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PROTEUS

A Randomized, Double-Blind, Placebo-Controlled, Phase 3 Trial of Apalutamide plus ADT Versus Placebo plus ADT
Prior to Radical Prostatectomy in Patients with Localized or Locally Advanced High-Risk Prostate Cancer

Screening 6-month necadjuvant RP 6-month neocadjuvant Post treatment

treatment (Cycles 1-6) treatment (Cycles 7-12) * PSA levels monitored every
3 months for BCF

Patients : - i imagi
; APA (240 mg QD) + ADT"® RP with pLND APA (240 mg QD) + ADT" * Conventional imaging at BCF and
* Localized or locally advanced . e then every 6 months until distant

high-risk*/very high-risk PC metastasis on conventional

* Candidates for RP with pLND 1:1 PBO + ADT" imaging or death
ERmans » PSMA-PET imaging at 3 months
* Conventional imaging (CT or * P5A testing and radiological « Conventional imaging within * Adjuvant or salvage radiation post adjuvant treatment, at BCF,
MRI and bone scan) assessment for progression 4 weeks after RP therapy post RP is allowed and every 6 months until distant

at investigator's discretion metastasis on PSMA-PET or

« Cardiovascular and thrombotic » Cardiovascular and thrombotic risk ; : :
conventional imaging or death

risk assessment assessment prior to and after RP

* The primary endpoints are pCR rate and MFS.
* In addition to MFS based on conventional imaging, MFS based on PSMA PET or conventional imaging will be assessed as a separate endpoint
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ENZARAD

Phase 3 Study of Enzalutamide Added to ADT in High-Risk or node positive Localized or Locally

Advanced Prostate Cancer Prior to Radical Radiotherapy

Randomised

Pre-Progression Follow-up

11
Eligibility
Localised and N1 Enzalutamide for 24 mo + LHRHA Py -\ Py % o ™
prostate cancer + RTx == | )
High risk of recurrence
Suitable for EBRT
Follow up every
- =, End of hormone 16 weeks from
Assessments at therapy (vear2) end of ADT
baseline, weeks ana safety (years 384) and Follow up
4,12,16,20 and 24, dasessment every annually
months (30-42 days 6 months
Stratification 9,12,15,18,21,24 aﬂerd'a“ drug (vears 586), then
Gleason score (<7 vs 8-10| B < ose) annually
T1-T2ws T3-4
NOvs N1 Conventional NSAA for 6 [
PSA>20ng/mL months + LHRHA +RTx _ L — \ |
Study site | PO 4 — —
Brachytherapy *RTx 78Gy in 39Fx or 456Gy in 23Fx plus e ) , ,
Pelvic field brachytherapy weeks 1624 Translational research biospecimens

(Nodal RT optional for NO,mandatory for N1) :
progression

* Diagnostic FFPE tumour tissue
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NCT02446444

Fasting bloods at baseline, week 24, month 60 and first evidence of

(o)
ANZUP

Cancer Trials Group Limited

Specific Objectives (Endpoints)
Primary objective (endpoint):
QOwerall survival (death from any cause)
Secondary objectives (endpoints):
1) Cause specific survival (prostate cancer, and other causes)
2) PSA progression-free survival (Phoenix criteria)
3) Clinical progression free survival
4] Time to subseguent hormonal therapy (restarting ADT)
5)Time to castration-resistant disease (PCWG2 criteria)
6] Metastasis-free survival
7] Adverse events [CTCAE v4.03)
8) Health-related guality of life (EORTC QLOC-30 & PR-25,
EQ-5D-5L)
9] Health outcomes relative to costs (incremental cost
effectiveness ratio)
Tertiary and correlative objectives (endpaint) :
To identify biomarkers that are prognostic or predictive of
response to treatment, safety and resistance to study treatment

(association of biomarkers with clinical outcomes).
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ATLAS

Phase 3 Double-Blind, Placebo-Controlled Study of Apalutamide Added to ADT in High-Risk
Localized or Locally Advanced Prostate Cancer Prior to Radical Radiotherapy

Screening (<35 days) Treatment phase: 28-day cycles +2 days

Neoadjuvant to RT Concurrent with RT Adjuvant to RT
* HRLPC® (Cycles 1-2) (Cycles 3-4) (Cycles 5-30)
* ECOG P50/ APA RT with APA APA

+ CC1 53 (240 mg QD) (240 mg QD) - . . . S

* Candidates for primary RT _, + bicalutamide-PBO + bicalutamide-PBO [hiOGTIEl-?aD) i rr:;ng?;;etlip:tjgtoxrzas been

* No distant metastasis, + GnRHa + GnRHa .
history of bilateral 1:1 amended to include PET
orchiectomy, pelvic (N=1503) PBO RT with PBO PBO imaging (PSMA, fluciclovine, or
radiation, or seizure + bicalutamide + bicalutamide N erbiis choline)

+ GnRHa + GnRHa

Conventional imaging PSA and testosterone testing for BCF*
Conventional and PET imaging initiated at BCF¢

Long-term follow-up

* PSA and testosterone levels monitored every 3 months until distant metastasis by BICR
» Conventional imaging every 6 months until distant metastasis by BICR or death ‘
* PET imaging every 6 months until distant metastasis on PET or conventional imaging by BICR or death ‘ l GUARD

NCT02531516
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Cancer Trials Group Limited

All participants are also treated concurrently with an LHRHA for 96 weeks post randomization,
plus RT starting at week 8-24 post randomization.

Eligibility Endpoints
i i iti Primary
* Very high risk localized prostate cancer to be treated with definitive .
radiation, or Darolutamide 600 mg - Metastasis-free survival
twice daily plus ADT x 96 weeks Secondary

Very high risk features + PSA persistence/rise within 12 months
following radical prostatectomy (RP) to be treated with postRP
radiation

Overall survival
Prostate cancer-specific survival

] ) ) 1:1 - PSA-progression free survival
* Suitable for EBRT with or without brachytherapy - Time to subsequent hormonal therapy
* CT/MRI and bone scan negative for distant metastases - Time to castration-resistance
(allow pelvic LN) - Frequency and severity of adverse events
Statistical analysis ; P!achﬂ - Health-related quality of life
1100 participants: twice dﬂlw X 96 weeks - Fear of cancer recurrence
Exploratory

= 3 vyearsaccrual + at least 4 years of additional follow up (until 130 events recorded)
* B0% power to detect: 40% reduction in the hazard for metastasis or death
- assuming MFS rate at 5 years: 85% in the control group; 90.7% darolutamide Stratification
group, allowing for interim analysis and missing data 1

Incremental cost-effectiveness
Prognostic/predictive biomarkers

Previous radical prostatectomy [yes or no)
2. Planned docetaxel use (yes or no)
3. Clinical or pathological pelvic LN invelvement (yes or no)

* Early treatment with up to 6 cycles of docetaxel completed at least 4 weeks prior to RT is permitted.
*The primary endpoint is metastasis-free survival

#guardsymposium2025 ‘ G U A R D

3 @GuardConsortium %» CONSORTIUM

NCT04136353.



A randomized phase lll, factorial design, of neoadjuvant cabazitaxel prior to radical radiotherapy in
patients with localized prostate cancer and high-risk features of relapse ), in a 2 by 2 factorial trial.

Primary endpoint: clinical progression-free survival (composite PSA and radiological)
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NCT01952223

PEACE2

ADT + Prostate RT + Pelvic RT

ADT + Cabazitaxel x 4 cycles +
Prostate RT

Eligibility Critena:
-At least 2 of: Gleason 8-10, cT3-4,
PSA z 20 ng/mL
-N1 or NO allowed

-No distant metastases

ADT + Cabazitaxel x 4 cycles +
Prostate RT + Pelvic RT

Primary Endpoint: Progression-Free Survival

NCT01952223
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Randomised, open-label phase Il study of darolutamide and stereotactic dose escalated prostate radical )
radiotherapy in patients with localised prostate cancer and high-risk features using a factorial (2x2) design

At least 2 poor risk criteria:

* T3-4 disease

* Gleason score of 8 or greater
* PSA>40 ng/ml

Primary objective:
e MEFS

Secondary objectives:
e Biochemical PFS
 Time to local relapse

Simultaneous integrated
prostate boost 60/78 Gy

Type of
boost effect

SBRT hoost 2x10Gy

Darolutamide effect

N

No Darolutamide

Darolutamide

Arm A - CONTROL ARM

Prostate and Pelvic Radiotherapy
(simultaneous integrated boost)

ADT for 2 years

Arm B — EXPERIMENTAL ARM

Prostate and Pelvic Radiotherapy
(simultaneous integrated hoost)

ADT + Darolutamide for 2 years

Arm C - EXPERIMENTAL ARM

Pelvic Radiotherapy

+ SBRT boost 2x10Gy (Prostate) — before or
after WPRT

ADT for 2 years

Arm D — EXPERIMENTAL ARM
Pelvic Radiotherapy

+ SBRT boost 2x10Gy (Prostate) —
before or after WPRT

ADT + Darolutamide for 2 years

e Overall survival (0OS)
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THUNDER

Treatment of High-Risk Prostate Cancer Guided by Novel Diagnostic Radio- and Molecular

Tracers: A Two-part Phase 2/ 3 Trial prior to radical radiotherapy

Localized
high-risk PCa

FHASE 11
PSMA PET/CT
negative and
DECIPHER low/
intermediate

PSA 20 ng/ml
OR T-stege 3 or &

OR Gleeson score B-10
0R cN1

PSMA PET/ CT
DECIPHER

N=493

iratification fac

= Start of ADT within 4 weeks prior to

randomization: ye

sorno

» High-risk features: 1or »1

= PSMA disease status: NI, Ml or neg

/ N=133
\

FHASE 111

PSMA PET/CT

positive and/or
DECIPHER high
N=340

= Decipher score: unkown. low. intermediate or high

» Clinical trial site
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NCT06282588

1:1 Randomization

RT + Darolutamide

xd RT + Darolutamide + LHRHA

ad RT +Placebo + LHRHA
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Cancer Research
Antwerp

Primary objective:
* MFS by PET-PSMA

Secondary objectives:
* Biochemical PFS
* Overall survival (OS)




High-Risk
Biochemical
Recurrence



ARASTEP

Phase 3, randomized, double-blind, placebo-controlled study assessing darolutamide + ADT in patients with
high-risk biochemical recurrence of prostate cancer with PSMA-PET-Positive lesion.

Key inclusion criteria 24-month Endpoints
* High-risk BCR defined treatment period* Primary:
as: : * rPFS by PSMA PET/CT
- No metastasis on Darolutamide assessed by BICR
conventional imaging 600 mg PO twice E— Follow-up Secondary:
- PSADT <12 months R 1:1 cally + AUV progression Acti * MFS by conventional
- PSA 20.2 ng/mL after = : ok imaging by BICR
RP followed by ART (N=750) or end of follow-up « Time to CRPC
or SRT (or RP alone in Placebo treatment * Time to initiation of first
patients unfit for ART PO twice daily + Long-term subsequent systemic
or SRT) OR ADT follow-up! antineoplastic therapy
-PSA 22 Engle after * Time to locoregional
B g:m;:;r:m P;T';{;T ! Progression confirmed by : gll'?%rg_?_sion by PSMA
- - ‘ ==y e | | Bz == ] - -— aEEn a3 -— ] p==g =T
positive lesions Stratification factors PSMA PET/CT at any time e Time to first SSE
* >1 PSMA PET/CT * PSADT<6 months ¢ 0S
positive lesions vs 26 to <12 months * PSA <0.2 ng/mL
* Prior RP vs RT at 12 months
* Distant metastasis * Time to deterioration in
(+ locoregional lesions) vs FACT-P total score

#: locoregional lesions only » Safety
X

NCT05794906



PRIMORDIUM

A Randomized, Phase 3 trial of Adding Apalutamide to salvage Radiotherapy in High-Risk biochemical recurrence
with PSMA-PET-Positive Hormone-Sensitive Prostate Cancer

Interventional Cohort (n~412)

Treatment Phase: 6 months Post-treatment Phase Post-PSMA-PET

i (until PSMA-PET progression) : Progression Phase Primary study endpoint:
RT: whole pelvic salvage radiotherapy + SBRT Assessments Assessments rPFS by PET-PSMA
LHRHa: 2x3-monthly or 1x6-monthly depot PSA, testosterone, i Bone scan, CT/MRI,
Apalutamide: 240 mg/day orally g patient-reported outcomes patient-reported .
; : i Secondary endpoints:
P RT+LHRHa | PSMA-PET = 0OS
PSMA-PET - Unblinded at baseline; .
Positive - BICR at6, 12, andq12 months | = Patient-reported outcomes
| "'l'-“"':;."' (until PSA 20.2 ng/mL, = PSA progression
Apalutam f then immediately and g6 months)

= Safety

Observational Cohort (n~200) =  MFS by conventional imaging

Data Collection

: Recruitment closes when . : :
' Natural history, management, imaging, treatments, and outcomes

: interventional cohort is
fully enrolled

* Patients with 21 locoregional lesion on PSMA-PET and high-risk biochemical recurrence (defined as either PSA
doubling time <12 months or pathologic Gleason score >8) after radical prostatectomy.

#guardsymposium2025 ‘ G U A R D
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ASPIRE

TSG (tumor suppressor gene) altered will be defined
as any copy number loss or deleterious mutation in
one or more of the TSG (TP33, PTEN and RB1) on
tissue testing from any CLIA based assay.

Alliance
for Clinical Trials.
in Oncology

==ECOG-ACRIN

cancer research group

Stratification
« TSG alteration0vs 1vs 2+
* Volume of disease

Primary Endpoint
«  Qverall survival

Secondary Endpoints

« PFS

«  Time to castration-resistant prostate cancer

*  PSAresponse at 6 months and relation to
rPFS and OS

«  Safety and tolerability

Exploratory Endpoints
* Prognostic and predictive

capability of Artera Al score

* Prognostic capability of
Decipher score
» PSMA PET scan

#guardsymposium2025
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Meets following criteria
Inclusion criteria

Castration sensitive > Local prior
treatment allowed

ECOGPSOorl1

Distant metastatic disease by < 3
lesions based on CT and Bone Scan
and < 5 lesions based on Coline or
PSMA PET/TC

Stratification factors:
* Prior local treatment

+ New Imaging technique (Coline vs
PSMA PET/TC)

Exclusion criteria

Metastases in previously irradiated
areas

Prior docetaxel or second
generation hormonal treatments
Tumor stage T4

'@Gual"ddonsor'tium

NCT05209243

N = 266

Randomization 1:1

STANDARD OF CARE + SBRT (all
metastatic lesions)

ADT+ RT to the primary tumor
(previously not treated) + Second
generation hormonal treatment

STANDARD OF CARE

ADT+ RT to the primary tumor
(previously not treated) + Second
generation hormonal treatment

(ADT+ Abi/Apa/Enza/Daro)

)

g IRAD

.

ENDPOINTS

Primary endpoint:
« rPFS

Key Secondary endpoints:
Overall survival
Time to cytotoxic chemotherapy
Time to PSA progression
Time to pain progression
Time to castration resistance
Time to skeletal-related event

Quality of life and safety profile

Exploratory endpoints:

Biomarkers assessment

Local control

Second progression free survival
(PFS2)

Time to symptomatic progression

Pls: Conde-Moreno, Lopez-Campos, Gomez-lturriaga.



LIBERTAS
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NCT05884398

FIGURE 1: LIBERTAS study design

Newly diagnosed mHSPC (N=333)

+ Detection of metastasis by
conventional imaging and/or NGI

* ECOG PS 0/1 (up to 2/3)

1

APA 240 mg/d + ADT

Stratification:
* Tumorvolume
* Prior treatment for LPC

Assign based on
PSAD.2 response®

Initial treatment 6 months*®

< >

Arm A:
APA + Intermittent ADT'

PSA undetectable
<0.2 ng/mL%¢

Arm B:
APA + Continuous ADT

PSA detectable

Continue standard
20.2 ng/mL :

of care off study

Main treatment + follow-up =24 months
after last participant randomized

JParticipants receive APA 240 mg/d + ADT during the initial 6-month treatment phase.

“The choice of the GnRHa (agonist or antagonist) will be at the discretion of the investigator.

‘PSAD.2 response refers to whether PSA is <0.2 or 20.2 ng/mL.

dParticipants with confirmed PSA <0.2 ng/mL at the end of the initial 6-month treatment phase enter the main treatment
phase and are randomized 1:1 to APA (240 mg/d) + intermittent ADT or APA + continuous ADT.

*Participants with PSA <0.2 ng/mL undergeing gender-affirming care will be evaluated as a separate cohort. These participants
will not be randomized for the main treatment phase and will be treated similarly to Arm A participants.

'ADT can be restarted in the APA + intermittent ADT group for participants with new or worsening cancer symptoms, PSA increase
to >10 ng/mL (or return to baseline level when PSA was <10 ng/mL before start of ADT), or PSA doubling time <6 months.
sConventional imaging (CT/MRI and **"Tc bone scans) will be used for the assessment of the primary and secondary end points.
"Findings from digital health tools measure sleep, activity and neurocognitive function, and PROs, including physical and

mental wellbeing.




Progression (defined as investigator
decision to start next OS prolonging drug)

mHNPC
months of MAB (induction g
phase) @
Stratification B
- Gnllhtﬁl’ E Death
« MAB vs MAB + docetaxel ‘g

vs MAB + prostate BT m
« PSA>0.1vs <0.1ng/mL iy —~ — — — s (MAB —
* Age=T0vs > 70 yrs
= = Qvys = 9 months of MAB Ehdpﬂlntsr . e

i i H v eat nt reinitiated at investiostor discratio o-Brmary (hierarchica
during induction phase » ;r::u[:::”l;;:trlhrt;i tﬂrlﬁz E;Zt,?l;iur discretiop 1 F'ropor?iotn of patients who did not restart iMAB treatment
- at one year

mHNFC: metastatic hormoene naive prostate cancer patients 25&;3:2'?" surdval

MAB: Maximum andregen blockade = LHRH agonist/antagonist + androgen recepior pathway inhibitar 1. QoL (QLQ-C30; IL249)

cMAB / iMAB: confinuous MARB / intermittent MAB 2. Time spent on treatment

3. Time to next systemic prostate cancer therapy

4. Toxicity with CTCAE w3

NCT05974774

Canadian Cancer
Trials Group

A national program of the Canadian Cancer Society

TRIPLE SWITCH
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ESEORTC

EORTC DE-ESCALATE

O
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O
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KEY ELIGIBILITY

mMCSPC (any volume/risk)
Androgen Deprivation 6-12 months

AR Pathway Inhibitor* >/= 4 months
(any of Abiraterone acetate, Enzalutamide,
Apalutamide, or Darolutamide)

PSA > 0.2 at enrolment

Docetaxel naive / eligible

No evidence of progression by PSA,
radiographic, or clinical since ADT

mCSPC
ADT 6-12 mo

ARPI* 24 mo
PSA>0.2

o
ctDNA
at registration

Ll
™
=
O
|
p
<
o

(0]

@]
@]

PRIMARY ENDPOINT:

Overall Survival

SECONDARY ENDPOINTS:

Time to CRPC, PSA 50/90/<0.2/<0.02
ctDNA

STRATIFICATION:

o PSA0.2-4vs >4

o ARPlclass

o Liver metastases

o De novo vs Recurrent

11

Arm A: Docetaxel
75mg/m2 IV q3wk x6
+ ADT + ARPI

“ap

¥

<y

CctDNA C2, post C6, PD|

Arm B: Standard
ADT + ARPI

SAMPLE SIZE:

e}

n=830, target HR 0.75

NCT06592924



MRC

Clinical
Trials Unit
Trlal SChema M1 hormone-sensitive prostate cancer
confirmed on CT/MRI and bone scan
; 1’ }
SABR-eligible — Biomarker SABR-ineligible
testing
~10% +
Radiaftior_\ Rand
randomisation [
Arm A Am S Arm A Arm P
SOC SOC + SABR SOC SOC + PSMA-Lu

Biomarker
randomisation

' '

Arm A Arm N
#guardsymposi sOC SOC + AAP/Niraparib % GUARD
@GuardCons h

NCT06320067



TALAPRO-3

Stratification Factors

* De novo mCSPCvs
relapsed mCSPC

* High volume disease vs
low volume disease

* High volume disease is
defined as the presence

of visceral metastases
or 24 bone lesions
with 21 beyond the
vertebral bodies

* BRCA vs non-BRCA
mutational status

#guardsymposium2025
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NCT04821622

MN=550
1:1 Randomization

>

Study Intervention

Talazoparib 0.5 mg/day
(0.35 mg/day [PO]
if moderate renal
impairment)
in combination with
open-label enzalutamide
160 mg/day (PO)

Placebo (PO) in
combination with
open-label enzalutamide
160 mg/day (PO)

Remain on
Blinded
Treatment

—




EVvoPAR-Prostate01

All comer trial (stratifying for HRRm and non-HRRm): EVOPAR-Prostate01
Double blind, placebo controlled, Ph3 study of AZD5305 (Saruparib) in combination
with physician's choice ARPI in mCSPC patients with and without HRRm

Eligibility criteria CINAAGS o nigh NHA Select endpoints

= Aged =18 years HRRm cohort Non-HRRm cohort

 Histologically confirmed mCSPC (de novo or Placebo plus + rPFS + rPFES
recurrent low- or high-volume disease) physician’s choice NHA . O . O
* ECOG PS 0-1 No crossover
Saruparib 60 mg plus
physician’s choice NHA Statistical analyses

- Prospectively defined HRRm status* between cohorts
rPFS and OS will be tested for each cohort

« Must be receiving ADT throughout the study or have
undergone bilateral orchiectomy, and must be

* No prior treatment with PARP inhibitors, CT, or Placebo plus separately using a stratified log-rank test
NHAs in the metastatic setting’ ~1250 patients physician’s choice NHA

suitable for treatment with NHAs

* No suspected or prior history of myelodysplastic
syndrome/acute myeloid leukemia Treatment will continue until disease progression, unacceptable
toxicity, or participant-initiated withdrawal

#guardsymposium2025 ‘ GUARD
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CAPltello-281

A phase 3 study of capivasertib and abiraterone versus placebo and abiraterone in patients with PTEN deficient mHSPC

Key Eligibility
— Men aged > 18 years with Hficacy end points
confirmed de novo mCSPC Primary:
(adenocarcinoma) . Capivasertib 400 mg B given] — IPFES per PCWG 3
— Metastatic disease documented b an an intermittent waekly dnin Secondary:

AstraZeneca Websites & Global site

i AstraZeneca

Trugap combination in PTEN-deficient metastatic hormone-

and clinically meaningful improvement in radiographic
progression-free survival in CAPItello-281 Phase III trial

PUBLISHED
el 25 Novemnber 2024
COMpression

Abiraterone Acetate IUUL mg
B

— [Dverall Pain Severity and Pain Interference

— Fatigue intensity, severity and interference
domains

-history of interstitial lung disease or
cardiac disease or M

-Inadequate bone marrow reserve

» GUARD

W CONSORTIUM
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PSMAddition

Prospective Open-label, Randomized, Phase Il Study Comparing 177Lu-PSMA-617 in Combination With SoC, Versus
SoC Alone, in Adult Male Patients With PET-PSMA positive mHSPC

(""7Lu)Lutetium vipivotide
tetraxetan IV 7.4 GBq (200

Patient population Lt Key secondary endpoint:

« OS5

hormone-sensitive prostate cancer )2

At interim analyvsis, PSMAddition trial met its primary endpoint showing statistically significant and clinically meaningful benefit for Pluvicto™ plus hormone therapy
Strati versus hormone therapy alone, with positive trend in overall survival r’-f:'S,JF

« Disease volume (low vs high per CHAARTED definitions) « HRQol {éPI~SF, FACT-P, EQ-5D-5L)
« Age (2 70 years vs < 70 years)
* Pror or planned treatment to primary tumor (yes vs no)

*SoC= ADT + ARPi

#guardsymposium2025 ‘ G U A R D
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M EV P RO -3 Mevrometostat proposed MOA

Mevrometostat Tumor cell nucleus

Randomized, open-label, phase lll trial of mevrometostat in mHSPC patients.

n chromatin
O e Tumor suppressor

l gene transcription
[ Mevrometostat
binds and inhibits # Tumor cell inhibition
EZH24
B EzH2 inhibition decreases
cancer cell proliferation*

R
Enzalulamide Reduced
Key inclusion/exclusion criteria: A Arm A J Mevorsiosiat+ AR \—( )lARsignaling
- mCSPC documented h_';-" bone N Mevrometostat 875 mg BID restore genes to sensitize HERC stk
scan (bone disease) or D - it .
metastatic lesions on CT/MRI 0 Enzalutamide 160 mg QD
(soft tissue) M
* No prior EZH2i
: | 1:1
* No prior docetaxel )
*  Prior treatment allowed with Stratification factors: L Frim:;y Eng‘:"::t
up to 3 months of ADT and 1 » Disease volume (low vs high) A Arm B tPFS by BIC
course of palliative surgery or * De-novo vs relapsed T Placebo Secondary Endpoints
radiation to treat symptoms of 1 + +  OS (alpha-protected)
metastastic disease 0 Enzalutamide 160 mg QD * ORR
N = DOR
* PSA response 50%
* Time to PSA progression
= Time to initiation of antineoplastic therapy
* Time to first symptomatic skeletal event
*  Time to CRPC
#guardsymposium2025 * PROs
 @GuardConsortium *  Safety, PK, and ctDNA

EU CT Number: 2024-519369-24-00
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MEVPRO-2

MEVPRO-1

#guardsymposium2025
> @GuardConsortium

Randomized, open-label, phase Il trial in mCRPC patients who are ARPI naive.

Treatment phase Safety follow-up

Safety follow-up

S through
Treatment continues = 28-35 days after
[ N=800 | until radiographic 5] discontinuation of
progression or == treatment and :
unacceptable toxicity Rell Defore initiation of a
F::ﬂ“gﬁ;ﬁ:gle E new anticancer
(160 mg QD) medication

Primary endpoint; rPFS

M

Long-term follow-up

Evaluation of OS,
secondary and
exploratory endpoints

NCT06629779

Randomized, open-label, phase Il trial in mCRPC patients who were previously

treated with abiraterone for >12 weeks.

Treatment phase Safety follow-up

Treatment continues
until radiographic
progression or
unacceptable toxicity

Safety follow-up
through 28 days
after
discontinuation of
treatment and
before initiation of a
new anticancer

S : For patients who
Ph{'fsr:gﬁ; sﬁﬁhﬂﬁﬂce receive docetaxel,
P ) treatment is given up

]
c
)
=
-
m
D
=
(-
[=]
=
=
IT]

« docetaxel : mica
(75 mg/m? every toa 1’8%’;2;‘:;” of medication
21 days) or

« gnzalutamide
(160mg QD) Primary endpoint: rPFS

Long-term follow-up

Evaluation of secondary
and
exploratory endpoints

NCT06551324



924
>
ﬂvA

Irreversible
ROC1 AR degradation
g Proteasome

Primary endpoint

rPFS by BICR using RECIST 1.1 (soft

No prior chemotherapy for mCRPC 400 or 300 mg BID Q28D tissue) and PCWG3 (bone) criteria.
setting (docetaxel permitted for

mCSPC if >12 months since

RECHARGE

A phase 3 trial of the androgen receptor ligand-directed AR inhibition
degrader (PROTAC), BMS-986365, versus investigator’s
choice in patients with mCRPC (CA071-1000).

CRLA4CREN E3 ligase

Key inclusion criteria

Progressive mCRPC

No more than 1 previous ARPI BMS-986365

. N ] ) _ Main secondary endpoints
completion). R Stratified by prior type of ARPI and investigator’s 0S
ECOG PS of 0-1 choice (2nd ARPI vs docetaxel).
. _ _ Safety
Asymptomatic or mildly symptomatic Investigator’s choice: Overall response rate
from prostate cancer No liver .
metastases Enzalutamide 160 mg or PSA response rates (PSA30 and PSA50)
abiraterone 1000 mg or ePROs
N=960

docetaxel 75 mg/m2

#guardsymposium2025 l GUARD

3 @GuardConsortium 4 CONSORTIUM

NCT06764485



IDeate-Prostate01

Phase 3, Open-label Study of Ifinatamab Deruxtecan
Versus Docetaxel in Participants With mCRPC

Humanized anti-B7-H3 Deruxtecan®’
IgG1 mAb I
[ \
o] Hw © H © H o]
N/VV\WN\)LN/‘YN)_)‘\NWNVO\)LNH o]
o H g Wy H g i uH N 3
H ° - . I
ﬁ" \ 0
H,C N HO “—CH,
Cleavable tetrapeptide-based linker F
Topoisomerase | inhibitor payload
(DXd)

Key inclusion criteria
Progressive mCRPC

Prior treatment with 1 or 2 ARPI and
progressed during or after at least

Ifinatamab deruxtecan

Primary endpoint
12mg/kg IV g3W oS

Until progression (PES

8 weeks of treatment

No prior chemotherapy for mCRPC
setting

ECOG PS of 0-1

Main secondary endpoints
Safety
Overall response rate
PSA response rates (PSA30 and PSA50)

4.[

Docetaxel 75 mg/m2

x10 cycles ]

#guardsymposium2025
> @GuardConsortium

NCT06925737



OMAHA-004

PostARSI

OMAHA-003

PostARSI and taxane for mCRPC

#guardsymposium2025
{ @GuardConsortium

Key Eligibility Criteria
« mCRPC unselected for
AR-LBD mutations

* PD during ADT <6 months
before screening

« PD during or after 1 NHA for

HSPC (hnmHSPC or mHSPC)

or nmCRPC for =28 weeks

(214 weeks with bone
progression)

* Prior NHA + docetaxel for
HSPC permitted®

+ECOGPSOor1

* Adequate organ function

Stratification
» Metastasis (bone only vs liver vs other)

« AR-LBD mutation status® (positive vs negative)

* Prior docetaxel for HSPC (yes vs no)

Key Eligibility Criteria
= mMCRPC unselected for
AR-LBD mutations

+ PD during ADT =6 months
before screening

+ PD during or after 1 NHA for
nmHSPC, nmCRPC, mHSPC,
or mMCRPC fo weeks
(=14 weeks
progre )

+ PD during or after 1 or 2
taxane-nased chemaotherapies
for mCRPC*

+ECOGPS0or1

+ Adeguate organ function

Stratification

- Measurable disease (yes vs no)

* AR-LBD mutation status® (positive vs negative)
* Prior cabazitaxel use (yes vs no)

Arm 1
Opevesostat 5 mg PO BID +
dexamethasone 1.5 mg and
fludrocortisone 0.1 mg PO QD¢

Arm 2 (NHA switch)!
Abiraterone acetate 1000 mg PO
QD + prednisone 5 mg PO BID
(0]

Enzalutamide 160 mg PO QD

PO BID +
imethasone 1.5 mg and
fludrocortisone 0.1 mg PO QD"

Treatment will continue
until radiographic PD
(verified per PCWG3-modified
RECIST v1.1 by BICR),
unacceptable toxicity, or
withdrawal of consent

Posttreatment follow-up
= Adrenal recovery

= Safety

» Efficacy

» Survival

NCT06136650

Treatment will continue
until radiographic PD
(verified per PCWG3-modified
RECIST v1.1 by BICR),
unacceptable toxicity, or
withdrawal of consent

Posttreatment follow-up
= Adrenal recovery

« Safety

« Efficacy

= Survival A R D

»yORTIUM

NCT06136624



Open-Label, Randomized Phase 3 Trial Comparing the Safety and Efficacy of 177Lu-PSMA-I&T Versus Hormone Therapy
in Patients With Metastatic Castration-Resistant Prostate Cancer

Key inclusion criteria |
Urology Times'

Progressive mCRPC
ECOG PS of O to 1.

PSMA-pOSItlve dlsease d ® Lu-PSMA-I&T significantly extended rPFS in PSMA-positive mCRPC patients compared to hormone therapy in the | secondary endpoints
PSMA PET/CT scan ECLIPSE trial.

Prior treatments W|th 1. e The trial enrolled over 400 patients globally, with primary and secondary endpoints including rPFS, overall survival,
and quality-of-life measures.

No prior taxane chemotl yonse rate
CRPC, or prior 177Lu- The phase 3 ECLIPSE trial (NCT05204927) has met its primary end point, showing that 771 y-PSMA-I&T (lutetium

('77Lu) zadavotide guraxetan) significantly extended the median radiographic progression-free survival (rPFS) vs se rates
targeted therapy, no

| ECLIPSE trial: 177Lu-PSMA-I&T extends rPFS vs hormone therapy in mCRPC Primary endpoint

Key Takeaways

hormone therapy in patients with prostate-specific membrane antigen (PSMA)-positive metastatic-castration resistant

223 prostate cancer (mCRPC), Curium announced in a news release.’
N=400 | - %
#guardsymposium2025 .‘ G U A R D
@GuardConsortium U@ CONSORTIUM

NCT05204927



Phase Ill, Open-label, Randomized Study of AAA817 (225Ac-PSMA-617) plus ARPI vs Standard of Care in PSMA Positive
Metastatic Castration-resistant Prostate Cancer NOT previously treated with 177Lu-PSMA Targeted Therapy

Key inclusion criteria
Progressive mCRPC
ECOG PS of 0 to 2.

PSMA-positive disease as assessed
by PSMA PET/CT scan

Prior treatments with only 1 ARPI
(and must be the last ttm).

No prior taxane chemotherapy for
CRPC, or prior 177Lu-PSMA
targeted therapy.

AAA817 10 Mbq

Every 8 weeks

AAA817 10 Mbq +

Enzalutamide 160 mg or
abiraterone 1000 mg

#guardsymposium2025
@GuardConsortium

NCT06855277

Investigator’s choice:

Enzalutamide 160 mg or
abiraterone 1000 mg or
docetaxel 75 mg/m2

Primary endpoint

rPFS

Main secondary endpoints
OS
rPFS by PET-PSMA
Safety
Overall response rate
PSA response rates




A Phase II/lll, Open-label, Randomized Study of AAA817 (225Ac-PSMA-617) vs Standard of Care in PSMA Positive
Metastatic Castration-resistant Prostate Cancer Who Progressed on or After 177Lu-PSMA Targeted Therapy

Key inclusion criteria
Progressive mCRPC
ECOG PS of 0 to 2.

PSMA-positive disease as assessed by AAA817

PSMA PET/CT scan Every 8 weeks Primary endpoint

rPFS

Prior treatments with an ARPI, taxane
Main secondary endpoints

chemotherapy, and progressed on
or after 177Lu-PSMA targeted R 0S
therapy. Safety

> 1 metastatic lesion that is present on Overall response rate
screening/baseline CT, MRI, or bone Investigator’s choice PSA response rates
scan imaging obtained < 28 days Standard of care

prior to randomization

#guardsymposium2025 ‘ G U A R D

@GuardConsortium @ CONSORTIUM

NCT06780670



DORA

An open-label, randomized phase 3 study of docetaxel versus docetaxel in combination with radium-223 in

patients with mCRPC

Key inclusion criteria
Patients with progressive mCRPC
Prior ARPI therapy
No prior chemotherapy for mCRPC
>2 bone lesions

No visceral metastases with 23 lung
and/or liver metastases or individual
lesions 22 cm

N=738

Docetaxel
(60 mg/m? g3w, 10 cycles)
+
Radium-223
(55 kBg/kg qbw x 6 injections)

#guardsymposium2025
{ @GuardConsortium

NCT03574571

Docetaxel
(75 mg/m? g3w, 10 cycles)

Primary endpoint
OS
Main secondary endpoints
rPFS
SSE-FS
Time to total ALP progression

On-treatment alterations in quality of
life as assessed by FACT-P, BPI, and
BFI measures




CAPltello-280

Phase 3 study of capivasertib and docetaxel versus placebo and docetaxel in PTEN-UNSELECTED patients with mCRPC

AstraZeneca

= Patients
>1 bone
lesion

= Previous
months PUELISHED

= No prior 29 April 2025
= ECOG PS u-1
Actual enrolment=1035

#guardsymposium2025
> @GuardConsortium

NCT05348577

AstraZeneca Websites & Global site

' Update on CAPItello-280 Phase III trial of Trugap in metastatic

castration-resistant prostate cancer

AstraZeneca is discontinuing the CAPItello-280 Phase 11l trial evaluating the efficacy and safety of Trugap (capivasertib) in
combination with docetaxel and androgen-deprivation therapy (ADT) compared to docetaxel and ADT with placebo in patients

with metastatic castration-resistant prostate cancer (MCRPC).

points

This decision is based on the recommendation of the Independent Data Monitoring Committee (IDMC) following their review

of data from a pre-specified interim analysis, which concluded that the Trugap combinationgUEERIHILGE VRGN SR S TE]
primary endpoints of radiographic progression-free survival (TPFS) and overall survival (OS) RGNl 1] g=10 (Rl o)]

trial completion. The safety profile for Trugap was consistent with previous trials.

Docetaxel
(75 mg/m? for 6-10 cycles)

= Safety and tolerability



RADIANT Trial

Phase 3/4, randomized, open-label, multicenter efficacy and safety study of radium-223 vs ARPi in patients with bone-
dominant mCRPC progressing on/after 1 line of ARPi

Key inclusion criteria / \ . .
. . 2nd switch ARPi Primary endpoint
Patients progressing on/after 05S
abiraterone or enzalutamide for (abiraterone or enzalutamide, Mai p dboi
metastatic PC (mHSPC or mCRPC) depending on prior ARPi) ain secondary endpoints
One line of chemotherapy mandatory \_ J PES

Time to pain progression
R Stratified by ALP, prior chemotherapy, Time to first SSE
>2 bone metastases prior ARPi

unless ineligible or unwilling

AEs
Symptomatic based on BPI-SF Incidence of fractures
No visceral disease Radium-223 Time to deterioration of FACT-P total
LN <3 cm at 55 kBqg/kg x 6 cycles score
N=696
#guardsymposium2025 q G U A R D

% @GuardConsortium 4 CONSORTIUM

NCT04597125



Phase 3 study of ””Lu-DOTA-rosopatamab (PSMA-targeted radio-
ADC) and enzalutamide, abiraterone or docetaxel in patients with

mMCRPC

Key inclusion criteria

Progressive mCRPC
Prior ARPI for 212 weeks
Prior line of taxane therapy or ineligible

PSMA positive lesion

Adequate organ function
ECOG PS 0-2
Estimated enrolment=392

#guardsymposium2025
@GuardConsortium

NCT04876651

‘4

Rasopatamab

1:1

177Lu-DOTA-rosopatamab
(320 mg orally BID?)
+
Enzalutamide
or abiraterone
or docetaxel

antibochy
DOTA chelating
agent with 177Lu

Enzalutamide
or abiraterone
or docetaxel

Primary endpoint

rPFS

Main secondary endpoints
= OS
Tumour ORR
Time to first SSE
= PES
Safety and tolerability

“® GUARD

@ CONSORTIUM




Figure 1: Xaluritamig (AMG 509): XmAb® 2+1

XA L U te T-cell engager designed to facilitate T-cell-
mediated lysis of STEAP1-expressing cells™-3

Xaluritamig

Phase 3 study of xaluritamig (anti-STEAP1 T-cell engager) vs investigator’s
choice of cabazitaxel or second ARPi in post-taxane metastatic castration- | | '
resistant prostate cancer (mCRPC). i S : .

Apoptosis
Cancer cell .
-

cD3 Redirected lysis

Xaluritamig
Key inclusion criteria 1.5 mg Q2W Primary endpoint
= Progressive mCRPC = OS
= Prior ARPI R Stratigc?\;i':nhby LDH :f\;\]elsf liver metastases (Y_/l:), Main secondary endpoints
= Prior line of taxane therapy 1 | PR grir:;’iysflvi/tcz;_'ntent'on e I
= Adequate organ function = ORR

= ECOG PS 0-1
Estimated enrolment=675

Enzalutamide 160 mg Safety and tolerability
or abiraterone 1000 mg

or cabazitaxel 25 mg/m2

#guardsymposium2025 l G U A R D

¢ @GuardConsortium » CONSORTIUM

NCT06691984
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