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Remarkable progress in the last decade .o

2015 Five new drugs and seven new regimens FDA approved for mHSPC

O -
Abiraterone + Docetaxel Newly diagnosed
[\-L‘\\ Darolutamide + Docetaxel mHSPC

ADT plus

Newly diagnosed

1) Abiraterone or
mHSPC i
2015 @ 2016 f§ 2017 § 2018 M 2019 § 2020 @ 2021 @ 2022 @ 2023 @ 2024 § 2025 2) Enzalutamide or
’ 3) Apalutamide or
4) Darolutamide or
ADT 5) Abiraterone plus
l Docetaxel or
. Enzalutamide S bl
Median OS Apalutamide Docetaxel
3-4 years l
. Median OS
How do we treat mHSPC in 20257 > 5 years
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All patients with mHSPC should get ADT plus
an ARPI T with a few exceptions)

Across studies all subgroups of patients benefit from addition of ARPI to ADT
Don’t discriminate by age!
Control ARPI Haz. ratio Control  ARPI Haz. ratio
n/N n/N (950/0 C|) n/N n/N (950/0 Cl)

872/1124 627/1092 0.47 (0.43,0.53) || 645/1124 480/1092

65to <75 | 11291502 805/1490 @ 0.50 (0.45,0.54) | 847/1502 658/1490 @ 0.65 (0.59, 0.72)

75+ 451/610 381/649 ‘ 0.63 (0.54, 0.72) 369/610  323/649

\ 0.77 (0.66, 0.90)

T = T | 1
0.50 . 2.00 0.50 _ 200
Favours ARPI Favours control Favours ARPI Favours control

(\ Partners for Advancing
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The biggest question in mMHSPC today - who benefits
from the addition of docetaxel to ADT + ARPI?

Meta-analysis of mHSPC trials suggests that high-volume disease* and
de novo metastatic disease* * predict benefit for docetaxel

Volume of disease Timing of metastases

Comparison Benefit ;| Harm Comparison Benefit | Harm

Triplet?vs APl doublet Triplet vs API doublet
Overall population —a— Overall population —a—

* High volume —I—— * Synchronous (de novo) —I——
Low volume B Metachronous (recurrent) . >
0 0.5 1.0 1.5 2.0 0 0.5 1.0 1.5 2.0
HR (95% CI) HR (95% ClI)

* High volume defined by the CHAARTED criteria as presence of visceral disease or > 4 bone lesions with > 1
outside the pelvis or vertebrae on conventional imaging (CT and bone scan)

** De novo (or synchronous) metastatic disease means metastatic disease is present at the time of prostate
cancer diagnosis
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The treatment-paradigm for mHSPC in July 2025

NCCN Guideline Recommendations

High volume Triplet therapy
— or

O De novo ADT + ARPI

High volume Triplet therapy
] or
Recurrent ADT + ARPI

Triplet therapy
Low volume or

(preferred)

Newly diagnosed Low volume

— ADT + ARPI
mHSPC Recurrent

2025 Debates and Didactics in Hemato|ogy and Onco|ogy NCCN Guidelines Version 2.2025: Prostate Cancer

Additional Considerations

Favor triplet therapy if:

* Able to tolerate chemotherapy
* Younger patients

* Liver metastases

e Lytic bone metastases
Symptomatic disease

Consider ADT alone if:

* Not able to tolerate ARPI (very
small minority)

 Competing risks with life
expectancy < 5 years
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How can we improve outcomes for men with
MHSPC?

1. Treatment intensification in poor responders
2. Treatment de-intensification in exceptional responders

3. Leveraging our understanding of tumor biology to develop more
effective therapies

4. Developing better clinical biomarkers to personalize therapeutic
decision-marking

Bio Ascend
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PSA response strongly associates with long-term
outcomes

OS by PSA response at 3 months in patients
treated with ADT +/- apalutamide (TITAN)

100 +—— e,
ey \ i —~

. “‘“ T Ao Can we use PSA response in patients
1 T treated with ADT plus ARPI to identify
s g those who will benefit from treatment
£ ot acniees intensification or de-intensification?

1 PSA < 0.2 ng/mi or PSA90

PSA > 0.2 and no PSA90

T T ]
0 6 12 18 24 30 36 42 48 54 60

Months from randomization
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Treatment intensification in patients with sub-
optimal PSA response to ADT plus ARPI

TRIPLE-SWITCH (SWOG/CCTG-PR26): A Randomized Phase lll Clinical Trial for the Addition of Docetaxel
to Androgen Receptor Pathway Inhibitors in Patients with mCSPC and Suboptimal PSA Response

I 4 N

Study Population | Continie Standatdlaf Care Primary Obje_ctlve

*mCSPC (any volume/risk) ADT + ARPI *QOverall Survival

*Received 6-12 months ADT s

*Received >4 months ARPI: - Secondary Objectives
Docetaxel 75mg/m? IV q3wk x6

abiraterone LA *PSA 50/90

*PSA <0.2, <0.02
*Clinical progression-
free survival

*ctDNA and archived

enzalutamide —
apalutamide

OR darolutamide
*PSA =5 prior to ADT

[ 1:1 Randomization* ]

Continue Standard of Care ;
*PSA >0.2 at enrolment ADT + ARPI tissue (exploratory)

*Docetaxel naive / eligible

\ 4 _ Y

*Stratification Factors: PSA 0.2-4 vs >4; ARPI class (CYP17 vs AR antagonist); Liver mets; Timing of mets; ADT 6-9 vs 9-12 mo
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Treatment de-intensification in patients with

excellent long-term PSA response to ADT plus ARPI

A-DREAM (Alliance A032101): A Phase 2 Trial of ADT Interruption in Patients Responding Exceptionally

to AR-Pathway Inhibitor in Metastatic Hormone-Sensitive Prostate Cancer

mHSPC on ADT + ARPI

PSA<0.2 (stable/falling)
after 18-24 mo ADT

(at least 12 mo ARPI)

N=75

Interrupt
ADT + ARPI

Re-initiation triggers:
PSA =5 ng/ml

Radiographic change (PCWG3)

PrCa-related sx

>

PSA/Tqg3 mo

Scans at least g6 mo (q3mo w/ rising PSA)

QOL g6 mo

2025 Debates and Didactics in Hematology and Oncology

Choudhury A et al, ASCO 2024

Primary Endpoint:

Treatment-free
(w/ eugonadal T)
at 18 months

Physician
Discretion

I

Exploratory Endpoints:

« rPFS, TTNT
* OS (CSS/NCSS)
« Cost

(c\? Partners for Advancing
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The current landscape of molecularly guided
therapies for mCRPC in 2025

Germline and somatic testing recommended for all patients with metastatic

prostate cancer
* Pembrolizumab approved for MMRd/MSI-high mCRPC (~3%)
e Several PARP inhibitor regimens approved for HRR-altered mCRPC (~20%)

ATM|ATR | BARD1 | BRCA1 | BRCA2 | BRIP1| CDK12 | CHEK1 | CHEK2 | FANCA | FANCL | MLH1 | MRE11A | NBN | PALB2 | RAD51B | RAD51C | RAD51D | RAD54L

Olaparib X X X X X X X X X X X X X X
Rucaparib X X

Olaparib +

Abiraterone X X

Niraparib +

Abiraterone i 2

UEEREZErln = |y | o X X X X X X X X | x X

Enzalutamide
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Unanswered questions for PARPI in metastatic
prostate cancer

 Which gene alterations predict benefit from PARP inhibitors?
BRCA1/2 >>> other HRR >>> non-HRR

 Does combining PARPi with an ARPI improve upon PARPi monotherapy?

We don’t know
TALENT trial is investigating PARPi +/- ARPl in mCRPC (NCT06844383)

* At what point in the disease course should we use a PARPI?
Currently first or second line mCRPC - what about mHSPC???
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What is the role of PARPi in HRR-altered
MHSPC?

Ongoing trials evaluating PARPi in mHSPC

AMPLITUDE

TALAPRO-3
Abiraterone + Abiraterone + Enzalutamide Enzalutamide ARP' + ARPI +
Placebo Niraparib + Placebo + Talazoparib Placebo Saruparib

EvoPAR-PRO1
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AMPLITUDE Trial: Niraparilb and Abiraterone for
MCSPC Patients with Alterations in HRR Genes

Key inclusion criteria:
* mCSPCa

« Alteration in 21 HRR eligible gene:
BRCA1, BRCA2, BRIP1, CDK12,

CHEK2, FANCA, PALB2, RAD51B,

RAD54L°
« ECOG PS 0-2
Key exclusion criteria:
* Any prior
* PARPI
* ARPI other than AAP

Prior allowed treatments in mCSPC:

* ADT <6 months

» Docetaxel <6 cycles®
* AAP <45 days

« Palliative RT

Nira (200 mg QD)
+
AAP (1000 mg QD + 5 mg QD)
+
ADT
(n=348)

Randomized
l 123
(N=696)

PBO
-

AAP (1000 mg QD + 5 mg QD)
+
ADT
(n=348)
Stratification factors:
* BRCA2 vs CDK12 vs all other alterations
» Prior docetaxel (yes vs no)
» Disease volume (high vs low)

Primary end point

+ rPFS by investigator review

Key secondary end points

» Time to symptomatic progression
« OS

+ Safety

Clinical data cutoff: January 7, 2025

3Patients with lymph node—only disease are not eligible. "HRR gene panel was fixed prior fo trial initiation based on MAGNITUDE trial and extemnal data from the published literature. ®Last dose <3 months prior to randomization.
ECOG PS, Eastern Cooperative Oncology Group performance status; Nira, niraparib; OS, overall survival, PBO, placebo; RT, radiotherapy, QD, once daily

2025 Debates and Didactics in Hematology and Oncology

Attard G et al, ASCO 2025
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Addition of niraparib to abiraterone improves
outcomes in HRR-altered mHSPC

rPFS (primary endpoint) Time to symptomatic progression rPFS subgroup analysis by gene

HRRmM (lTT) HRRmM (lTT) End Point Subgroup HR (95% ClI) Events/N

Nira + AAP PBO + AAP
rPFS BRCA1/2 0.52(0.37-0.72)
24/72 32/76

: , e 571191 93/196
Nira + AAP median: NE CHEK2  0.65(0.38-1.11) A
CDK12  1.01(0.43-2.39) e 13/28 10/28
iy FANCA  0.76 (0.20-2.82) N 415 5/15
PALB2  2.41(0.66-8.74) i S 6/9 413
o Other  0.72 (0.20-2.66) S 6/25 4/15
PBO + AAP median: NE Time to BRCA1/2 0.4 (0.29-0.68) —— 7 311191 66/196
symptomatic CHEK2 0.47 (0.21-1.05) _.ﬁ 9/72 18/76
progression CDK12  0.68 (0.28-1.62) g 9/28 12/28
FANCA 0.71(0.12427) . 2115 3115
PALB2  NE (NE-NE) ; 19 2113
. Other  1.18 (0.12-11.36) - 425 115
= 9 u = 9 g e
Hl? 0.63 (95% Cl, 0.49-0.80) HR = 0.50 (95% Cl, 0.36-0.69) BRCAT/Z 0.5 (0511.11) 241191 51119
p=0.0001 p<0.0001 CHEK2  0.85 (0.45-1.59) ; 18172 21776
= = s CDK12  0.57 (0.25-1.31) : 9/28 15/28
. ; : FANCA  0.92 (0.20-4.12) 3/15 4/15
No. at risk ¢
o g , » L SRR , AL PALB2 3.30 (0.52-21.21) 39 213
Nira + AAP 348 321 280 246 164 91 5 9 Nira + AAP 348 33 0 272 193 5 66 1 Other 0.79 (0.18-3.36) : 5/25 3/15
PBO + AAP 348 312 245 201 135 70 PBO + AAP 348 Favors Nira + AAP ~ ¢——— 01502505 1 2 4 8 16 2___3  Fayors PBO + AAP

Symptomatic
progression-free survival (%)

g
2
(-1 =
&= 3
B
e
85
i
g
(=%

In patients with HRR-altered mHSPC, the addition of niraparib to abiraterone Benefit of adding niraparib greatest in
improved rPFS by 37% and time to symptomatic progression by 50% patients with BRCA1/2 alterations
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The current state and future questions for PARP]
in MHSPC

« AMPLIITUDe showed that the addition of niraparib to abiraterone improves rPFS
and time to symptomatic progression in patients with HRR-altered mHSPC

e Lots of questions remain:

* Does the addition of PARPi improve 0S?
* Trend towards yes, but data is immature.

* Do patients with non-BRCA1/2 HRR alterations benefit?

Do we need to give it in the mHSPC setting for patients to receive benefit?
* Only 36% of patients received subsequent PARPi - without crossover we don’t know whether benefit is
specific to giving in mMHSPC setting or patients would derive similar benefit if given in the mCRPC
setting

« AMPLITUDE data will mature, and we’ll get readout on other PARPi mHSPC trials
In the next year
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AKT inhibition in PTEN-deficient metastatic
prostate cancer

Deleterious PTEN genomic IPATential150 evaluated the addition Ipatisertib (AKT

alterations are present in ~40% inhibitor) to abiraterone in PTEN-deficient mCRPC

of metastatic prostate tumors Subset with PTEN loss by IHC

PDGF 1007 .
& —— Placebo-abiraterone group
®Y ecr . .
s 8- —— |patasertib-abiraterone group
. ! 3 rPFS HR = 0.77 (0.61-0.98)
Phos- ) Ptdins (4,5) P2 Ptdins (3, 4, 5) P3 2 60
phorylation m— PDK1 o
12K - g
. —— ;
PTEN % 407
Ser47mr30(,3 20
Stratified HR for progression or death 0-77 (95% Cl 0-61-0-98);
v p=0034
Tumor cell 0 T T T T T T T T T T T
survival 0 3 6 9 12 15 18 21 24 27 30 33

Time since randomization (months)
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CAPltello-281 (NCT04493853) is studying the AKT
inhibitor Capivasertib in PTEN deficient mHSPC

Patient population
* De novo mHSPC
* PTEN loss status by
central testing (IHC)
* Upto3mADT +/-
abiraterone

Capivasertib + ADT + abiraterone

Placebo + ADT + abiraterone

* PSO-1

Press release from Nov 2024 that the addition of Capivasertib to ADT and
abiraterone in PTEN-deficient mHSPC “demonstrated statistically significant and
clinically meaningful improvement in rPFS.”
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Lutetium-PSMA is an FDA approved radioligand
therapy for PSMA-positive mCRPC

VISION trial (post-taxane) PSMAfore trial (pre-taxane)
100G 100 + — YLu-PSMA-617

- %4 % —— ARPI change
_§= 80 i 80
$g 70 £
% g" 60 177 u-PSMA-617+standard care .‘:-.{‘ ; 60 -
EE 50 < 9
58 40- g = 40 -
1
T &~ 207

° 0 é zlt é Zlé 1[0 1|2 1|4 1|6 1|8 2|0 2|2 0 T T T I I I I T T T T I T I 1

Months since Randomization 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
HR = 0.40 (0.29-0.57) HR = 0.49 (0.39-0.61)
FDA approved in 2021 FDA label expanded in March 2025

2025 Debates and Didactics in Hematology and Oncology Sartor O et al, NEJM 2021; Morris M et al, Lancet 2024 % B i catoancing Bio Ascend



PSMAddition (NCTO4720157) is studying

Lutetium-PSMA in PSMA PET-positive mHSPC

FU

Patient population

« Untreated or minimally treated®
mHSPC

» Appropriate SOC (ADT and ARPI)

+ PSMA-positive on
[(®Ga]Ga-PSMA-11 PET/CT

Stratification factors
* Disease volume
* Age
« Previous or planned treatment of
primary tumor

SOC +
77Lu-PSMA-617
QB6W x 6

Crossover
allowed upon
radiographic

progression?

radiographic

Safety FU (up to
30 days) £
long-term safety
FU (12 months)

+

Efficacy FU
(if end of
treatment was
any reason
other than
documented PD
by BIRC)

Safety FU
every 90 days

PD by BIRC

Press release from June 2025 that the addition of Lutetium-PSMA to SOC
treatment “demonstrates significant and clinically meaningful rPFS benefit

in patients with PSMA-positive mHSPC.”

2025 Debates and Didactics in Hematology and Oncology
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Evolution of the treatment paradigm for mHSPC
In the coming years

Triplet therapy
S | or

High volume

O De novo ADT + ARPI
High volume Triplet therapy
] or
Recurrent ADT + ARPI

Triplet therapy
Low volume or
(preferred)
Newly diagnosed ] |
: ow volume
MHSPC in 2025 SE—— ADT + ARPI
Recurrent
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Evolution of the treatment paradigm for mHSPC
In the coming years

Biomarker testing

O V G ':\ ‘
- IS
Germline genetic testing and

tumor genomic profiling

PTEN IHC
'?E.-f"

Newly diagnosed
mHSPC in 2027

PSMA PET scan

2025 Debates and Didactics in Hematology and Oncology

HRR alteration

PTEN loss on IHC

High SUV on PSMA PET

None of the above

ADT + ARPI
+ PARPI

ADT + ARPI
+ Capivasertib

ADT + ARPI
+ Lutetium-PSMA

ADT + ARPI
+/- Docetaxel

Bio Ascend



Evolution of the treatment paradigm for mHSPC
In the coming years

ADT + ARPI

O + PARPi

Treatment
intensification

PSA

ADT + ARPI

+ Capivasertib

ADT + ARPI <
%)
+ Pluvicto -
_ Treatment
Newly diagnosed break
MHSPC in 2027 ADT + ARPI f
Landmark
+/- Docetaxel .
analysis
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Lots of progress ... and lots of questions left to
solve

HRR Altered Group PSMA HRR PTEN
~20% 1 Positive Altered Deficient
2 Positive Altered Proficient
3 Positive WT Deficient
PSMA Positive PTEN Deficient 4 Positive WT Proficient
~90% ~40% 5 Negative Altered Deficient
6 Negative Altered Proficient
7 Negative WT Deficient
8 Negative WT Proficient
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Summary

 ADT + ARPIl is the standard of care for (almost) all patients with mHSPC with
some patients (high volume) benefiting from the addition of docetaxel

e Strategies to intensify or de-intensify treatment based on PSA response may
help optimize both long-term cancer outcomes and patient QOL

e Targeted treatments in molecular subgroups (HRR altered, PTEN deficient,
PSMA positive) are coming to mHSPC

* We're going to need better biomarkers to determine which treatment strategy to
choose for which patient to optimize outcomes in mHSPC
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