prostate cancer S~
o Placebo 13% change - pre-post baseline

Probiotic 41% change - pre- post baseline

10
220 men CaP surveillance PSA increasing ) . DHITiS5.97% teat p=0.0001
©
J o) Influence of phytochemicals
3 withdrew pre = Pre-trial - baseline 20% rise
215 accepted |—> o o -10 ‘
| P | randomisation & Baseline - 4 months 8% fall Evieciionic st
probiotic
) Diff 28% t-test p<0.0001
Randomisation -20
11 All Men
105 men L L
Pre-trial 4 Baseline Post Trial Phytochemicals +
months 4 Months placebo
“ 23.7-26.6 (11% improvement).
= Blinded SYMPTOMS Paired Samples t-test p>0.001
Probiotic Placebo
. E 14.1 -10.5 (25% improvement).
D h 7 End pOIntS E Paired Samples t-test p>0.001
emerap ICS . - PSA dynamics (pre to baseline then 4 5
- Histologically confirmed Ca Prostate, months post intervention between 2 groups) £
- Cambridge Prognostic Group 1-2 &
- Managed with surveillance. - MRI changes (180 men)
- No Androgen Deprivation Therapy - Urinary symptoms (IPSS)
- Erectile function (IIEF)
Urinary symptom (IPSS). Erectile Function (!IEF)




Grupo Oncolégico

ASCO GU 2025 — What’s new?

*  Talazoparib + enzalutamide prolongs survival in an all-comer population. Benefit varies across molecular subgroups.
* Adequately balance expected efficacy and toxicity for an individualized approach

*  Lu-177-PSMA-617 + enzalutamide prolongs survival in 1st line mCRPC
*  Secondary analysis of a trial powered por PSA response
*  Signs of synergy between hormone therapy and radioligand therapy

*  Other enzalutamide combinations (mevrometostat) may be relevant in the future

*  Metastases directed-therapy increases rPFS in oligometastatic mCRPC
*  Supports a widely utilized practice in clinic

*  Benefit of hormonal agents in mHSPC (abiraterone) may be lower for older patients
*  Should patients >75 years receive enzalutamide/apalutamide/darolutamide?

* Radiotherapy + ADT may provide superior MFS than surgery for high-risk localized prostate cancer
*  Molecular signatures may identify which patients need increased RT dose
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