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Classes of Approved Agents for CRPC

1. Hormonal Axis

» Enzalutamide
> abiraterone
» Apalutamide *

» Darolutamide *

2. Immunotherapeutic

» Sipuleucel —T

» Pembrolizumab for MSI-H/dMMR Cancer (not
prostate-cancer specific)

*_ approval in nmCRPC

3.

Cytotoxic

» Docetaxel
» Cabazitaxel

» Mitoxantrone

DNA Damage

» Radium 223 (radiopharmaceutical)
» Olaparib, rucaparib

» 617 PSMA-Lu177

» Abiraterone/Olaparib

» Enzalutamide/Talazoparib



Phase Ill PROfound: Olaparib vs Physician’s Choice in

Progressing Metastatic CRPC

Stratified by previous taxane (yes vs no) and
measurable disease (yes vs no)

Olaparib 300 mg BID
(n=162)

alterations Physician’s Choice*
(n = 245) : (n =83)

Cohort A: BRCA1,
BRCAZ2, or ATM

Patients with mCRPC
and progression on

prior NHA; harboring Cohort B: Other

gene alterations with AR S :
3 role in HRR (n=142) 2:1 Physician’s Choice*
(N = 387) (n = 83)

*Enzalutamide 160 mg QD or abiraterone acetate 100 mg QD plus prednisone 5 mg BID.

PD
by BICR

PD
by BICR

Crossover allowed upon
progression on physician’s
choice therapy

'BRCA1/2, ATM, BRIP1, BARD1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RA51D, or RAD54L.
* Primary endpoint: radiographic PFS in Cohort A using RECIST 1.1 and PCWG3 by BICR

* Secondary endpoints: radiographic PFS in both cohorts, confirmed radiographic ORR in Cohort A,

time to pain progression in Cohort A, OS in Cohort A

Hussain. NEJM 2020; de Bono. NEJM. 2020;382:2091.



ProFound OS: Cohort A/B/Overall

A Overall Survival in Cohort A

No. of Deaths/ Median Overall Survival
No. of Patients (95% CI)
mo
Olaparib 91/162 19.1 (17.4-23.4)
1005 21 6 Control 57/83 14.7 (11.9-18.8)
90 Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97)
73% 2 sided P=0.02
80 61
@ 54%
2 709
£ 42
2
c
X
&
a
o
°
]
@
4 ;
& 304 Olapanb
204 Control
104
o T T T T T T T T T T T T T d
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Months since Randomization
No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 56 44 30 18 6 2 1 0
Control 8 79 74 69 64 58 50 43 37 27 18 15 11 9 6 3 1 0

A Overall Survival in Cohort B

No. of Deaths/

Median Overall Survival

B Crossover-Adjusted Analysis of Overall Survival in Cohort A

Percent of Patients Alive
3
T

Patients who crossed over, 67% (56/83)
Hazard ratio for death, 0.42 (95% Cl, 0.19-0.91)
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mo
2 94% Olaparib  69/94 14.1 (11.1-15.9)
T 81% Control ~ 31/48 115 (8.2-17.1)
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Months since Randomization
No. at risk
Olaparib 94 94 90 8 73 58 50 45 35 25 17 12 9 4 1 0 0 0
Control 48 46 41 37 32 25 21 20 18 10 9 7 4 2 0 0 0 0
B Crossover-Adjusted Analysis of Overall Survival in Cohort B
100
90+ Patients who crossed over, 63% (30/48)
Hazard ratio for death, 0.83 (95% Cl, 0.11-5.98)
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Olaparib 94 94 9 8 73 58 50 45 35 25 17 12 9 4 1 0 0 0
Control 48 46 41 37 29 25 21 19 11 9 7 4 ! 0 0 0 0 0

A Overall Survival in the Overall Population (Cohorts A and B)

No. of Deaths/

Median Overall Survival

No. of Patients (95% Cl)
mo
Olaparib  160/256 17.3 (15.5-18.6)
02% Control ~ 88/131 14.0 (11.5-17.1)
100 83%
Hazard ratio for death, 0.79 (95% CI, 0.61-1.03)
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Months since Randomization
No. at risk
Olaparib 256 249 240 228 209 182 157 146 126 96 73 56 39 22 7 2 1 0
Control 131 125 115 106 9 8 71 63 55 37 27 22 15 11 6 3 1 0

B Crossover-Adjusted Analysis of Overall Survival in the Overall Population
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20+

Patients who crossed over, 66% (86/131)
Hazard ratio for death, 0.55 (95% Cl, 0.29-1.06)

No. at risk
Olaparib
Control 131 125

FDA approval May 19, 2020 for patients with HRR mutations who have
progressed after abiraterone/enzalutamide
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RITON 3: Phase 3 study Rucaparib vs
nysician Choice

TRITON3 Study Design

Endpoints®
Key eligibility criteria Randomization 2:1 Rucaparib (n=270)
600 mg BID
Primary:

+ Chemotherapy-naive Stratification: « PFS by IRR

mCRPC + ECOGPSOvs1 Key secondary:
* BRCA or ATM alteration® + Hepatic metastases yes : - 0S
+ 1 prior second-generation VS§ no Physician’s choice (n=135)° + ORRDby IRR

ARP! In any setting® BRCAT vs BRCA2vs ATM Docetaxel (n=75) Subgroup analyses:
» OS and rPFS for

rucaparib vs docetaxel or
second-generation ARPI

or

Dior docatasal of ofhor Second-generation ARPI (n=60)
taxane chemotherapy for Abiraterone
castration-sensitive disease acetate
was permitted

or Enzalutamide

Patients who progress on physician’s choice
of treatment may be considered for
crossover to rucaparib

Visit cutoff date. 25 August 2022. *Determined by Foundation Medicine testing of tissue or plasma. YProtocol amendment 19 June 2018. patients’ qualifying second-generation ARPI could be in any setting chosen, patients received whic!
pC tion ARPI had not yet . 1000 mg QD, Enzalutamide: 160 mg QD; *Tumor a: ts were conducted at be and every 8 weeks for 24 we

daily, BRCA, BRC and BRCA2, CT, computed tomography, ECOG PS, Eastern Cooperative Oncology Group performance s 5, IRR, independent radiclogy review, mCRPC, metastatic casiration-resistant prostrate cancer

0S, overall survival, Q210, every 21 days, QD, daily, rPFS, radiographic progression-free survival




TRITON 3 : Results

100~

Progression-free Survival

Percentage of Patients with

A Rucaparib vs. Docetaxel in the BRCA Subgroup

Median Progression-free E

Survival (95% Cl)
mo
Rucaparib 11.2 (9.2-13.8)
Docetaxel 8.3 (6.1-9.9)

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

Docetaxel .

20 »—¢ﬁ_L7\ :
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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) S5 (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-Generation ARPI Therapies in the BRCA Subgroup

Second-generation  41(0) 25(11) 10 (24)
ARPI

Fizazi NEJM 2023

100+ Median Progression-free
90 Survival (95% Cl)
7‘; T 80 mo
a'e 704 Rucaparib 11.2 (9.2-13.8)
sa & Second-Generation ARPI 4.5 (3.3-5.8)
- 8 -
-§ ": 504 Hazard ratio, 0.38 (95% ClI, 0.25-0.58)
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Months
No. at Risk (no. of
events)
Rucaparib 201(0) 169 (18) 124 (44) 83 (70) S5 (89) 41 (95) 27 (103) 16 (109) 13 (110) 10 (112) 7 (113) 6(113) 3 (115) 2(115) 2(115) O(115)

S(26) 3(28) 2(28) 2(28) 0(28)

View full size

May 15 2020 approval in mCRPC post
NHT/docetaxel with BRCA mutation

A BRCA Subgroup E
Median Progression-free

90 Survival (95% C1)

80 mo

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

Hazard ratio, 0.50 (95% Cl, 0.36-0.69)
N P<0.001 by log-rank test

Control

Percentage of Patients with
Progression-free Survival
33
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Months
No. at Risk (no. of
events)

Rucaparib 201(0) 169 (18) 124 (44) 83 (70) S5 (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) 0(67)

B Intention-to-Treat Population

Median Progression-free
Survival (95% C1)
mo
Rucaparib 10.2 (8.3-11.2)
Control 6.4 (5.6-8.2)

Hazard ratio, 0.61 (95% Cl, 0.47-0.80)
P<0.001 by log-rank test

Percentage of Patients with
Progression-free Survival

Months
No. at Risk (no. of
events)
Rucaparib 270(0) 220 (29) 155 (68) 99 (108) 61 (135) 46 (142) 31 (150) 19 (156) 15 (158) 12 (160) 9 (161) 7 (162) 4 (164) 2 (164) 2 (164) O (164)
Control 135(0) 97(25) S8(56) 28 (74) 13(88) 13(91) 4(92) 1(93) 1(93) O(94)
C ATM Subgroup
Median Progression-free
Survival (95% Cl)
3§7, mo
t 31 .
ug Rucaparib 8.1(5.5-8.3)
sa Control 6.8 (4.0-10.4)
s
%% 50+ Control Hazard ratio, 0.95 (95% Cl, 0.59-1.52)
:_g.g 40+
§§’ 304
n.E a 204 Rucaparib
104
& L
o 3 6 9 12 15 18 21 24 27 30 33 3 39 42 45
Months
No. at Risk (no. of
events)
Rucaparib 69(0) S1(11) 31(24) 16(38) 6(46) 5(47) 4(47) 3(47) 2(48) 2(48) 2(48) 1(49) 1(49) 0(49)
Control 34(0) 28(4) 16(14) 9(19) 4(24) 2(25) 1(26) 1(26) 1(26) 0(27)




Combinations of PARPI with NHT:
Niraparib/Abiraterone

MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study -

Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

Study start: February 2019

Prescreening for Allocation 4
_ L BM status? to cohort randomization
Patient eligibility
« L1 mCRPC
« =4 months prior AAP allowed g Niraparib + AAP Primary endpoint
for mMCRPC HRR BM"‘ + rPFS by central review
« ECOGPSO0Oor1 HRR BM+ P' =
anned N = 400
« BPI-SF worst pain score <3 panel: Placebo + AAP Secondary endpoints
BQE«’ 1 + Time to cytotoxic chemotherapy
Stratifications BRCA2 + Time to symptomatic progression
+ Prior taxane-based chemo for — BRIP1 —_— - OS
mCSPC CDK12 1
J ; : CHEK2
+ Prior ARi for nmCRPC or FANCA Other prespeclfled endpoints
mCSPC HDAC? mmd Niraparib + AAP « Time to PSA progression
- Prior AAP for L1 mCRPC PALB2 ) §?§2
+ HRR BM+ cohort only: 4 Planned N = 600 + Time to pain progression
» BRCA1/2 vs other HRR Placebo + AAP - Patient-reported outcomes

gene alterations

Note: Patients could requestto be
Clinical data cut-off was October 8, 2021 for the final rPFS analysis. unblinded by the study steering committee

% ; : g : g 5 and go on to subsequent therapy of the
Patients were prospectively tested by plasma, tissue and/or saliva/whole blood. Patients negative by plasma only were required investigator's choice.
to test by tissue to confirm HRR BM- status.




Results: NEGATIVE in Hrr neg : Closed for futility

MAGNITUDE HRR BM-: Prespecified Early Futility Analysis
No Benefit of NIRA + AAP in HRR BM-Patients
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No. at risk
NIRA + AAP

Composite Progression Endpoint
(radiographic or PSA progression)

PBO +AAP

NIRA + AAP

v — - .

T T T

6 9 12
Months from randomization

Composite endpoint= (N = 233)
HR = 1.09» (95% CI 0.75-1.59)
[futility was defined as 21]

Additional grade 3/4 toxicity was observed
using NIRA + AAP vs PBO + AAP

With added toxicity and no added efficacy in
patients with HRR BM- mCRPC, the IDMC
recommend stopping enrollment in this
cohort

bBreakdown of composite endpoint events
83 PSA events (HR = 1.03, 95% CI 0.67-1.59)
65 rPFS events (HR = 1.03, 95% CI 0.63-1.67

dependent data monitoring

MAGNITUDE HRR BM+ Cohort: Patient Baseline Characteristics

Median age (range), yr
Biomarker alteration, n (%)

BRCA2

BRCAT

ATM

CHEK2

PALB2

CDK12

FANCA, BRIP1 or HDAC2

Co-occurring alterations

BRCA containing co-occurring mutations

Median hemoglobin (range), g/L.
Median LDH (range), enzyme U/L
ECOG, n (%) 0/ 1
Bone metastases, n (%)

Visceral metastases, n (%)
Liver
Lung
PSA at study entry (ug/L), median (range)
Prior taxane-based chemotherapy for nmCRPC/mCSPC, n (%)
Prior AR-targeted therapy for nmCRPC/mCSPC, n (%)
Prior AAP therapy for L1 mCRPC, n (%)

r; BM, biomark:
melasts

NIRA + AAP (n=212) |

69 (45-100)

86 (40.6)
12(5.7)
43(20.3)
18(8.5)
8(3.8)
5(2.4)
11(52)
29(13.7)
16(7.5)
129.0 (64.0-172.0)
199.0 (87.0-2959.0)

130 (61.3) / 82 (38.7)
183 (86.3)
51 (24.1)

18 (8.5)
27 (12.7)

21.4 (0-4826.5)
41(19.3)
8(3.8)

50 (23.6)

69 (43-88)

88 (41.7)
4(1.9)
42(19.9)
20(9.5)
4(1.9)
8(3.8)
13(6.2)
32(15.2)
23(10.9)
131.0 (75.0-161.0)
200.5 (77.0-1530.0)

146 (69.2) / 65 (30.8)
170 (80.6)
39 (18.5)

13(6.2)
18 (8.5)

17.4 (0.1-4400.0)
44 (20.9)
5(2.4)

48 (22.7)




Biomarker Positive Cohorts:Improved rPFS in
HRR + and in BRCA +

MAGNITUDE All HRR BM+: Primary Endpoint MAGNITUDE BRCA1/2-mutated: Primary Endpoint
NIRA + AAP Significantly Reduced the Risk of Progression or Death by 27% NIRA + AAP Significantly Reduced the Risk of Progression or Death by 47%

rPFS assessed by central review rPFS assessed by investigator rPFS assessed by central review rPFS assessed by investigator
100 A

80 -

60 4 NIRA + AAP: 16.6 mo NIRA + AAP: 19.3 mo

40 A

20 4 PBO +AAP: 13.9mo

. . . 19,9 PR AP ” A 0
HR: 0.64 (95% CI, 0.49-0.86) HR: 0.53 (95% CI, 0.36-0.79) HR: 0.50 (95% CI, 0.33-0.75) PBO +AAP: 12.4mo
Nominal P = 0.0022

0 P =0.0014 Nominal P = 0.0006
0 3 6 9 12 15 18 21 24 .

6 9 12 15 18 21 24
No. atrisk Months from randomization No. at risk Months from randomization Ne. at fisk No. at risk Months from randomization
NRA +ARP 212 129 9% 64 45 NRA +AAP 212 174 1% 18 75 50 23 11

NIRA + AAP 113 103 80 NIRA + AAP 43 36 23 10
PBO+AARP 211 102 78 53 35 PBO+AAP 211 145 103 81 58 41 20 9 PBO + AAP 112 97 23 14 8

PBO +AAP:
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Patients without events (%)
Patients without events (%)
Patients without events (%)

Median follow-up 18.6 months

AAP, ahiraterons acetate + prednisoneiprednisolone; BM, biomarkes; CI, conhdence interval HR, hazard rahio; HRR, homologols recombination repair; NIRA, nirapanb; PHO, placeha; rPHS, racdiographic. progression-ree: sunival

HR : Much better in the BRCA enriched population: BRCA prognostic biomarkers with worse outcome
Cougar 302: Abiraterone in mCRPC- PFS 16 months



Abiraterone/Olaparib: Phase 2 trial in
unselected patients with mCRPC

N=171

Prior Docetaxel

HRR+=15%

HRR wildtype=21%

Partially characterized=63(neg by
blood; not confirmed by tissue

Clarke Lancet Oncol 2018

A B
100 —— Olaparib and abiraterone (n=71) T —— Olaparib and abiraterone (n=11)
~ Placebo and abiraterone (n=71) i ~— Placebo and abiraterone (n=10)
g HR 0-65 (95% Cl 0-44-0-97); p=0-034 ‘[ HR 074 (95% CI 0-26-2:12); nominal p=0-58
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Number at risk
(number censored)
Olaparib and abiraterone 71(0) 58(5) 50(6) 42(8) 33(9) 26(12) 21(13) 18(13) 13(17) 8(19) 0(25) 11(0) 9(1) 9(1) 9(1) 6(1) 5() 4() 2(2) 13) 13) 003)
Placebo and abiraterone 71(0) 48(3) 39(4) 25(5) 21(7) 19(7) 16(7) 14(7) 10(8) 7(10) 0(17) 10(0) 7(0) 5(1) 3(1) 3() 3(1) 3 2(1) 1) 1) 0Q3)
C D

Radiographic progression-free
survival (%)

—— Placebo and abiraterone (n=20)

100-y —— Olaparib and abiraterone (n=15)
o : \_l HR 0-52 (95% Cl 0-24-1-15); nominal p=0-11

e

~—— Olaparib and abiraterone (n=45)
—— Placebo and abiraterone (n=41)
"L HR 0-67 (95% Cl 0-40-1-13); nominal p=0-13

0 T T T T T T T T T T T T y T T
3 6 9§ 1o 15 18 21 24 27 3 o0 3 6 § 12 15 18 2
Number at risk Time since randomisation (months) Time since randomisation (months)
(number censored)
Olapariband abiraterone 15(0) 12(2) 10(2) 10(2) 8(2) 7(2 6() 5@ 4(3) 2(5 0(7) 45(0) 37(2) 31(3) 23(5) 19(6) 14(8) 11(9) 11(9) 8(11) 5(11) 0(15)
Placebo and abiraterone 20(0) 15(0) 15(0) 10(1) 8(1) 7(1) 4(1) 4(1) 2(1) 1(2) 0(3) 41(0) 26(3) 19(3) 12(3) 10(5 9(5) 9(5 8(5) 7(5 5(6) o0(11)

Figure 2

Radiographic progression-free survival in the (A) intention-to-treat population, (B) HRR mutation-positive subgroup, (C)

wild-type HRR subgroup, and (D) partially characterised HRR status subgroup

HRR=homologous recombination repair. HR=hazard ratio.




Combination #2: Abiraterone/Olaparib

PROpel: a global randomized double-blind phase lll trial

Olaparib 300 mg bid Primary endpoint
2 » Radiographic progression or death (rPFS)

Patient population

+ 1L mCRPC
Docetaxel allowed at
mHSPC stage n=399
No prior abiraterone Full dose of olaparib and abiraterone used
Other NHAs allowed if
stopped 212 months prior » Overall survival (alpha control)
to enrollment
Ongoing ADT
ECOG 0-1 Time to first subsequent therapy or death (TFST)

abiraterone 1000 mg qd* ; )
by investigator assessment

Key secondary endpoint

Additional endpoints

Time to second progression or death (PFS2)
Stratification factors

+ Site of distant metastases:
bone only vs visceral vs other
+ Prior taxane at mHSPC:
yes vs no n=397

Safety and tolerability

Placebo Objective response rate (ORR)
+

abiraterone 1000 mg qd* —_ HRRmT prevalence (retrospective testing)

Health-related quality of life

First patient randomized: Nov 2018; Last patient randomized: Mar 2020; DCO1: July 30, 2021, for interim analysis of rPFS and OS.

Multiple testing procedure is used in this study: 1-sided alpha of 0.025 fully allocated to rPFS. If the rPFS result is statistically significant, OS to be tested in a hierarchical fashion with alpha passed on to OS.
Please access the Supplement via the QR code at the end of this presentation for more details.

*In combination with prednisone or prednisolone 5 mg bid. THRRm, homologous recombination repair mutation, including 14 genes panel.

ADT, androgen deprivation therapy; bid, twice daily; ECOG, Eastern Cooperative Oncology Group; mHSPC, metastatic hormone sensitive prostate cancer; qd, daily




Patient Characteristics: RESULTS;rPES

Improvec

PROpel: baseline patient characteristics
Well-balanced between treatment arms

Olaparib + abiraterone
(n=399)

Median (range) age, years 69.0 (43-91)

in all comers

Placebo + abiraterone
(n=397)

70.0 (46-88)

ECOG performance status, n (%)
0 286 (71.7)
1 112 (28.1)

272 (68.5)
124 (31.2)

Symptomatic (BPI-SF > 4 and/or opiate use), n (%) 103 (25.8)

80 (20.2)

Site of metastases, n (%)
Bone 349 (87.5)
Distant lymph nodes 133 (33.3)
Locoregional lymph nodes 82 (20.6)
Lung 40 (10.0)
Liver 15 (3.8)

339 (85.4)
119 (30.0)
89 (22.4)
42 (10.6)
18 (4.5)

Docetaxel treatment at mHSPC stage, n (%) 90 (22.6)

89 (22.4)

Median PSA, ug/L (IQR) 17.90 (6.09-67.00)

16.81 (6.26-53.30)

HRRm statust

HRRm 111 (27.8)

Non-HRRm 279 (69.9)
HRRm unknown 9(2.3)

115 (29.0)
273 (68.8)
9(2.3)

TThe HRRm status of patients in PROpel was determined retrospectively using results from tumor tissue and plasma ctDNA HRRm tests. Patients were classified as HRRm if (one or more) HRR gene mutation
was detected by either test; patients were classified as non-HRRm if no HRR gene mutation was detected by either test; patients were classified as unknown HRRm if no valid HRR test result from either test was

t
X DNA i A

achieved. Please access the Supplement via the QR code at the end of this presentation for more details.
BP Brief Pain Inven QR _interguartiie range- P

PROpel primary endpoint: rPFS

by investigator-assessment

34% risk reduction of progression or death with olaparib + abiraterone

12-month rate

24-month rate
63.4%

33.6%

Olaparib + Placebo +
abiraterone FELIEIC G
(n=399) (n=397)

[ 1
w 07
S 061 Events, n (%) 168 (42.1) 226 (56.9)
w O
° .
> 057 Median rPFS 248 16.6
2 o4 (months)
©
2 | 0.66 (0.54-0.81);
0.3 HR (95% CI
o (eh%wal) P<0.0001
[ YT
Pre-specified 2-sided alpha: 0.0324
0.17
0.0 —_————— Median rPFS improvement of 8.2 months
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 favors olaparib + abiraterone*
. . Time from randomization (months)
tri
el 399 395 367 354 34( 13 309 301 277 274 265 251 244 277 221219170 167 163104100 87 59 57 28 26 25 5 4 4 0
Placebo + abiraterone 397 303 359 356 338 334 306 303 207 266 264 240 232 228 196 190 186 143141137 67 84 73 45 43 21 17 16 2 2 1 0

Events: 394; Maturity 49.5%




All groups benefit from the combo: HR better
for HRRm

PROpel: subgroup analysis of rPFS PROpel: overall survival

rPFS benefit observed across all pre-specified subgroups 28.6% maturity; trend towards improved OS with olaparib + abiraterone

Number of  Median rPFS,

patients, n months HR (95% CI)

All patients 796 16.6 —— 0.66 (0.54-0.81)
Age at randomization 1 qu\w

<65 227 16.4 e 0.51 (0.35-0.75) 0.91 ‘ﬂ\ Olaparib + Placebo +

265 569 16.7 . 0.78 (0.62-0.98) abiraterone 5 G0
ECOG performance status at baseline 0.81 n=399 n=3!

0 558 16.8 —e—i 0.67 (0.52-0.85) ® o ( ) (n=397)

1 6 14.6 —_ .75 (0.53-1. 1

= ' SLID RS 100) O Events,n (%) 107(26.8) 121 (30.5)

Site of distant metastases Global S 061 o

Bone only 434 222 b———t 0.73 (0.54-0.98) Medi os

Visceral 105 109 —_— 0.62 (0.39-0.99) interaction £ 051 n NR NR

Other 257 13.7 —— 0.62 (0.44-0.85) fest not 3 (months)
Docetaxel treatment at mHSPC stage Ui g 04 0.86 (0.66-1.12

Yes 189 138 ) 0.61 (0.40-0.92) significant ° 4 HR (95% CI o8 {0 £i2)

. 2 o3 (95% CI)

No 607 16.8 ——it 0.71 (0.56-0.89) o P=0.29
Baseline PSA 0.2

Below median baseline PSA 396 220 f— 0.75 (0.55-1.02) EESS0S0Ned 2 ced e D 901

Above or equal to median baseline PSA 397 138 —— 0.63 (0.48-0.82) 0.11
HRRm status* : e 0.0 T e e

gyl ot 29 . o :g:;:g;;: 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

= e Time from randomization (months)
0.1 — §  — 10 No. at sk
Placebo + abiraterone better B B B o et e en A N SO S A S AR S s Al S

7 394 392 386 385 383 381 377 374 371 368 363 353 345 335 322 314 308 286 258 223 186 151 121 104 88 63 44 22 13

Gilobal interaction test not significant at 10‘~ level 'Yhe HRRm s!ams ol p.lhems n PROpel was determined rc(rosptc!rvcry using results from tumor tissue .md pusma chNA HRRm tests. Patients were dass-led

FDA did a post hoc analysis: 11% BRCA positive

BRCA Positive: HR 0.30; BRCA uncertain: 0.73; BRCA negative: 1.06
ODAC 4/28- unanimous vote for narrow indication

EDA annroval for the combination 5/21/2022 for RRCA mutated natients



Combination #3: TALAPRO 2: Talazoparib

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

Patient population Talazoparib 0.5 mg* + Primary endpoint

«  First-line MCRPC enzalutamide 160 mg, Radiographic progression-free survival (fPFS) by

« ECOG performance status (PS) 0 or 1 on::‘:azlly blinded independent central review (BICR)

Stratification factors (0.38 mg daity .‘m,?w impetraent) Key secondary endpoint

» Prior abiraterone® or docetaxel in + Overall survival (alpha protected)
castration-sensitive setting (yes vs no) (N=805)

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

PFS2 by investigator assessment’

All comers (Cgohort 1), N=805 ;
i Objective response rate (ORR)
Patient-reported outcomes

Nondeficient
or unknown RRM  HRRm Safety |
N=636 N=169 N=230 (Data cutoff: August 16, 2022)

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

HRRm only (Cohort 2), N=399

We report results only from the all-comers cohort of men unselected for HRR gene alterations

Agarwal GU ASCO 2023



Improvement in rPFS in ITT and in HRR

TALAPRO-2 Primary Endpoint: rPFS by BICR HRR-deficient

Treatment with talazoparib plus enzalutamide resulted in a 37% reduced risk of progression or death

Events,n
109X }H o, | Median (95% CI), 27 8
‘\\‘ .\ TALA + ENZA PBO + ENZA ' months (16 6-NR) 10.9-24.6)
B
Rs

(N=402) (N=403) < 0.46 (0.30-0.70);
HR (95% CI) P < 0.001
‘—-_\—.—‘—4
Talazoparib +
Enzalutamide

Events, n 151 191 -

Median (95% Cl), Not reached (NR) 219
months (27.5-NR) (16.6-25.1)

£
&
%
g
]
3
0
[

Probabllity of iPFS

063 (0.51-0.78);
0, 1
HR (95% CI) Asppe
S S —— Median follow-up for rPFS was
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 24.9 and 24.6 months, respectively
No. at risk Months

ey A e o IR 5 . DL e L e . L i . B
MO0 00 0 & @ W 3 1 1 1 ¢ o 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

TALA + ENZA

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.64 (95% Cl, 0.50-0.81); P < 0.001 Q 0. SRk Monthe

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation uniess otherwise stated

On 6/20/23 FDA approved the combination for HRRm+ patients



PARP combinations: Conclusions

PROPEL 27.6vs 16.4 28.8 vs 13.8 HR 0.29 BRCA only
Abiraterone/Olaparib HR-0.61 HR- 0.45

vs abi

MAGNITUDE 16.7 mos vs 19.5vs10.9
Abiraterone/niraparib 13.7 HR 0.5

vs abi HR-0.76

TALAPRO-2 NR vs 21.9 27.9vs 16.4 HRRm+ only
Enzalutamide/talazop HR-0.63 HR-0.46

arib vs enza

Not all PARP’s are the same

No OS benefit with combinations yet

Just like monoRx: benefit higher in HRR and even higher in BRCA populations
Use of NHT in earlier lines: do these patients exist?

BRCA is prognostic/predictive

If a BRCA pt who has never had NHT and in CRPC- combo very reasonable



VISION: Phase 3 random
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CANCER CELL
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zed study Lul77

Progressive
mCRPC
PSMA + Best
) supportive/

Previous

taxane therapy bes(t)fs ::r::ard

and
previous novel

androgen axis
therapy

Stratification Factors

Serum lactate dehydrogenase (LDH)
(260 IU/L vs. >260 IU/L)

Presence of liver metastases

(yes vs. No)

ECOG score (0-1 vs. 2)

Inclusion of NAAD in best
supportive/best standard of care
(yes vs. no)

177Lu-PSMA-617
+
Best supportive/
best standard of care

2:1 randomization

Best supportive/
best standard of care

Alternative Primary Endpoints

«  Overall survival

+ Radiographic progression-free survival

(rPFS)

Key Secondary Endpoints (with a control)

+« RECIST response

« Time to first symptomatic skeletal event

(SSE)

rPFS analysis and interim OS
analysis
Final analysis

Additional Secondary Endpoints

Safety and tolerability

Health-related quality of life (HRQoL; EORTC QLQ-
C30 and Brief Pain Inventory — Short Form (PI-SF))
Health Economics

Progression-free survival (PFS) (radiological, clinical
or PSA progression)

Biochemical response: PSA levels, alkaline
phosphotase levels and lactate dehydrogenase
levels




Primary Endpoints: Improved Overall survival/rPFS

Primary endpoints: 77Lu-PSMA-617 improved rPFS
Primary endpoints: 77Lu-PSMA-617 prolonged OS

100 #-
100+ 2 904
Pri 90 Prlmar_y < a0 Hazard ratio: 0.40
rimary < Hazard ratio: 0.62 analysis = (99.2% CI: 0.29, 0.57)
anaIyS|s > (95% CI: 0.52, 0.74) = 704 p < 0.001 (one-sided)
R £ 70 p < 0.001 (one-sided) rPFS 2 oo
rancemise 3 e analysis set S Median 8.7 vs 3.4 months
patients ° Median 15.3 vs 11.3 months (n = 581) 5 501
o = -
(N =831) g 2 404 —+ 77Lu-PSMA-617 + SOC (n = 385)
o 30 ‘é ]
£ 50
q>) Ll>J 20+
2T L uPSMA-617 + SOC (n = 551
104 U-PSMA- (n=551) 104 SOC alone (n = 196)
SOC alone (n = 280) 5
0 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 01234 é 678 9101 1'.2 1'3.1'4 15 16 17 18 19 20 21 22 23
O Time from randomization (months) Number of patients il at risk Time from randomization (months)
7 .PSMA617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 B 2 0 TLu-PSMA-617 + SOC 385 373 362 292 272 235 215194 182146 137121 88 83 71 51 49 37 21 18 6 1 1 0

Morris, ASCO 2021



Secondary Endpoints: Measurable Disease and PSA responses

Secondary endpoint: RECIST v1.1 responses favored the
177Lu-PSMA-617 arm in patients with measurable disease

50%

46.9%

41.8%

 40%-] [ 77Lu-PSMA-617 + SOC (n = 184)
< 35.3%
2 SOC alone (n = 64)
19/, —
-E- 30%
]
5
£ 20%
2 .
5 13.0%
o
o 10%- 9.2%
31% 4.7%
0% 0.0% 0.5%
o
Complete Partial Stable Progressive Unknown
response response di di

Best overall response per RECIST v1.1

Secondary endpoint: PSA responses favored the
177Lu-PSMA-617 arm among evaluable patients

1001 w77 y_pSMA-617 + SOC (n = 333)

SOC alone (n = 138)

754
50

25 4

Confirmed decrease Confirmed decrease
2 50%: 177/385 (46.0%) 2 50%: 14/196 (7.1%)

2 80%: 127/385 (33.0%) 2 80%: 4/196 (2.0%)

Best percentage change from baseline (PSA) (%)

—100 4



Indication

Route
Schedule

Cortico-
steroids

Symptoms

Contra-
indications

PSA
Response

Summary of Approved Therapies with Survival Benefit for
MCRPC

Median OS
Benefit,

Sipuleucel-T

Abiraterone

Enzalutamide

Docetaxel

Cabazitaxel

Radium-223

Lu 177

Pre/post
docetaxel

Pre/post
docetaxel

Pre/post
docetaxel

mCRPC

Post
docetaxel

Post
docetaxel or
not fit for
docetaxel

Post
ARI/Chemo

IV every 2
wk x 3

oral, empty
stomach

oral

IV every 3
wk

IV every 3
wk

IV, every 4
wks for 6
doses

IV q 6 weeks
X 4-6 doses

no

yes*

no

yes*

yes

not
required

Not reqd

asymptomatic,
minimally sx

not specified

not specified

not specified

not specified

symptomatic
bone
metastases

Not specified

narcotics for
pain, liver
mets

severe liver
dysfx, low K,
heart failure

seizures

moderate liver
dysfx,
cytopenias

moderate liver
dysfx,
cytopenias

visceral mets

PSMA
negative
disease

No

Yes

Yes

Yes

Yes

NR

yes

Mos

41

Post-doc: 4.6
Pre-doc: 4.4

Post-doc: 4.8
Pre-doc: 4.0

24

24

3.6

4.0




Sequencing Drugs in CRPC remains a challenge

Selection based on:

e Lack of level 1 evidence Time between the agents

* Symptomatic vs asymptomatic
 Bone disease vs non bone disease

e Cross resistance between NHA
* Presence or absence of visceral

metastases
* Cross resistance with * Presence or absence of Genomic
chemotherapeutics aberrations
e Oralvs IV
« Many of the existing drugs/classes ~ * Distance from the center
used in earlier lines of Rx * Patient preference
* PS /Fraility

* Prior duration of response to ADT



nmMCRPC

-

mHSPC

Enzalutamide
Apalutamide
Darolutamide

ADT+NHA

Docetaxel

Sequencing Examples

Docetaxel

Docetaxel

BSC
NHA2
Cabazitaxel

Cabazitaxel

BSC
NHA2
Cabazitaxel




Conclusions

e Strive to give as many life prolonging therapy as possible

e Sequence tumors to identify PARP inhibitors and Check point
inhibitors

* Consider Radium in patients with just bone disease without PSMA
uptake

* Consider NHT with PARP in patients with BRCA mutations/HRRm
* Consider Sip-T in patients with low burden of disease, black men



Questions? Thank You
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