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Previous treatment exposure defines the 1L mCRPC
treatment landscape

Figure modified of Scher et al, J Clin Oncol 20



Why previous exposure matters?

Sequential AR pathway inhibition

Post-docetaxel,
N 73 75 CARD 0OSt-ARS| Change ARSI rPFS 3,7m
Post-ARSI, T -
PSA response 36% 4% PSMAfore | PANE | Change ARSI (PFS 5,6 m
naive, PSMA+
PSA-PFS 3,5m 1,7 m PROFOUND Post-ARSI Alternate ARSI rPFS 3.5m
ARPI = ARPI is a suboptimal strategy
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Khalaf D, Lancet Oncol 2019; de Wit, N Engl J Med, 2019; Morris MJ, Lancet 2024; de Bono, N Engl J Med, 2020



Scenario 1: ADT alone / no prior ARPI

ARPI-naive mCRPC: the “classical” evidence still matters

Overall survival

Experim Control
TAX-327
Docetaxel vs 19,2 m 16,3 m
Mitoxantrona
COU-302
Abiraterone/P vs 34,7 m 30,3 m
Placebo/P
PREVAIL
Enzalutamide vs Placebo 9 I i

HR (IC 95%)

0,79 (0,67-0,93)

0,81 (0,70-0,93)

0,77 (0,67-0,88)

#guardsymposium2026
>{ @GuardConsortium

Several effective 1L options remain in ARPI-naive

MCRPC

Tannock iA, NEJM 2004; Rya CJ, NEJM 2013; Beer TM, NEJM .



What has changed in ARPI-naive mCRPC?

Molecular testing is now part of 1L treatment planning

Alterations detected in tumoral tissue

Co-occurring genes
Low-prevalence genes
PPP2R2A only
CHEK2 only
All
CDK12 only
28% < o, ‘ (N=729) 26.1
ATM only %
v
% BRCAT only \ ““‘ BECA
BRCA2 only \ quus® » (n=96)
—— 1L mCRPC .
L]
. "% HRR non-BRCA
No HRR alteration detected Yoo, (n=127)
A
non-BRCA
(m633) 28.1
0 10 20 30 40 50 60

Germline alterations

Months since randomisation

urPFS ®mPFS2 nOS

q q a BRCA alterations are associated with poor prognosis

Overall population Localized PCa Localized PCa Metastastic PCa
Low-Risk High-Risk

3%

BRCA alterations provides both prognostic and

#quardsymposium2026 predictive information ‘ GUARD
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De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020; Pritchard CC, N Engl J Med 2016; Nicolosi P, JAMA Oncol 2019; L



Scenario 2: prior docetaxel, no prior ARPI

Prior docetaxel - several life-prolonging options remain effective

Overall survival

Experim Control HR (IC 95%)

TROPIC

Cabazitaxel vs 15,1 m 12,7 m 0,70 (0,59-0,83)

Mitoxantrona

COU-301

Abiraterone/P vs 15,8 m 11,2 m 0,74 (0,64-0,86)

Placebo/P

AFFIRM

Enzalutamide vs Placebo [ L5811 0,63110,53:0,75)

ALSYMPCA

Radium-Pitakipavsshot conductlé’ig Hgtients relgi\ﬁng'docetaerprAgsgé'o’83)
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de Bono JS, Lancet 2010; de Bono JS, NEJM 2011; Scher HI, NEJM 2012; Parker C,



tudy population

« Patients with mCRPC
and bone metastases
* Asymptomatic or

*No prior treatment
with enzalutamide or

S

N=446**

Randomisation

Enzalutamide + radium-223
Patients without visceral metastases

Ra223

55 kBg/kg iv every 4 weeks

for 6 cycles plus
Enzalutamide 160 mg od

+ Baseline pain (BPI worst pain 0-1 vs 2-3)
+ Prior docetaxel (yes vs no)

« Use of bone protecting agents

/" Primary endpoint

- rPFS
Key secondary

« Overall Survival
+ Time to next treatment

Enza

Enza + Ra223

Radiological progression-free survival (%)

304

Treatment

Enza + Ra223

0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90

224

22

129
144

Time in months
Patients at risk
2% 10 4
45 2 2

e a . No. Cumulative Events
mildly symptomatic* Stratification factors endpoints e o o s o4 e e % s
*WHO PS of 0 or 1 141 « Country « Safety Enza+Ra223 0 6 17 137 148 152 154 156

Ra223 + Prior abiraterone (yes vs no) Time to pain progression
*No known visceral Time to first SSE A 100 _Teamen
metastases (symptomatic skeletal 90 Enza + Ra223
\'OngoinL/ Enzalutamide 160 mgod  pundNECITLD) ) ©
N o

*defined as brief pain inventory WP24 score < 4
** original target accrual N=560, adapted for slow accrual

=]

=]

=]

Overall survival (%)
& 8

2024

(after inclusion of 119 patients)

000 ”
204
104
0 T T T T T T T T T T T T T T T T T T
. o ] o 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 9% 96 102 108
Prior docetaxel (30%) and abiraterone (3%) were allowed for mHSPC
Patients at risk
Enza 224 208 151 85 35 20 6 3 0
Enza +Ra223 22 201 156 94 53 3 20 9 2 0
No. Cumulative Events
Enza 0 16 72 114 142 153 163 165 165
Enza + Ra223 0 2 64 9% 121 134 144 149 150 152

#guardsymposium2026 Bone-protecting agents are mandatory with radium-223 % GUARD
@GuardConsortium b CONSORTIUM

Tombal B, Ann of Oncol, 2025 ;Gillessen S, Ann of Oncol, 2



Scenario 3: prior ARPI

After prior ARPi: chemotherapy remains an effective treatment

\ PSA Resp PFS 0S
TAX-327 1006 52.4% NR 19.2 m
ABIDO (Abi = Docetaxel) 47 46.5% 5.5m 16.9 m
SPARTAN post-hoc analysis 29 NR 7.9m 18.2 m
KEYNOTE-921 1030 45.7% 8.3m 19 m

Modern prospective evidence confirms docetaxel activity after ARPI

Pembrolizumab 200 mg Q3W for <35 cycles
+ Docetaxel 75 mg/m2 Q3W for <10 cycles
+ Prednisone 5 mg BID?

Key Eligibility Criteria
» Confirmed mCRPC
. e of or intolerance to 1 prior NHA
pr mMHSPC or mCRPC

<
PS 0 or 1 Placebo Q3W for <35 cycles

= 2
Sue sample for biomarker assessment + Docetaxel 75 mg/m*Q3W for <10 cycles
+ Prednisone 5 mg BID?

#guardsymposium2026
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Tannock iA, NEJM 2004; Climent MA, et al. Eur J Cancer 2022; Oudard S, ASCO GU 2023, abstract 157; Petrylak D,



A new pre-taxane option?

PSMAfore: moving ’’Lu-PSMA-617 earlier

PSMAfore: a phase 3, randomized, open-label study

Eligible adults
= Confirmed progressive mCRPC

= > 1 PSMA-positive metastatic
lesion on [(8Ga]Ga-PSMA-11
PET/CT and no exclusionary
PSMA-negative lesions

= Progressed once on prior
second-generation ARPI

- Candidates for change in ARPI

= Taxane-naive (except
[neo]adjuvant > 12 months ago)

- Not candidates for PARPi
= ECOG performance status 0—1

ERESMY ™™
2023
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Once every 6 weeks for 6 cycles

177Lu-PSMA-617
7.4 GBq (200 mCi) + 10%

Crossover allowed upon
radiographic progression

ARPI change

abiraterone or enzalutamide

Stratification factors
= Prior ARPI setting (castration-resistant vs hormone-sensitive)
= BPI-SF worst pain intensity score (0-3 vs > 3)

7Lu-PSMA-617

ARPI change

TLu-PSMA-617  154/234
ARPI change 180/234

No. of events/ Median (95% Cl),
no. of patients months
11-60 (9-30-14-19)
5-59 (4-21-5-95)
Hazard ratio for radiographic
disease progression, or death,
0-49 (95% CI: 0-39-0-61)

A
E 100 %=
g
87 0
288
g%
g§25 0
88
50 E
s8¢ ¥
€8 5
His
a
0
0

No. of patients still at risk
TLu-PSMA-617 234 217 175 152 126 111
ARPlchange 234 197 126 79 65 45 35 28 22

Proportion of participants
without event (%)

T T T T

2 4 6 8

T T T T T T T T T T T
10 12 14 16 18 20 22 24 26 28 30

Months since randomisation

ARPI change

14

7Lu-PSMA-617 142/234
ARPI change  157/234
Hazard ratio 0.91, 95% C10.72-1.14, P=0.20

94 8 67 39 25 20 8 4 4 0O

9 9 5 2 1 0

No. events/ Median (95% Cl),
no. patients months

24.48 (19.55-28.94)
23.13 (19.61-25.53)

7Lu-PSMA-617

Number at risk

24 26 28 30 32 34 36 38 40

Time from randomization (months)

TLu-PSMA-617 arm 234 229 225 218 209 200 181 167 152 136 123 119 110 103 85 57 45 24 15 6 0
ARPlchange arm 234 232 226 218 209 200 187 178 162 142 127 115 106 96 79 56 44 25 14 7 0

EMA pre-chemotherapy application withdrawn

Morris JM, The Lancet, 2024; Fizazi K, Ann oncol, 2025



Randomized phase Il evidence

Key Eligibility
* Chemotherapy-naive mCRPC
progressing after ARPI
* PSMA PET positive (uptake >liver)
* Excluded if >50% of extra-osseous
lesions or >5 cm soft tissue lesion
were PSMA negative
* ANC21.5x10°/L
« Platelet count > 100 x 10°/L
* Hemoglobin 290 g/L
* CrCl 2 30 ml/min
* Bilirubin < 1.5 x ULN
¢ ALT < 3.5 x ULN (<5 x UN for liver
metastases)
* ECOGPSof0-2
* Prior docetaxel for mHSPC
permitted if 212 months prior

1:T szjwopuey

177Lu-PSMA-617
7.4 GBq (+/- 10%) IV
Every 6 weeks
X 6 cycles

Docetaxel
75 mg/m2IvV
Every 3 weeks
x 12 cycles

Stratification factors:
« ECOG PS (0-1vs 2)
« LDH (>ULN, yes vs no)

* Visceral

(yes vs no)

« Prior docetaxel for mHSPC (yes vs no)

#guardsymposium2026
@GuardConsortium

‘ (TS4d4) uoissaiSoud siydesSoipey ‘

Docetaxel
75 mg/m2 IV
Every 3 weeks

x 12 cycles

177y-PSMA-617
7.4 GBq (+/- 10%) IV
Every 6 weeks
X 6 cycles

| (2s4d4) uoissaiSoud d1ydesSoipey ‘

Primary Objective

« Radiographic
Progression Free
Survival (rPFS1)

Additional Objectives
* Overall survival

* rPFS2

* PSA decline

* Adverse events

* PRO QoL

* Correlative studies

Overall Survival Probability

100 HR: 1.01 (90% CI: 0.77, 1.31); 1-sided p = 0.51
. s 177LY-PSMA-617: median 8.6 months (90% CI: 7.1, 10.6)
0.75 \ Docetaxel: median 10.7 months (90% Cl: 7.8, 11.1)
2
3
8
3 0.501
o
Ud
w
2
0.251
0.001
0 6 12 18 24 30
Time in Months
Number at risk
Docetaxel Q9 59 27 7 3 1
177Ly-PSMA-617 100 56 25 10 2 2
0 6 12 18 24 30
HR: 1.64 (95% Cl: 1.14, 2.35); 2-sided p = 0.02
100 e,
i == 177LU-PSMA-617 -> Docetaxel: median 14.3 months (95% Cl: 10.8, 16.6)
Docetaxel = 17’Lu-PSMA-617: median 18.2 months (95% Cl: 16.1, 23.0)
0751
0501
0251 oy TN
0.001
0 6 12 18 24 30 36
Time in Months
Number at risk
Docetaxel 1 99 81 52 23 6 2 0
1y-PSMA-617 { 100 83 38 20 5 1 0

Direct randomized pase Il comparison: no rPFS
advantage over docetaxel; sequencing remains

unresolved

Chi K, ESMO Congress 2025



Scenario 4: prior ARPi + docetaxel

CARD trial: cabazitaxel beats a second ARPi

CARD -STUDY DESIGN-

Multicenter, randomized, open-label study
Enroliment: Nov 2015 - Nov 2018

A Overall Survival

Percentage of Patients
Who Were Alive
=
1

Cabazitaxel

Androgen-Signaling—
Targeted Inhibitor

Cabazitaxel

No.of  Median Overall Survival

Patients (95% ClI)
mo
129 13.6 (11.5-17.5)
126 11.0 (9.2-12.9)

Hazard ratio for death,
0.64 (95% Cl, 0.46-0.89)
P=0.008

10 Androgen-signaling-targeted inhibitor
i it 0
Median follow-up: 9.2 months C 3 6 9 12 18 24 30
) Months
R Cabazitaxel (25 mg/m? Q3W) Endpoints K
: l b No. at Ris
A v p'e"“'s‘_’"e A Primary: rPFS Cabazitaxel 129 122 9% 77 51 2 8 2
N n=129 Androgen-signaling- 126 116 88 64 39 11 3 0
Patients with mCRPC who Key secondary: OS, PFS, targeted inhibitor
progressed < 12 months on D PSA response,
prior AR-targeted agent o tumor response
(before or after docetaxel)*
M Other secondary:
N =255 1 Abiraterone (1000 mg QD) Pain responsfe, A Imaging-Based Progression-free Survival
time to SSE, safety, —
z + prednisone I:ACT-P EQ-Sl}SLy 100 No.of  Median Imaging-Based
" OR e, ’ - 90+ Patients Progression-free Survival
Enzalutamide (160 mg QD) biomarkers 5T 80 (95% CI)
n=126 88 70 me
_g a Cabazitaxel 129 8.0 (5.7-9.2)
) n.‘g s04 Androgen-Signaling— 126 3.7 (28-5.1)
Stratification factors: ‘1‘5‘ 5 Cabazitaxel Targeted Inhibitor
$%m 40 Hazard ratio for imaging-based
ECOGPS (0/1 vs 2) 8 E 304 Androgen- progression or death,
time to disease progression (< 6 vs > 6-12 months) g g 20 signaling- ﬁ.sg ((;i% Cl, 0.40-0.73)
imi 3 : a targeted <0.
timina of previous alternative AR taraeted agent (before vs after docetaxel) Y i
0 T T T T T T T ‘
0 3 6 9 12 18 24 30
Months
No. at Risk
Cabazitaxel 129 91 64 41 23 9 2 1
Androgen-signaling- 126 61 36 22 7 3 1 0

targeted inhibitor

#guardsymposium2026

X @QuardConzortiy Cabazitaxel is superior to ARPI switch

De WitR, et al. N Engl J Med 2020



After ARPi + taxane 2 more than one evidence-based option

A Imaging-Based Progression-free Survival

1009, No. of Events/

. ) ?“ No. of Patients Median
3 80 . me
£85 70-] \\ WILuPSMA-617+  254/385 8.7
] - Standard Care
E gn 60 %, 177 4-PSMA-617+standard care Standard Care 93/196 34
= 50 h Alone
3 % w0l E R Hazard ratio for progression or death,
A g B 0.40 {99.2% CI, 0.29-0.57)
Open-label study of protocol-permitted standard of care I g % pe0001
. . agm £ 204 dard ! . -
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC < L Standard car lore Po o 31,
0 ——T— T T —
[ 2 4 & 8 10 12 14 16 18 20 2
Eligible patients Protocol-permitted SOC + ) Months since Randomization
. ) Wil v 5
« Previous treatment with both Lu PSMA-617 ‘:D| 3 z?_) No. at Risk
>1 and t 7.4 GBq (200 mCi) every 6 weeks © 55 o 17 u.PSMA-6174standard care 385 362 272 215 182 137 #8 71 49 21 & 1
= ﬂ:’«m rqgﬁr:);ecep 2 . 4 cycles, increasable to 6 5 s 3 Standard care alone 9 19 3% 19 14 13 7 7 3 2z 0 0
pathway inhibitor > z o
. <
1 or 2 taxane regimens Protocol-permitted SOC 2 © 2
Protocol-permitted standard of care alone
(SOC) planned before randomization
Excluding chemotherapy
:2‘\/“;;?02“:2;3;{;r’jds'”m'223v + Randomization stratified by + CT/MRI/bone scans B Overall Survival
9 9 + ECOG status (0-1 or 2) +  Every 8 weeks (treatment) No, of Events/ .
ECOG performance status 0-2 + LDH (high or low) « Every 12 weeks (follow-up) 100“'&5&“ Mo. of Patients ~ Median
Life expectancy > 6 months « Liver metastases (yes or no) + Blinded independent 90 -\Vr:\‘“- e ma
PSMA-positive mCRPC on PET/CT *  Androgen receptor pathway central review 2 80+ ;%\(% TS_7Lu-PSMA-617+standard care 177'-“"’5:";5”* 343551 153
ith 68Ga-PSMA-11 inhibitors in SOC (yes or no) 32 0 Se._ e Standard Care
il & > 2 — S Standard Care 187,280 13
5 60 e ey Alene
E sod Standard care alore " _ ey, Hazard ratio for death,
% © B, MO-SZ (95% CI, 0.52-0.74)
s b . P<0.001
£ T,
g 30+ Oy -
g Tag, gy,
& 209 !%h &6, " *
10 L o
0 T T T T T T T T T T T T T 1

TheraP trial (cabaizatxel vs Lu-PSMA) T R

Months since Randomization

No. at Risk
17Lu-PSMA-E17+standard care 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0
Standard care alone 280 238 203 173 155 133 117 L 73 51 33 16 ] 2 0 0 0

g = 111222 1L VISION established 77Lu-PSMA-617 as a life-prolonging

@GuardConsortium y . )
treatment in this scenario
Sartor O, et al. N Engl J Med 2021



PARPi monotherapy after prior ARPI: benefit is strongly driven by
BRCA1/2 alterations

PROfound STUDY DESIGN COHORT B (Otras alteraciones) | . .
" . No. of Death: Median Overall Survival
| COHORT A (BRCA1, BRCA2, ATM) | NoofDumbel  Mdian QrlSui ropekisi e
_ mo mo
Cohort A: = th'": 3?1'“! bl Primary Endpol Olaparib 91/162 19.1 (17.4-23.4) 100+ 94 Oéw-lvihl 3?/’32 K é (;lzl};s‘e;
Key eligibility criteria BRCA1, BRCA2 or ATM Radiographic progression-free 100~ 9% Control ~ 57/83 147 (119-18.8) ontrol / 82-17.1)
" 4 904
« ICRPC with il survival (1PFS) in Cohort A %@@q e o et 065 551 050001 arad o fordesth, 036 0396, 0.65-L43
disease progression i (RECIST 1.1 & PCWG3 by BICR) % . Hazard o fordeatn 063 ) ol
on prior NHA, eg Upon BICR . 309 70. 3
abiraterone or 2:1 randomization ician's choice pati 704
physician's choice patients were Key Secondary Endpoints 604
CZIm) Opon-tabel allowed to cross over to olaparib Y 1y =ndp o | M el s ™
« Alterations in 21 of « IPFS in Cohorts A+B

+ Confirmed radiographic objective
response rate (ORR) in Cohort A
« Time to pain progression (TTPP)

any qualifying gene SECOTCETEEE M | - Confirmed radiographic objective | § S0feeeeeeeeoooeons
with a direct or n=94

indirect role in HRR*

Control

Percent of Patients Alive

Percent of Patients Alive
3

- in Cohort A 301 oty 20
. : 5
Stratification factors * Overall survival (OS) in Cohort A 20 Control 10
* Previous taxane 10 | 1 1
* Measurable disease 0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 30 32 34
. - . . " " . 2 4 i 10 12 s 20 22 24 26 28 30 32 34 Months since Randomization
*An investigational Clinical Trial Assay, based on the FoundationOne® CDx next-g q g test ro T T A Nowat ik
Developed in partnership with Foundation Medicine Inc, and used to prospectively select patients harboring alterations in BRCA1, BRCA2, ATM, Months since Randomization O‘Z‘p:‘,‘:s o 94 9 8 75 58 S0 45 35 25 17 12 9 4 1 0 0 0
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RAD51D and/ or RAD54L in their tumor tissue No. at risk Control 48 46 41 37 32 25 21 20 18 10 9 7 4 2 0 0 0 O
Olaparib 162 155 150 142 136 124 107 101 91 n 56 44 30 18 6 2 1 0
_ - R
TRIT! (Phase 3) C ATM Subgroup
A Rucaparib vs. Docetaxel in the BRCA Subgroup 100- Median Progression-free
) 1004y Median Progression-free 0. \—\_‘ Survival (95% CI)
Endpoints? %0 Survival (95% CI) £ mo
iteri Randomization 2:1 Rucaparib (n=270) ” £z w0 )
Key eligibility criteria 800 mg BID 33 ® mo 2 F TS l Rucaparib 8.1(55-83)
k Rucaparib 112 (9.2-13.8) a Control 6.8 (4.0-10.4)
G 2T g3 =
rimary: £ Docetaxel 83 (61-99) Fg @
. C « IPFS by IRR § ] 60 $E 50 ce,.m,.»hv Hazard ratio, 0.95 (95% Cl, 0.59-1.52)
MCRPC. . ECOGPSOvVS1 oy ey 5§ w0 Rucaparib Hazard ratio, 0.53 (35% C1, 0.37-0.77) BE 40
BRCA or ATMalteration® + Hepatic metastases yes . os g,,.g 40 g8 L,\
+ 1 prior second-generation Vs no Physician’s choice (n=135)° + ORR by IRR - 153
5 & Docetaxel £ 2 W Rucaparib
AREllinanyjseting * BRCA1vs BRCA2vs ATM Docetaxel (n=75) Subgroup analyses: g 2 2 a 10
+ OS and rPFS for 10 =
Prior docetaxel or other Second-generation ARPI (n=60) ;‘;‘;ﬁz"be":e‘:;‘:"f‘:;';’ } . y . . y v y . . v . . . . S 3 6 9 2 15 18 20 24 27 30 3 3% 39 4 4
taxane chemotherapy for Abiraterone i ! o 3 6 9 12 15 18 21 26 27 30 3 36 39 4 45 M
lonths
castration-sensitive disease acetate O Enzalutamide Month
was permitted onths No. at Risk (no. of
No. at Risk (no. of events)
” . events) Rucaparib 69(0) S1(11) 31(2¢) 16(8) 6(46) S(47) 4(47) 3(&7) 2(48) 2(48) 2(48) 1(¢9) 1(49) 0(49)
Patlents who progress on physician’s cholce 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 34(0) 28(4) 16(14) 9(19) 4(24) 2(25 1(26) 1(26) 1(26) 0(@7)
nlnnz::l::siol‘:\:'y‘:n’::::::‘:ad for Docetaxel 60(0) 44(10) 32(18) 14(29) 6(36) 2038 1(38) 0(39)

#guardsymposium2026 BRCA # ATM # other HRR genes GUARD

_@GuardConsortium CONSORTIUM

De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020; Fizazi K, et al. N Eng



MAGNITUDE

Study start: February 2019

Patient eligibllity
L1 mCRPC
+ 54 months prior AAP allowed
for mCRPC
+ ECOGPSOor1
+ BPI-SF worst pain score 3

Stratifications
+ Prior taxane-based chemo for  —»

mCSPC
+ Prior ARI for nmCRPC or

mCSPC
+ Prior AAP for L1 mCRPC
+ HRR BM+ cohort only

« BRCA1/2 vs other HRR
gene alterations

Clinical data cut-off was October 8, 2021 for the final (PFS analysis.

BM status®

HRR BM+

for

to cohort

HRR BM-
Planned N = 600

11
randomization

Niraparib + AAP

Niraparib + AAP

Patients were prospectively tested by plasma, tissue and/or saliva/whole blood. Patients negative by plasma only were required

10 test by tissue to confirm HRR BM- status.

#guardsymposium2026
@GuardConsortium
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Crosstalk between AR and DDR pathway

PARP and AR are important for DNA repair in prostate cancer

PARP activity facilitates repair
of DNA single-strand breaks

DNA damage
(single- and double-
strand breaks)

AR binds DNA and facilitates

AAR
= m-u‘, '-u-“-l repair through multiple pathways

&

> I A

DNA repair

DNA repair mechanisms
that involve AR and PARP

PARP enables AR binding
to damaged DNA

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

olaparib AR NHA ‘ o’

B g =
% i

Accumulation of
DNA double-
strand breaks

PARP
trapping
—_—

N — L“M,.':J.LLLL[ L
| | v

DNA single-
strand breaks

"
Inhibition of AR DNA
binding and repair

([

Increased DNA damage and anti-
prostate cancer efficacy

Primary endpoint
« PFS by central review

Secondary endpoints

+ Time to cytotoxic ch

+ Time to symptomat
S

emotherapy
progression

Other prespecified endpoints
+ Time to PSA progression
+ ORR

bgression
outcomes

PROpel

Primary endpoint
« Radiographic progression or death (rPFS)
by investigator assessment

Patient population

+ 1L mCRPC

* Docetaxel allowed at

mHSPC stage

No prior abiraterone

+ Other NHAs allowed if
stopped 212 months prior

Key secondary endpoint
+ Overall survival (alpha control)

to enroliment
+ Ongoing ADT Additional endpoints
« ECOG 0-1 « Time to first subsequent therapy or death (TFST)

Time to second progression or death (PFS2)

Stratification factors

+ Site of distant metastases
bone only vs visceral vs other

* Prior taxane at mHSPC

Placebo Objective response rate (ORR)
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1L mCRCP most patients were ARPI-naive
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TALAPRO-2

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

Patient population
+ Firstline mCRPC
« ECOG performance status (PS) 0 or 1

Stratification factors
Prior abiraterone® or docetaxel in
castration-sensitive setting (yes vs no)
* HRR gene alteration status
(deficient vs nondeficient or unknown)

All comers (Cohort 1), N=805

or unknown

Yo " HRRm
N=636 J

HRRm
N=230

HRRm only (Cohort 2),

Talazoparib 0.5 mg* +
enzalutamide 160 mg,
once daily

(N=402)

Primary endpoint
Radiographic progression-free survival (rPFS) by
blinded independent central review (BICR)

Key

(N=805)

bo +
enzalutamide 160 mg, once
daily
(N=403)

Overall survival (alpha protected)

Other secondary endpoints

«  Time to cytotoxic chemotherapy
PFS2 by investigator assessment’
Objective response rate (ORR)
Patient-reported outcomes

Safety
(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

FoundationOn

Liquid CDx
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Can we extrapolate PARPi + ARPI after prior ARPI exposure?
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TALAPRO-2
TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study
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The mCRPC landscape has changed

ADT alone / no prior ARPi

HRR alteration

|

ARPI + iPARP (BRCA+)

Abiraterona / Enzalutamida
Docetaxel

Enzalutamide + Ra-223*

#guardsymposium2026
>{ @GuardConsortium

*Not reimbursed in Spain

HRR TESTING

No HRR alteration

Abiraterona / Enzalutamida
Docetaxel
Enzalutamide + Ra-223*

ARPI + iPARP*




Prior ARPI

HRR alteration

Prior Docetaxel?

PSMA PET

ARPI + iPARP (BRCA+)t

Docetaxel

#guardsymposium2026

ARPI + iPARP (BRCA+)t

177Lu-PSMA-617 (PET +)
Cabazitaxel

Radium-223

@GuardConsortium

HRR TESTING

|

*Not reimbursed in Spain TLimited evidence after prior ARPI exposure

}

Pembrolizumab

No HRR alteration

Prior Docetaxel?

NO

Docetaxel

[ ves |

PSMA PET

177Ly-PSMA-617 (PET +)

Cabazitaxel

Radium-223
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Treatment choice depends on what the patient received before,
tumour biology and treatment access

There is no universal best first-line treatment — there is a best
next treatment for each patient

@GuardConsortium
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