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Advanced Imaging

* PSMA PET-CT

* Much more accurate (92% vs 65%) at detecting metastases than
conventional imaging.

* Decreasing non-metastatic, biochemical recurrence cases, and
increasing oligometastatic disease.
« EA8191 /INDICATE Trial — evaluating targeted XRT and apalutamide in this setting



Theranostics

e Lutetium-177 vipivotide tetraxetan PSMA therapy

Eligible patients with mCRPC Protocol-permitted SOC +
« Previous treatment with both 177 yu-PSMA-617

« >1 androgen receptor 7.4 GBq (200 mCi) every 6 wk
pathway inhibitor 2:1 4 cycles, increasable to 6

» 1 or 2 taxane regimens

Protocol-permitted standard for
care (SOC) planned before
randomization
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Protocol-permitted SOC
alone

Randomization stratified by CT/MRI/bone scans

» Excluding chemotherapy
immunotherapy, 22°Ra, « ECOG status (0-1 or 2) « Every 8 wk (treatment)

investigational drugs + LDH (high or low) « Every 12 wk (follow-up)
ECOG performance status 0-2 + Liver metastases (yes orno)  + Blinded independent
Life expectancy >6 mo « Androgen receptor pathway central review

PSMA-positive mCRPC on inhibitors in SOC (yes or no)
PET/CT with 68Ga-PSMA-11

Conventional bone scan or CT
positive for metastatic disease




A Imaging-Based Progression-free Survival
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https://www.nejm.org/doi/full/10.1056/nejmoa2107322



PARP inhibitors
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Rate of HRR gene mutations in men with metastatic prostate cancer
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https://www.researchgate.net/figure/Landscape-of-HRR-related-gene-mutations-in-mCRPC-A-Frequency-of-mutations-for-the_fig2_365315921



Somatic vs Germline Mutations

Somatic DNA changes Germline DNA changes

Acquired over a

persons lifetime
in single cells

Present in every cell
of the body including
egg and sperm

Can lead to cancer Can increase cancer susceptibility
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Single agent PARP;

* Rucaparib - BRCA mutations
* Olaparib - HRR gene mutations



riton3 Study

TRITONS3 Study Design

Endpoints?
Rucaparib (n=270)

Key eligibility criteria Randomization 2:1
600 mg BID

Primary:
+ Chemotherapy-naive Stratification: « PFS by IRR

mCRPC + ECOGPSOvs1 Key secondary:
+ BRCA or ATM alteration® + Hepatic metastases yes | . . 0OS
+ 1 prior second-generation Vs no Physician’s choice (n=135)c * ORR by IRR
ARPI in any setting® BRCA1 vs BRCA2 vs ATM Docetaxel (n=75) Subgroup analyses:

or « OS and rPFS for
rucaparib vs docetaxel or

Second-generation ARPI (n=60) :
second-generation ARPI

Prior docetaxel or other
taxane chemotherapy for Abiraterone .
castration-sensitive disease ette or  Enzalutamide

was permitted

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. "Protocol amendment 19 June 2018: patients” qualifying second-generation ARPI could be in any setling. ®If chosen, patients received whicheve
second-generation ARPI not yet been received. Docetaxel: 75 mg/m? Q21D, 10 cycles max; Abiraterone acetate: 1000 mg QD, Enzalutamide: 160 mg QD; *Tumor sments were conducted at baseline and every 8 weeks for 24 w

then every 12 weeks, via CT/MRI and technetium-bone scans. *84 patients had IRR-confirmed progression, including 3 who were later re-evaluated as having non-prog; disease by IRR. ARPI, androgen receptor pathway inhibitor,

BID, twice daily, BRCA, BRCAT and BRCA2, CT, computed tomography, ECOG PS, Eastern Cooperative Oncology Group performance status, IRR, independent radiology review, mCRPC, metastatic castration-resistant prostrate cancer,

08, overall survival, Q21D, every 21 days, QD, daily, rPFS, radiographic progression-free survival

presenteogy: Dr. Alan H. Bryce ASCO CUNBCAL ONOROGY.

operty of the author and ASCO. Permission required for reuse; contact permissionsasco org KNOWLEDGE CONQUERS CANCER
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A Rucaparib vs. Docetaxel in the BRCA Subgroup
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B Rucaparib vs. Second-Generation ARPI Therapies in the BRCA Subgroup
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PROfound STUDY DESIGN

Primary endpoint

e Olaparib 300 mg bid e

A o Cohort A: B 3
Kcy Cl!glblhly criteria BRCA1. BRCA2 or ATM n=162 § mwnwk mm‘m
» mCRPC with N=245 B Physician's choice! i survival (PFS) in Cohort A
disease progression n=83 (RECIST 1.1 & PCWG3 by BICR)

on prior NHA, eg

abiraterone or 2:1 randomization Upon BICR progression,

physician's choice patients were Key secondary endpoints

A Open-label allowed to cross over to olaparib
« Alterations in 21 of « rPFS in Cohorts A+B
any qualifying gene N Olaparib 300 mg bid B9 « Confirmed radiographic objective
with a direct or Cohort B: _ n=94 response rate (ORR) in Cohort A
indirect role in HRR* Other aterations » Time to pain progression (TTPP)
N=142 R - in Cohort A

Physician’s choice' [
n=48

* Overall survival (OS) in Cohort A

Stratification factors
* Previous taxane
» Measurable disease

*An investigational Clinical Trial Assay, based on the FoundationOne CDx next-generation sequencing test, and developed in partnership with
Foundation Medicine Inc, was used to prospectively select patients harboring alterations in the following genes in their tumor tissue:
BRCAT1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD518, RAD51C, RADS1D or RADS4L

'Physician’s choice of either enzalutamide (160 mg qd) or abiraterone (1000 mg qd plus prednisone [5 mg bid])
BICR, blinded independent central review; PCWG3, Prostate Cancer Working Group 3;

RECIST, Response Evaluation Criteria in Sold Tumors

NCT02987543



rPFS BY BICR IN PATIENTS WITH ALTERATIONS IN BRCA1, BRCA2, OR ATM (COHORT A)
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PARP and AR are important for DNA repair in prostate cancer

PARP activity facilitates repair
of DNA single-strand breaks

DNA damage AR binds DNA and facilitates

(single- and double- DNA repair mechanisms repair through multiple pathways
strand breaks) that involve AR and PARP

DNA repair

PARP enables AR binding
to damaged DNA

Inhibition of PARP and AR in combination results in more DNA damage

olaparib NHA
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trapping
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v g
DNA single- DNA double- Inhibition of AR DNA Increased DNA damage and anti-
strand breaks strand breaks binding and repair prostate cancer efficacy




PARPI+NHT Combos

* Olaparib/abiraterone — BRCA mutations
* Niraparib/abiraterone - BRCA mutations
* Talazoparib/enzalutamide — HRR gene mutations



PROpel Study

PROpel: a global randomized double-blind phase lll trial

Patient population Olaparib ioo mg bid Primary endpoint
Gy . « Radiographic progression or death (rPFS
1L mCRPC abiraterone 1000 mg qd* ographic prog ( )

Docetaxel allowed at by investigator assessment
mHSPC stage n=399

No prior abiraterone Full dose of olaparib and abiraterone used
Other NHAs allowed if

s(opped 212 months prior « Overall survival (alpha Control)
to enroliment e .

Ongoing ADT Additional endpoints

ECOG 0-1 Time to first subsequent therapy or death (TFST)

Key secondary endpoint

Time to second progression or death (PFS2)

Stratification fact
irafication factors Placebo Objective response rate (ORR)

» Site of distant metastases: i
bone only vs visceral vs other L —
» Prior taxane at mHSPC: abiraterone 1000 mg qd

yes vs no n=397

Safety and tolerability

HRRm' 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

Muitiple testing procedure is used In this study: 1-sided aipha of 0.025 fully aliocated to rPFS. If the rPFS resuit is statistically significant, OS to be tested in a hierarchical fashion with aipha 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
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Olaparib plus abiraterone in metastatic castration-resistant prostate cancer

: BRCA-mutated subgroup
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In the phase 3 PROpel trial, a significant improvement in overall survival is observed for olaparib with
abiraterone compared to placebo with abiraterone in patients with mCRPC. The improvement observed
was primarily attributable to patients with BRCA mutation.

Ref: Saad F, et al. Lancet Oncol. Sep 12 ,2023



MAGNITUDE Study

. A Prescreening for Allocation 11
Patient eligibil BM status® to cohort randomization
* 1LmCRPC

NIRA + AAP 2
allowed for mCRPC panel: i HRR BM+ Primary endpoint '
» ECOGPSOor1 ATM N=423 » PFS by central review - met at IA1
* BPI-SF worst pain score < 3 BRCA1 PBO + AAP
BRCA2 Prospectively selected biomarker

Stratifications —  gRIPf —  cohorts designed to test HRR —» | Secondary endpoints
« Prior taxane-based chemo CDK12 B¢+ and HRR BM- + 08 _ _

for mCSPC CHEK2 Cohort 2 NIRA + AAP : 11:::: :: m;g:zauc progression
* Prior ARi for nmCRPC or FANCA L HRR BM- « Safety =

mCSPC HDAC2 N=233 T
3 : PALB2 +

Prior AAP for 1L mCRPC Note: After disease progression, patients could request
* BRCA1/2 vs other HRR gene IA1 cutoff- October 8, 2021 to be unblinded by the study steering committee and go

alterations (HRR BM+ cohort) IA2 cutoff: June 17, 2022 on to subsequent therapy of the investigator’s choice.

Final analysis cutoff: May 15, 2023



MAGNITUDE: NIRA + AAP Consistently Prolongs Time to PSA
Progression Across Gene Alterations

All HRR BM+ BRCA1/2-mutated

NIRA + AAP: 18.5 mo NIRA + AAP: NE

HR: 0.57 (95% CI, 0.43-0.76) PBO + AAP: 9.3 mo
nominal P = 0.0001

HR 0.46 (95% CI, 0.30-0.69)
nominal P = 0.0002 PBO + AAP: 9.2 mo
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3 6 9 12 15 21 24 27 30 3 6 9 12 15 18 21 24 27 30
Months from randomization ! Months from randomization
No. at risk No. at risk
NIRA +« AAP 212 182 145 118 85 58 ‘ y NIRA + AAP 113 107 100 85 62 43 30 15
PBO + AAP 21 162 118 9 61 K2 PBO + AAP 112 107 91 80 49 40 21 1"

NIRA + AAP nearly doubles the median time to PSA progression with 43% improvement

AAP, abeaterone acelate plus prednisone, Cl, confidence nlerval, HR, hazard ratio, HRR, homologous recombination repair, NE, not estimable, PSA prostate-specfic anbgen
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TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population

* First-line mCRPC

« ECOG performance status (PS) 0 or 1
« Ongoing androgen deprivation therapy

Stratification

» Prior abiraterone® or docetaxel in
castration-sensitive setting (yes vs no)

* HRR gene alteration status
(deficient vs nondeficient or unknown)
(all-comers cohort only)

Talazoparib 0.5 mg* +
enzalutamide 160 mg,
once daily

(*0.35 mg daily if moderate renal
impairment)

Placebo +
enzalutamide 160 mq,
once daily

Primary endpoint
« IPFS by BICR®

Key secondary endpoint
» Overall survival (alpha protected)

Other secondary endpoints
» Time to cytotoxic chemotherapy

» PFS2 by investigator assessment®
» Objective response rate (ORR)

» Patient-reported outcomes

« Safety

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




No. of events/ Median
no. of patients PFS (95% Cl)

10 7 Talazoparib + enzalutamide (months)
Talazoparib + enzalutamide 66/200 NR
0.8 (21.9-NR)
‘ Placebo + enzalutamide 104/199 13.8
ff (11.0-16.7)
a
s 0.6
>
2 04
-8 Placebo + enzalutamide
a
0.2 4
Stratified:
HR for disease progression or death, 0.45 (95% CI, 0.33-0.61)
0 -| P<0.0001

I | 1 | | I I 1 I I I | I 1 1 | | I

O 2 4 6 8 10 12 14 %6 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Months
Talazoparib + enzalutamide 200 191 180 168 163 131 107 86 82 60 49 45 34 26 21 19 9 4 2
Placebo + enzalutamide 199 171 149 131 126 96 67 51 47 38 29 256 21 N 7 7 4 0 O O 0 O



Immunotherapy for advanced prostate cancer

 Pembrolizumab for MSI-H, dMMR, or TMB =210 mut/Mb



Immunotherapy for advanced prostate cancer

« Combination immunotherapy in prostate cancer:

* Phase 3 KEYNOTE-641 and KEYNOTE-789 (pembrolizumab +
enzalutamide) were discontinued early due to lack of efficacy

* Phase Ill KEYLYNK-010 (pembrolizumab + olaparib) did not meet PFS
or OS endpoints

* Phase Il trial of pembrolizumab + Lu177 is currently enrolling



Conclusions

* New treatment modalities (theranostics, targeted therapy, and
Immunotherapy) offer new hope to patients with advanced
prostate cancer.

* Defining novel molecular targets and new biomarkers of response
will allow us to better personalize innovative treatments options
for patients with advanced prostate cancer.



