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CPL-AR. Estudio PEACE-2 () S210%1E

Los muy alto riesgo tratados con RT + TDA larga tienen MFS <80%, los peores resultados

Primary endpoint:

Arm B
ADT

+ Radiotherapy (pelvis) Secondary endpoints

PSA response at 3 months
bPFS
Metastases-free survival
CaP-specific survival
0s
Acute/flong-term tolerance
QoL

* Biomarkers (biopsy)

Patients with very high-risk
localized CaP: 22 risk factors
« Gleason 28
* T3-T4
= PSA 220 ng/mL

Arm C
ADT
+ Cabazitaxel x 4 cycles
+ Radiotherapy (prostate)

OomNn—-2002>r2

ArmD
n=761 patients ADT
+ Cabazitaxel x 4 cycles
+ Radiotherapy (pelvis)

* Radiotherapy:

2013-2021

] Starteq 3 months after ADT initiation mFU: 7’3 afos
= |f pelvic RT: 46-50 Gy

Fizazi K, et al. ASCOGU 2026
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CPL-AR. Estudio PEACE-2 (e £2108E

ADT-Prostate RT ADT-RT Pelvis
(n=189) (n=191)

Median [IQR] age 67 [61-71] 67 [61-70] 67 [62-70] 66 [62-71]
(vears)

T3-T4 166 (88%) 168 (88%) 174 (91%) 176 (93%)
Gleason score 8-10 145 (77%) 143 (75%) 156 (82%) 142 (75%)
Median [IQR] PSA 22 [9-38] 23 [9-43] 19 [9-33] 22 [9-42]
(ng/mL)

Risk factors:
2 149 (79% 150 (79% 150 (79% 150 (79%
10 Yo a o ! o 40 Jo

Fizazi K, et al. ASCOGU 2026



CPL-AR. Estudio PEACE-2 () 6295E

SLP-clinica

10 e
3 o T 7y <PES; No caba
s \ 67.2% [61.7 ; 72.2]
p S
'E 061 7y cPFS: Caba 1
(=]
2 62.8% [57.2 ; 68.0]
§ 0.4
£ 02

HR*: 1.09 [0.85-1.38], p=0.51
0‘0 1 1 I I I I 1 1 1

0 12 24 36 48 60 72 84 96 108 120
Time from randomization (in months)

Mumber at risk [censored)
1714 352(6) 319{10) 255(52) 191{91) 140{132) S4{17F1 J01) 24(228)
Cabazitaxel381(0) 357(14) 348[14) 329{16) 303(16) 245(52) 173(97) 127(133) 95{163) 57(195] 27(222)

Fizazi K, et al. ASCOGU 2026
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SLmetastasis

HR*(caba vs no caba):

1.09 [0.84;1.43]; p=0.51

Grupo Oncolégico
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£ 02 Median: 9.2y (no Caba) vs 10.2y (Caba) 02 -

@ HR*: 0.99 [0.78;1.27]; p=0.96

0o T T T T T T T T T 1 0.0 ! !
*HRsadjusted ¢ 12 24 3 48 60 72 8 9 108 120 o 12 2
on pelvic RT,
number of high Time from randomization (in months)
risk criteria and
disease extent Numberat risk (censored) Number st risk (censored)
No cabazitaxel38i 367(8) 348(13) 329(16) 294(32) 230(73) 163(115) 119(149) 74(186) 46(208) 17(231) L J 3715
Cabazitaxel381(0) 353(19) 343(20) 325(22) 287(33) 220(77) 153(126) 109(159) 76(188) 42(217) 16(241)

S-CP especifica

9y PCSS: 90% [86; 94]

10 7h—_\_%ﬁ_‘—k
5 o081 9y PCSS: 89% [84; 93]
£
£ 064
i
g 0.4 -
g
£ o2 HR (caba vs no caba)*:
0.86 [0.50-1.47]; p=0.57
0.0 T T T T T T T T 1
o 12 24 36 48 60 72 84 96 108 120
Time from randomization (in months)
Number at risk (censored)

Cabazitawel381(0) 360{18) 355(22) 348(28) 340[35) 2BE(83) 232(135)173(189) 130(230) 8S(273) 3a(320)

36

48

60

72

24

Time from randomization (in months)

Cabazitaxe|381{0) 358(14) 34D(14) 331(16) 308(16] 3I55(53) 191(100) 142(141) 106(175) E5{211) 30243}

Fizazi K, et al. ASCOGU 2026



Self-supervised
deep learning

1

Estudio CHHiP-MMAI {20 621081

Recruitment period

gths

2002-2011

Contemporary radiotherapy
technique

IMRT

Consistent androgen
deprivation

97% 4-6 months

Treatment quality control

Robust central Gleason rescore

H&E scanning quality control

Wilkins A, et al. ASCOGU 2026



Estudio CHHiP-MMAI {20 621081

Two risk stratification systems in localized prostate cancer

National Cancer Comprehensive Network Cambridge Prognostic groups

Risk group

Criteria

Risk group

Criteria

Low

Clin Tib/lcor T2a &
PSA <10 &
Gleason =6

1

T1-T2 &
PSA <10 &
Gleason 6

Intermediate

T2B/C or
PSA 10-20 or
Gleason 7

T1-T2 & PSA 10-20
OR Gleason 3+4

T1-T2 & PSA 10-20 & Gleason 3+4
or T1-T2 & Gleason 4+3

T3Aor
PSA =20 or
Gleason =8

T3 or PSA =20 or Gleason 8

=20of T3, PSA =20, Gleason 8
or Gleason 9-10 OR T4

Wilkins A, et al. ASCOGU 2026



Estudio CHHiP-MMAI {20 621081

Distant metastasis-free survival per MMAI risk group

MMAI Risk Groups NCCN Risk Groups CPG Risk Groups

100% - A Lag-rark p < 0.0001 JERL T oo -
E £ 2
T e - E .
3 » 3
g 8 Logerank p < 00001 8 Logorark p = 0.0001
£ £ & .g 0 p
o a0k D sny - D 5o
H 2 & CPG
© MMAI Risk Group B NCCN Risk Group z cPG1
E - Low B e . o Low 2 . cPG2
E = Intermediate s == |ntarmediala = - CPG3
= o] ]
g B B =~ CPG4
a
O =+ CPG5

4 5 1] T .} L] ] 1 12 13 14 15 16
Years since randomisation

5 a T 8 k]
Years from randomisation

10 year distant metastases-free survival by: 10 year distant metastases-free survival by: 10 year distant metastases-free survival by:
* MMAI Low: 96.4% * NCCN Low: 96.5% * CPG1:97.1%
* MMAI Intermediate: 92.5% « NCCN Intermediate: 94.5% CPG2: 96.1%
* MMAI High: 73.1% « NCCN High: 84.8% CPG3: 92.0%

CPG4: 88.2%
CPG5: 73.2 %

Wilkins A, et al. ASCOGU 2026

Mejora la capacidad predictiva. Identifica subgrupo%



Genomic alterations and pathologic responses to
neoadjuvant ARPI doublets -/+ docetaxel in SP-2 of the
Genomic Umbrella Neoadjuvant Study (GUNS).

Estudio GUNS ) S2\0RE

GUNS: Genomic Umbrella Neoadjuvant Study in High Risk PCA

SP 2a SP 2b Cohort
i 24 24 234
Age. years (median [IQR]) 64.00 [58.50, 69.00] G3.00 [38.00, 67.00] 65.00 [60.00, 71.00]
Race (%) Asian 1(4.2) 1(4.2) 30 (12.8)
Black or African American 1 (4.2) 2 (8.3) 13 (5.6)
White 22 (91.7) 21 (87.5) 190 (81.2)
Unknown 1(0.4)
PSA, ng/mL (%) < 10 6 (25.0) 8(33.3) T6 (32.5)
10 < PSA < 20 8 (33.3) G (25.0) 72 (30.8)
20 < PSA < 40 5(20.8) 3(1235) 45 (19.2)
— ) < PSA < 80 5 (20.8) 5(20.8) 37 (15.8)
> 80 2 (8.3) L(LT)
Grade group (%) 2 1(4.2) 1{4.2) 5(2.1)
3 3(12.5) 4 (16.7) 21 (9.0)
4 3 (12.5) 3(125) 37 (15.8)
5 17 (70.8) 16 (66.7) 171 (73.1)
IDC (%) No 6 (33.3) 7(46.7) 90 (60.14)
—_— Yes 12 (66.7) 8 (53.3) 59 (39.6)
Cribriform (%) No 9 (50.0) 4(26.7) T7 (52.0)
Yes 9 (50.0) 11 (73.3) T1 (48.0)
oT stage (%) T1 2(8.3) 3(12.5) 38 (16.2)
2 15 (62.5) 12 (50.0) 123 (52.6)
T3 7(29.2) 9(37.5) 69 (29.5)
T4 1(0.4)
X 3(L3)
cN stage (%) NO 20 (83.3) 17 (70.8) 211 (90.2)
—_ NIl 4 (16.7) 7(29.2) 21 (9.0)
NX 2(0.9)
Tempus xT (%) No 32 (13.7)
Yes 24 (100.0) 24 (100.0) 202 (86.3)
Tempus RNA-seq (%) No 7(29.2) 4(16.7) 85 (36.3)
Yes 17 (70.8) 20 (83.3) 149 (63.7)

Sub-Protocols
LHRHa + APA + specific targeted agent x 16 weeks

A
! |
SP-1: AR-related, or no A. LHRHa + APA
targetable alterations —— " B.LHRHa + APA + ABI

SPOP, T2E, FOXA1

SP-2: Aggressive genomics A.LHRHa + ABI 48
ity —+ B. LHRHa/ABI + docstaxel

SP-3: HR/DDRa LHRHa/ABI + :ARF'i

BRCA, CDK12, CHEK, PALB2, ATM Ol

SP-4: High TMB, MMR2" LHRHa + APA + PD-L1i

MSH2, MSH4, MLH1, POLE atezolumab

SP-5: Plasticity prone LHRHa/ABI + EZH2i

TP53, RB, ESC, NE tazmetostat

SP-6A: AR-related, no target LHRHa/ABI + AKTi

SP-6B: PTENdef, AKTeain capivasertib
NCT04812366



Estudio GUNS () sonorre

ETS fusions, FOXA12t, TP532t PTEN2t and SPOP2" dominate the
genomic landscape of diagnostic tumor biopsies in GUNS

L .| L1 n1 Race

202/234 pre-Tx biopsies

14% I bl TRl BNENNIN] 1 I LI eel ol I 11l 11 oc Category
non-evaluable I TRNINIINANEY] 1im 1n BRC ] EEE R FIC]E BPE R cixtom  WAR Sgnaing . oom
110 111 1 1 ] ] | 1 I chstage B vt
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i tch Repair
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WN thy
TZE fUSIOI'IS (30%) ) pe \ R I-I L TME (mutMp)  Cther s
£ o
alt ( ) 3 I i | 1 1 MSisiatus  Cancerole
W 715G M Putslive OG
FOXAI 23% ETS arﬂl\;l[?:;ézm?ms ANNRINIENNN] [TARIEEEIED ENECEDENND ADDNDRINE RIERED EDED . ';“;""" — 0wz loG v
SPOP=!t (13%) gene e w Br e
fusions TURRES2ELKS | = wrne Miesscsian, B M
Foxa1 fusions R i i 5 gt
F q 253%
Seop > sPoP in] st 13% Grade grove
Trss | I [ | m [Immmm 15% - FES BN B
Pren mu L Ji I 1| 1 ] S 16% = e
TP53 -19% PTEN/AKT pathway e I o Wi Hrase A
RE | 1 II 1 1 I- ;x |l :ibrihrm
CKS1B TRUE I FALSE  NA
PTEN - 16% RE1, cell cycle genes . : A S HE
e N 11 mm Lo T om e M
ZFHX3 1 | 1 LI 8% ®u PTEN IHC
s | | 1| 1 1 5 . ’
Foxp1 I I | ' o w1 go, B
BRCA2 (6%) o " it b o e e
c‘;m i .- -I i I I| sx . '5;;:;':9 W High
"
s I B (| | i N EE B Equocal  NiA
PALBZ 1% 1
BRCA1 | | 1% Aterations
FANCA | 0% M Fu
ATR 1 0% Fusion (xR)
FANCL | | 0% GOF
NBN | 0% M Crgain
" i . : L) R o
MMR genes MLH1 1 | 1% 1 M CNioss
MSHS 1 1% M CH loss and LOF
lqenetic modifi e ! H | it st s R £
Epigenetic modifiers b 1 . (N AT 2 B Eorine 2 S ess
e ! 1n I (i I Ll pl
APC
WNT pathway genes cTNNa! B
Josh Scurll mra ! . 1 ! EX

SP-2 genomics: 65/202 (32%) of evaluable tumours had TP532,
PTEN?t, AKT1¢°F, or RB12!t




Estudio GUNS ) cononie

Hypothesis: Response
Do ARPI-docetaxel triplets, in cancers with aggressive TSG loss, Non—MRD BMRD

increase depth of pathologic response
» 24 pts/arm enrolled — Stage 1 of Simon’s 2-stage design

20 ARPI Doublet ARPI Chemo
MRD rate higher in ARPI-chemo triplet than doublet Gisans) | iplot
. 0/24 (0%) vs 9/23 (39%), p=0.016 g 15
» One pCRin SP2B g
* Degenerative scores averaged higher in SP-2B vs SP-2A g 10-
* Similar +ve margin (17%) or LN (37% vs 28%) L
5_
0- —‘ pCR
2a 2b
*01-097 (SP-2B) Grade 3 SAE, CVA; non-surgical candidate Sub-Protocol

MRD = < 5mm total tumor content:
% Tumor cellularity x diameter of ROI'+ROF+ROF...



Estudio GUNS

SPOPMt associates with MRD, T2E fusions with

non-MRD, to ARPI-docetaxel triplets in SP-2B

T N category

1 N S Ciicer role

MRD

Race

‘gg bPSA (ng/mL)

250

I G rade group
| 1 [ ] IoC

| | ’ Cribrifarm
eN stage

PTEN IHC

Rl
Tumaour ¥

TME (mut/Mb)

o

Not MRD

Race
bPSA (ng/mL)

Grade group
[ [t}
B | cribriform

eN stage

[ |
- N | | | PTEM IHC
0 Tumour %
@
M TME (mut/Ma)
o

LAS| stati
mPrss2-ERG [l 11% W TMPRSS2-ERG 50% I

ETV1 fusion % ETVA fusion 3

ETV4 fusion 0% ETv4 fusion e

ECcad | 11 W FOxad [ | b |
SPOP HER 3a% SPOP 0%
Tl TEEE T

vl EEEN [ =

PIKICA % PIKIGA T

i | | 22% Wl RE1 | ™ 0

COKNIB 0% COKNIB | ™ 0
cOKmzaA [ 11% W COKNZA 0%
LRPIB 11 W LRP1B 0%
ZFHX3 Bism ZFHX3 0%

MM 0% ZMYI3 | | L |
Foxpt [ 1% W FONP1 0%
K120 B s KMT2D 0%

APG 0% wc W [
CTNMNET 1% CTHNET 0%
cHekz [l 11 W CHEKZ 0%
WAPIK | 1% W MAPIK1 0%
BRAF 1% BRAF 0%

HF 0% NF1 B % 0

Epr A Far e
238 228

Category
W AR signaling
DNA Damage Repair (DOR)
1 PI3KIAKT Pathway
Cell Cyele Reguistion
Epigenetic Modifiers
I WNT Pathway
TAPK Pathway
Dher
Cancer role
W56 Mova Wos
Race
[ wnite I Blackida NiA
M Asian  Unknown
Grade group
23 M W5
D¢
W TRUE | FALSE N
Gribriform
W TRUE [/ FALSE  NiA
N stage
no MM
PTEN IHC
=105 S0-B5% WA
15455 [ 290%
MS| status
W Stebla WA
Alterations
M Fusion
Fusion (xR)
GOF
W N gain
U LoF
M CNloss

M C ose and LOF
M Germiine

o §§ GONORTE

Grupo Oncolégico

PTEN¢f or TP53mt, especially combined with
ETS fusion, associated with intra-ductal

cancer (IDC)

GUNS 01-110

-

p=0.01

HHCres

Heterogeneidad intragrupal que puede modular la sensibilidad terapéutica
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Estudio CAPITELLO-281 ) S90RE

CAPIltello-281 study design

A global, multicenter, randomized, double-blind, Phase |ll study

Patients with PTEN-deficient
de novo mHSPC (mAPMN)

PTEN deficiency:

(diagnostic cutoff of 290% of viable
malignant cells with no specific
cytoplasmic staining by IHC)*

- ie £10% of cells expressing PTEN
by IHC

Of ~6200 patients submitting tumor
tissue, 97% had a valid IHC result and
25% were PTEN deficient

Stratification factors:t
* M1 volume (CHAARTED criteria) and visceral mets
» Geography

400 mg bid

Capivasertib 4 days on, 3 days off

abiraterone/pred 1000 mg/5 mg qd
+ADT +ADT

1012 patients
(R1:1)

400 mg bid

Placebo 4 days on, 3 days off

abiraterone/pred 1000 mg/5 mg gd
+ADT +ADT

Primary endpoint
+ Investigator-assessed rPFS

Key secondary endpoints

+ Overall survival

+ Time to first subsequent therapy

» Symptomatic skeletal-event free survival
» Time to pain progression

PRO/tolerability endpoints

+ FACT-P (including PWB and FWB)
» AE assessment

« PGI-S

Study timeline

Current analysis
1 ]

Enroliment period
July 13, 2020-February 5, 2024

Final OS DCO
Planned for 522 deaths

Primary rPFS DCO
October 7, 2024
Median rPFS follow-up:* ~18 mo  (52.2% maturity)

George D, et al. ASCOGU 2026



GONORTE

° o
Estudio CAPITELLO-281 Grupo Oncoldgico
Capi+abl (N=507) | Pbo+abi (
1.0
Events, n (%) 183 (36.1) 215 (42.6)
08— Median rPFS, months (95% Cl) 33.2 (25.8,44.2)  25.7 (22.0, 29.9)
[ HR (95% Cl) 0.81 (0.66, 0.98)
% 06 Pvalue 0.034
=
= == - S .5
@ | ""—4—.-.-1
€ 044 ' ¥
a 1 1
25.7 months | 7.5months | 33.2 months I—
0.2+ | \
—+— Capivasertib+abiraterone (N=507) ' '
—+— Placebo+abiraterone (N=505) I} I}
00 T T T . . : y — ; L ; T T ,
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomization (months})
Number of patients at risk
pitabi 507 460 435 363 282 233 217 165 123 93 89 62 4 21 6 0
505 478 440 359 276 215 188 154 13 83 59 51 37 23 8 0
Patients, n Median rPES, months Patients, n Median OS, months
1.09 i i 1.0 i
Capi Pbo Capi Pbo  HR Ebo Ebo  HR
PTEN culoff (obi +abi +abl bl (95%Cl) PTEN cutoff sabi bl (95%CI)
Al Al i
0.8 0.81 0.8 i 0.90
randomized 3 randomized |
pationts 507 505 @332 257 (g-::). PTEN cutoff: 200% 3™ 507 505 {NC NC (ff;j
q (290%) : P (290%) .
& 06 $ 08
o 0.75 0.80
£ 205% a4 a0 @ m2 227 (s, Z 205% 404 410 |—@—{ NC NC (@82,
3 084) B 1.04)
§ 04 £ 0.4
£ a
PTEN cutoff: 100% (i 0.77
oz 200% 205 186 | —e—| 341 224 (052, 02 200% 205 19 —@——{NC NC (053,
.2 0.97 -2 142
—+— Capjvaserfib+abiraterone ] —— Capivasertib+abiraterone !
—— Placebotabiraterone —+— Placebo+abiraterone
0.68 077
0.0 T T T T T T T T T T T T T T . R — 00 — T T T T T T T T .
0 3 6 9 12 15 18 21 24 Z 30 3 36 39 4z 45 0" 16 ez w2 ‘;ﬁ-;,‘g,- O 3 6 6 12 15 18 21 24 27 30 33 36 30 42 45 48" teo 162 NG Ne ‘ffj]'
Time from randomization (months) Favors g 10 o Favors Time from randomisation (months) Favors 0 o Favors
capitabi HR (95% CI} photabi capi+abi HR (95% CI) pbotabl

ESMO 2025




Estudio CAPITELLO-281 (2 S0M0RIE

FACT-P total score includes five subscales: .
) ncuces Tve st FACT-P compliance*
* Physical wellbeing

" . Capi+abi Pbo+abi
= Includes side effects such as energy, nausea and pain P

Functional wellbeing I

= Includes ability to work, sleep quality and ability to enjoy life 65.3% 64.4%
Emotional wellbeing
Social/family wellbeing

Baseline

Prostate cancer symptoms

(n=331/507) (n=325/505)
Assessments until earliest of:

80.1% 81.6%
« Subsequent anticancer treatment

* 12 months post radiographic progression (n=6390/7975) {n=8500/7968)

Overallt

George D, et al. ASCOGU 2026




Estudio CAPITELLO-281 ) S90RE

CAPIltello-281: FACT-P physical wellbeing (PWB)

PWB includes outcomes such as side effects, energy, nausea and pain

—#— Capivasertib+abiraterone

—=— Placebo+abiraterone Improved
Max 28
o N _ .
g * %ﬁ%ﬁ!ﬂ#;ﬁﬂaﬁrh%—%ﬁ%ﬁ%%ﬁ%}ﬂ
g 20 -
3
o
16 i
§ Mean change from baseline score
3] across all timepoints Worsened
= 121 {clinically meaningful 23 points)
8
+ 8 -
& Adjusted mean (SE) =1.7 (0.20) =1.3 (0.20)
4
g LS mean estimated difference (95% CI) —0.4 (-0.89, 0.14)
D | T T T T T T T 1
0 5 10 15 20 25 30 35 40
Number of evaluable patients Time {months)
331 396 381 369 350 310 287 225 185 142 109 82 53 32 16
325 420 399 377 368 332 306 2 173 132 98 68 50 32 20

George D, et al. ASCOGU 2026



Estudio CAPITELLO-281 ) S90RE

CAPIltello-281: FACT-P total score

FACT-P total score includes physical, functional and emotional wellbeing, as well as prostate cancer symptoms

Mean * 95% CI score over time

Max 156 - —=— Capivasertib+abiraterone,
144 —8— Placebo+abiraterone Improved
Time to clinically 132 1
meaningful decrease 120
(210 points) 108 -
G 96
(N=507) 84 4
163 163 72 4 Mean change from baseline score
Events, n (%) (32.1) (32.3) 60 - _ across all‘iln:e!:zolllrats _ Worsened
48 1 y g P
Median, months 9.0 12.7 36
(95% CI) (6.3,20.1) (8.1,21.9) o4 - Adjusted mean (SE)  -4.1 (0.91) -4.5(0.93)
12 H LS mean estimated difference (95% CI) 0.4(-1.97,2.78)
HR (95% CI)  1.10 (0.89, 1.37) 01 . . : : ‘ : . .
5 10 15 20 25 30 35 40
Time (months)
396 381 369 350 310 287 225 185 142 109 82 53 32 16
325 420 399 377 368 332 306 2 173 132 98 68 50 32 20

George D, et al. ASCOGU 2026



Probability of continuing on capi/pba

Estudio CAPITELLO-281 a GONORTE

CAPltello-281: Discontinuations due to AEs

1.0
0.9
0.8
0.7
0.6
0.5+
0.4+
0.3
0.2

0.1

0.0

403
473

369
435

321
376

RNisaantinuatians af aand dua da

Diarrhea

Grupo Oncolégico

Any grade AE, n (%) 178 (35.4) 261(51.9) 40 (8.0) 191 (38.0) 65 (12.9)
Grade 23 AE,* n (%) 62 (12.3) 1(0.2) 31(6.2) 2 (0.4) 52 (10.3) 3 (0.6)
Median (IQR) time to onset, days 13 (11-43) 78 (37-195) 12 (3-43) 142 (28-339) 54 (15-114) | 114 (71-3286)
AE leading to, n (%)

Interruption of capi/pbo 85 (16.9) 3 (0.8) 63 (12.5) 1(0.2) 55 (10.9) 4 (0.8)

Reduction of capilpbo 43 (8.5) 2(0.4) 22 (4.4) 0 33 (6.6) 1(0.2)

Discontinuation of capi/pbo 24 (4.8) 0 5(1.0) 0 5 (1.0) 0
Supportive treatment given, n (%) 146 (29.0) 20 (4.0) 167 (33.2) 19 (3.8) 127 (25.2) 23 (4.6)
Outcome at time of DCO, n (%)

Recovered/recovering 164 (32.6) 28 (5.8) 238 (47.3) 36 (7.2) 140 (27.8) 43 (8.5)

Mot recovered 24 (4.8) 8 (1.8) 45 (8.9) 4 (0.8) 65 (12.9) 25 (5.0)

George D, et al. ASCOGU 2026



Estudio PSMAddition () sororie

PSMAddition: randomized phase 3 trial of
177Lu-PSMA-617 in mHSPC! rimary oy secondary

endpoint endpoint
Eligible male patients 177Lu-PSMA-617
« mHSPC diagnosed by (7.4 GBq 6 cycles q6w) > Y >
conventional imaging + ADT + ARPI ]
+ 21 PSMA+ ic lesi 177 u-PSMA-617 cycles -
G'“3Ga-ls='SMAP1'| ;at;g;:g_resmn = : L e I Crossover
o . | allowed

Patient-reported outcomes and SSE endpoints

High compliance with HRQoL and pain questionnaires at baseline
Baseline questionnaire completed 177 u-PSMA-617 + ADT + ARPI ADT + ARPI
and score calculable — n (%) (n =572) (n=572)

FACT-P total score 511 (89.3) 483 (84.4)
EQ-5D-5L utility score 512 (89.5) 487 (85.1)
509 (89.0) 481 (84.1)

BPI-SF worst pain intensity

U, OVErall survival; r=u, raalograpnic progression ot aiss

ease; r-ro, raqiograpnic progression-ree survival; ook, SympIomartc SKeIetdl eVEnL. 1. 1agawa S 1 6T &l. AN UNGoI £U£D;30:5 1—00U [EDVIU ZULD)
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A

— "7Lu-PSMA-617 + ADT + ARPI ADT + ARPI !)9356!5
EQ-5D-5L utility score BPI-SF pain intensity
> UL P EMA-ETT T y-PEMAGAT
£ 0,04 - cyclas 1,6 - cycles
5 4 Improvement
w 0+ il T 12 4 .
- L ' [ 0,8
g Q 0041 1L~ ’ _ -
E o 5 008 | 1
dge 0,12 J '
g ' 0.4 1 + Improvement
E -0,16 06 B 60 a4 108 132 156 0.8 08 6 =1] B 108 132 156
Week Week
nwith data 474 432 s 265 132 62 20 470 43 I 23 133 62 20
4a]) 3 a4 243 116 B 15 429 370 7 238 116 o4 15
BPI-SF pain interference BPI-SF worst pain intensity
PR -PEMA-ETT T y-PEMASAT
I yl
E 1,6 - cyclas 1,6 - cycles
E 1,2 1,2 F
EEE 0,8 H L T T 0,8 H ; ]' =
E 5
9 £ 3 ~ : 1] 1 - ]
@ 17 1 - q L L
Improvement Improvement
0,4 . 0,4 . |1
m 0,8 - 0,8 -
=4 06 B 60 a4 108 132 156 06 ¥ &0 B 108 132 156
© Week Week
nwith data 470 430 34 Hm 13 62 2 470 431 34 M 13 62 20
428 375 5 239 116 B 15 429 375 7 238 116 o4 15

* Se emplea modelo lineal de efectos mixtos



Estudio PSMAddition {2 S20%E
Time to first SSE or death

Composite time to first SSE or death Time to first SSE (excluding death)
HR 0.89 (95% CI: 0.62, 1.26) HR 0.87 (95% CI: 0.58, 1.31)
TLu-PSMA-ETT TLu-PSMA-ETY
—_ oycles cycles
R 100 s (Vo ———
- i o
o T s P
% 80~ 80
E Median, months (95% Cl) Median, months (95% CI)
[} 60 NR (NE, NE) 60+ NR (NE, NE)
=3 NR (NE, NE) NR (NE, NE)
Q40+ 40
g
=
*é 204 — "LU-PSMA-817 + ADT + ARPI 20 —— "Lyu-PEMA-G17 + ADT + ARPI
e —— ADT + ARPI —— ADT + ARPI
u-l O T T T T T T T T T 0 T T 1 T T T T
0 4 8 12 16 20 24 28 32 36 40 44 0 4 8 12 16 20 24 28 32 36 40 44
Time (months) Time (months)
Mumber of patients still at risk Mumber of patients sfill at risk
T I v T T ) B 1 T B R T | - S S T (VI q BB & 15 i 1 1]
Ty 00 480 462 440 410 37 T M ZIMEE 1B I T B 40 02 1w T &0 W oM o 1oF Fon
. TTLu-PSMA-617
Bone protective agent use + ADT + ARPI (n = 564)
Denosumab 65 (11.5) 89 (15.8)
Bisphosphonates 46 (8.2) 50 (8.8)

Morris M, et al. ASCOGU 2026



Actualizaciones tras el Congreso
Americano de Oncologia Clinica GU ‘ o ' GONORTE

Grupo Oncolégico

1. Cancer de prdstata localizado
e Estudio PEACE-2
« MMAI-derived prognostic biomarker in CHHiP trial
e GUNS trial

2. Cancer de prdéstata metastasico hormonosensible
e Capitello-281-PROS
 PSMAddition health-related QoL

3. Cancer de prdstata metastasico resistente a castracion
* Estudio PEACE-3
e Estudio BRCA Away
 Phase 1 AMX-500
e Phasel 225Ac-PSMA




Study population

* Patients with mCRPC
and bone metastases

* Asymptomatic or
mildly symptomatic*

*WHO PS of 0 or 1

* No prior treatment
with enzalutamide or
Ra223

= No known visceral
metastases

*Ongoing ADT

11
e Randomisation

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

Use of bone protecting agents (BPA)
made mandatory
(March 2018 after inclusion of 119 patients)

@4 conorTE

Grupo Oncolégico

CPMRC. Estudio PEACE-3
Methods - Study design

Enzalutamide 160 mg od
+

every 4 weeks for 6 cycles

Stratification factors

» Country

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

» Use of bone protecting agents

» Prior abiralerone (yes vs no)

Enzalutamide 160 mg od

Primary endpoint
+ rPFS

ey secondary
« Overall Survival
Time to next treatment
Time to pain progression
Time to first SSE
(symptomatic skeletal
event)
Safety
Treatment emergent
CTCAE

IDMC recommendation (Sep 2024): OS at primary
analysis considered significant but conduct a final
0S analysis to confirm the magnitude of benefit.

ad

Statistical design
Primary analysis:

Key secondary endpoints
tested semi-hierarchically.
OS tested at 1-sided
a = 0.0034 due to interim
testing (239 events)

Final OS analysis:
317 OS events
(target = 299)
OS tested at 1-sided
o =0.0248
T70% power to detect
HR=0.75

0OS tested on the ITT set (jg.all
randomized patients) — stratified for
baseline pain, prior docetaxel and use
of BPA.

Gallardo E, et al. ASCOGU2026



CPMRC. Estudio PEACE-3 2 SOM0RIE

Baseline characteristics

Age, Median (range) years
PSA, Median (Q25-Q75) ng/mL
WHO Performance status 0
Prior docetaxel(!)

Prior abiraterone(!}
Bone lesions!2)

=10
Missing or diffuse lesions
Alkaline phosphatase

Missing

Exira-skeletal disease at baseline

4] Prior docetaxel or abiraterone was allowed for mH

@ Per imaging guidelines, the type of bone lesions i
foral bone lesions can be counted.

N (%)

N (%)

70.0 (43.0 - 90.0)

70.0 (47.0-90.0)

245 (7.8-68.8)
N = 190

21.2 (7.9-53.1)
N = 191

153 (69)

154 (69)

67 {302]

66 (30)

109 (49)

105 (47)

93 (42)

99 (44)

20 (9)

127 (57)

20 (9)

109 (49)

82 (37)

109 (49)

ried by a radiologist and classified into focal, diffuse or equivocal. Only

N = 446 patients
Nov 2015 = Mar 2023
56 centres from 12 counfries

Database lock = 12 Jan 2026
(cutoff date = TMAY2025)

Median follow-up = 4.8 years (3.4 yrs
at primary analysis)

Intergroup trial led by EORTC (EU)
Collaborating groups:
LACOG (Brazil)
CTI (Ireland)
CUOG (Canada)
UNICANCER-GETUG (France)

Gallardo E, et al. ASCOGU2026



CPMRC. Estudio PEACE-3 () coNoRiE

results | oz o

(95% CI)2

_— _||¢.14I-'«."\D223

16.43
176/224 (13.77-19.15) Reference

19.19 0.71

ke (16.92-24.57) (0.57-0.89)

Enza+RAD223
(N=222)

6 months 88.4 (83.3-92.0%)  B4.6(79.1-88.8%)
12 months 68.9 (62.2-74.7%)  B0.6 (53.8-66.8%)
18 months 52.0 (45.9-59.4%)  44.5 (37.7-51.0%)
24 months 44.1(37.2-50.7%)  37.2 (30.7-43.7%)

g
2
£
5
n
3
5
n
8
g
&
2
g
2
T
i

O 3 S g 12 18 18 XM M4 27 :maaas:sg-wnsqsn 545’&363&65@? ?5?!91.!4&?91:!

Time in months
Patienits-at-Risk T
Enza- 224 7 2 i rPFS results confirmed with longer follow-up and

Enza+RAD2I3. 222 45 2 . - s
appear little changed from primary analysis.

Database locked on 12 January 2026 (cut off date: 01 May 2025)

Gallardo E, et al. ASCOGU2026



CPMRC. Estudio PEACE-3 :3 e e
Final OS — Subgroup analysis

Everts |/ Paterts
Erza+RADZZ3  Enza

Bassling BPI WP24 score
[l

83/B3 93/ ;0S4 p=0331 (d=1)

o me om e Treatment effect is reduced in
older patients (= 75 years)

<75yrs: HR=0.66
275yrs: HR=1.01

W08/ BT "8/ 50

44/65

53/80

Similar but less pronounced effect for:

- Prior docetaxel administration
-  WHO performance status

Reduced treatment effect may be linked with lower
. prognosis although small number of patients avoid
s @7 - a conclusion.

Gallardo E, et al. ASCOGU2026
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CPMRC. Estudio PEACE-3 o SONORIE

Survival status and reasons of death over 12 months

Died within 12 months Died after 12 months

Enza+Ra223 Total Enza+Ra223 Total
(N=22) (N=38) (N=130) (N=279)

If death, give main cause
- progression of disease (PD) 15 (68.2 11 (68.8) 26 (68.4) 95 (73.1 108 (72.5) 203 (72.8

- PD or toxicity indistinguishable 0 (0.0) 1(6.3) 1(2.6) 1(0.8) 1(0.7) 2(0.7)
- cardiovascular disease (no toxicity or PD) 2(9.1) 0(0.0) 2(5.3) 5(3.8) 8(54) 13 (4.7)
- non malignant disease (no toxicity or PD) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 3(2.0) 3(1.1)
- new malignancy (# prostate cancer) 0 (0.0) 0 (0.0) 0 (0.0) 2(1.5) 2(1.3) 4(1.4)
- other (no toxicity or PD) 5(22.7) 1(6.3) 6 (15.8) 9 (6.9) 8(5.4) 17 (6.1)
- unknown 0 (0.0) 3(18.8) 3(7.9) 18 (13.8) 19 (12.8) 37 (13.3)

Before the curves cross, the OS difference is observed at 12 months and is only 6 patients.
Regarding deaths due to PD before 12 months, the difference is only 4 patients.
Atfter 12 months, more deaths were observed in the Enza alone arm at any time point.

Gallardo E, et al. ASCOGU2026
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CPMRC. Estudio PEACE-3 (of E2100ES

Safety Summary: TEAE grade 23

, _ Enza+RAD223
Number of patients (%) with grade 3-5 N=218 Side effects of special interest:

TEAE - 1MDS

151 (69.3%) 129 (57.6%) . 1AML
Hypertension 80 (35.7 « 1 CML (drug-related)

Fatigue 12 (5.5) All 3in the combination arm

I:\ractl.!re 12 (5.5) « 17 osteonecrosis of the jaw:
nemia - 14 in the combo (5 grade 3)

Neutropenia - 3inthe enza am
Bone pain

Weight decreased 10 (4.6) 2(0.9)

Spinalcord'copiession 7(32) E1B1G] No individual TEAE 2 grade 3 has increased
Drug-related 63 (28.9%) 42 (18.8%) by more than 5% in the combination

Hypertension 26 (11.9) 27 (12.1) compared to the enzalutamide alone arm.

Fatigue 9 (4.1) 3(1.3)

Anemia 6(28) 0 Treatment-emergent AEs are all AEs arising from start of
Neutropenia 7(3.2) 0 treatment until 28 days after last dose of any study drug

Gallardo E, et al. ASCOGU2026



CPMRC. Estudio fase Il BRCAAway - GoNoRIE

Fase Il aleatorizado, biomarcador-dirigido

Methods & Study Design

Eligibility: mCRPC (first line: no prior
exposure to PARP-I, AR-l, or chemotherapy
for mCRPC)

Eligible pts underwent tumor next-generation
sequencing (NGS) & germline testing

Pts with BRCA1/2 and/or ATM alterations
were randomized 1:1:1 to:

» Arm |: abiraterone (1000 mg QD) +
prednisone (5mg BID),

= Arm ll: olaparib (300 mg BID)
= Arm llI: olaparib + abiraterone/prednisone

Crossover at progression was permitted in
Arm | and Il pts.

Arm IV: Pts with other HRRm received
olaparib (300 mg BID) and switched to
abi/pred at progression

Primary endpoint: rPFS
Secondary endpoints: OS, RR, PSA-RR, toxicity

Registration

Germline or Somatic DNA repair defect

BRCA1, 2 or ATM +ve for exploratory defect

Randomization1:1:1 Off protocol

Arm3
Olaparib 300 mg
POBID+
Abiraterone +
Prednisone

Progression Progression

Off protacol

Hussain M, et al. ASCOGU2026

Arm2
Olaparib 300 mg
POBID

Arm1
Abiraterone +
Prednisone

Arm4
Olaparib 300 mg
POBID

Progression

Discontinue Olaparib
& start Abiraterone +
Prednisone

Discontinue
Olaparib & start
Abiraterone +
Prednisone

Discontinue
Abiraterone &
start Olaparib



CPMRC. Estudio BRCAAway 2J S208E

Arm |V:
Arm |: Abi/pred |A Arm lll: Abi/pred + Ola

ge, Median (IQR) 63 (60-69) 68 (66-72) 69 (62-74) 70 (63-78)
Race, N (%)
Black 2 (1%) 2(9.5%) 2(9.5%) 2 (12%)
Hispanic or Latino 0 0 1 (4.8%) 0
Non-Hispanic White 17 (89%) 19 (90%) 18 (86%) 15 (88%)
ECOG PS, N (%)
0 10 (53%) 15(71%) 16 (76%) 9 (53%)
1 9 (47%) 6(29%) 5 (24%) 8 (47%)
(BI;:a}Ilna PSA (ng/mL), Median 14 (3.7133) 14 (7.7-33) 15 (6.3-39) 9.3 (5.2-69)
Sites of Metastatic Disease, N (%)!
Bone 16 (84%) 13 (62%) 16 (76%) 13 (76%)
Lymph node 9 (47%) 12 (57%) 10 (48%) 10 (59%)
Visceral? 2 (11%) 3 (14%) 7 (33%) 5 (29%)
Other? 1 (5.3%) 2(9.5%) 0 3 (18%)
Measurable Disease, N (%) 8 (42%) 11 (52%) 9 (43%) 8 (47%)
Genetic Mutation, N (%)
Germline 9 (47%) 13 (62%) 11 (52%) -
Somatic 10 (53%) 8(38%) 10 (48%) -
Canonical Mutation, N (%)?
ATM 4 (21%) 3 (14%) 5 (24%) =
CA1 2 (11%) 0 1 (4.8%) -
BRCA2 13 (68%) 19 (90%) 15 (71%) -
Previous Treatments, N (%)'4
Docetaxel 8 (42%) 4 (19%) 4 (19%) 5 (29%)
Darolutamide/Enzalutamide 1(5.3%) 0 1 (4.8%)
Sipuleucel-T 3 (16%) 4 (19%) 2 (9.5%) 4 (24%)
Other Agent(s)® 2 (11%) 2(9.5%) 0 1(5.9%)

Hussain M, et al. ASCOGU2026 —
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CPMRC. Estudio BRCAAway (o0 €210RIE
Efficacy Summary: Objective and PSA Response Rates

Objective RR: 22% Objective RR: 9.5% Objective RR: 33%
PSARR: 61% PSA RR: 67% PSA RR: 95%
Und PSARR: 17% Und PSA RR: 14% Und PSARR: 38%

Treatment Arm
Abifpred
Ola

Abi/pred + Cla
Exploratory

PSA RR: 12%
Und PSA RR: 5.9%
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Subject ID + Mutation Type
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Frae Survival

{ probakbility)

Pragression

0.73

0,50

=
T

CPMRC. Estudio BRCAAway 4

Median PFS:
Abi/pred: 8.6 m (2.9, 17)
Ola: 14 m (8.4, 20)
Abilpred + Ola: 39 m (22, NR)

Treatment Arm
=+ Abifpred

—+ Cla

=+ &hifpred + Qla

=[1] )

" Time (Morths}
HRs:
Abi/pred + Ola vs Abi/pred: 0.33 (0.15, 0.72)

Abi/pred + Ola vs Ola: 0.37 (0.17, 0.84)

Crverall Survival

[probabilily )

1]
=]

GO

Grupo Oncolégico

Median OS:
Abilpred: 28 m (13, NR)
Ola: 37 m (26, NR)

Abilpred + Ola: 68 m (38, NR)

Treatmant Ammn
—+ Abifpred

-+ Ola

=+ Abwiored + Ol

55% vivos
a 5 anos

43 EQ
Tirre (Menths]

HRs:

Abi/pred + Ola vs Abilpred: 0.39 (0.16, 0.93)

Abilpred + Ola vs Ola: 0.51 (0.22, 1.18)

Hussain M, et al. ASCOGU2026
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(probability)
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CPMRC. Estudio BRCAAway () conorTe
Brazo exploratorio descriptivo no randomizado

Median PFS: 5 m (2, 11)

QOverall Survival
(probability)

2430 36 42 48 54
Time (Months)

60

66

1.00
Median OS: 39 m (21, 49)

0.75

Tratamientos
0.50 .

Posteriores?

0.25

0.00
0 12 24 36 48 60 72 84 96

Time (Months)
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VIR-5500 (AMX-500): Un Nuevo Horizonte en el Tratamiento del Cancer de Prostata
Metastas|co ReSIstente ala Castraclon (mCRPC)

n MECANISMO DE ACCION - ACTIVADOR DE CéLULAS T “DUAL-MASKED"

Un puente entre el tumor y el sistema inmune

El frmaco actda como un activedor de células T que une el antigeno PSMA
en las células tumorales de préstata con el receptor CD3 en los linfocitos T.

Célula Tumoral

(Céncer de Préstata) VIR-5500

Tecnologia PRO-XTEN® de
enmascaramiento dual

Los dominios de unidn estin
enmascarados para activarse

en el microambiente tumeral,
rendo la taxici b B0

Activacion dirigida de linfocitos T
VIR-5500

*i--\/w

Al unirse a ambos objetivos, provoca la infiltracién y activacion
de células T dentro del tumor para destruir las células cancerosas.

B DISENO DEL ESTUDIO, EFICACIA Y SEGURIDAD

DISENO DEL ESTUDIO DE FASE 1 (PART 1 MONOTERAPIA)
Poblacion de pacientes con mCRPC - Mediana de 4 lineas de

terapla previas  (98% tratados con taxanos y 100% con ARPI) e —_—
e Qw Cohortes de dosis Q3W
Estrategia de semanal |  (Enfoque en dosis altas)
— Escaladas hasta aicanzar niveles
oscalada de dosis Q3w criticas de x3000 pgikg para':namiur
(Cada tres semanas) la respuesta terapéutica.

RESULTADOS PRINCIPALES DE EFICACIA (Dosis 23000 pg/kg)

82% PSA50 53% PSA90 45% ORR

Una gran mayorfa alcanzé una de la mitad superd de Respuesta

reduccion del PSA de al menos el 50% e|90%deveduccm sewncmemsREC v11

Respuestas rapidas y duraderas

Descensos profundos de PSA tan pronto como el Ciclo 1 Dia 8, con evidencia de durabilidad radiografica.
Data Table (R de Resp Profundidad de la respoesta x3000 pg/kg GIW)

' Cualquier descenso de PSA: 88% (1517)
PSAS8 (Descenso 250%): 82% (14/17)
PSA98 (Descenso 290%): 53% (317)
PSA99 (Descenso 299%): 29% (W17)

7| ORR(Respuesta Objetiva): |
45% (9M)
PERFIL DE SEGURIDAD Y TOLERABILIDAD
SIN SRC & 12.1% Eventos 2 AUSENCIA
DLTs Princaente oersos  {“/ DEICANS
Todas las cohortes W&mdosou:mdéndo Baja incidencia de eventos Noympt::amuso_sdt
HTssmmmn fcmm(mn)ewddma eonelmm. asociada a célutas
profilaxis con esteroides o anti-IL-6. ~factoras inmunes.

de Bono J, et al. ASCOGU2026 - —



@79 coNoRTE
Grupo Oncolégico

T e s Estudio PAnTHA Fase 1: Resumen Ejecutivo de 22°Ac-PSMA-Trillium en mCRPC

Disefio Molecular Trifuncional Macropa Perfil de Seguridad Manejable
2 i Srid A chelator
25Ac-PSMA-Trillium (BAY 3563254) presenta una Targeting

== — - estructura diferenciada para maximizar eficacia y agent /\ )\ DLT"? s Casos de .

e oo | saquidact 90 N (Toxicidades xerostomia
Recomendada para Expansion (RDE). * Quelante M“,’{s‘"’"m’ Permite un marcaje estable y -’_ N [N@Nj Limitantes de Dosis) Grado 3
eﬂ?'eme cor} . he. : s ; Amum‘:ﬁ,ﬁdi \( —/ 7/ Tratamiento bien tolerado. Los eventos adversos (TEAEs) de grado 2 3
mFU: 7.2 m * Unién a albdmina: Aumenta el tiempo de residencia ng

moiety mas comunes fueron linfopenia y anemia, sin reportes de interrupcién

en plasma, optimizando la exposicion tumoral. permanente por toxicidad limitante inmanejable.

. o o Best percentage change in PSA
Eficacia Excepcional en RDE (125 kBq/kg) - A
La Dosis Recomendada de Expansién (RDE) demostr6 respuestas bioquimicas . S 5 o e 1010 R Smean €10
y radiograficas profundas. 3
. B Baseline SUVmean
0 0 i =6 >6-510 >10
é (N=10)  (N=25) ([N=19)
o 0 g PSAﬁ; response 2 57 9%
2 rate,
PSAS50 (Tasa de respuesta de ORR (Tasa de respuesta objetiva, E
declive de PSA 2 50%) confirmada y no confirmada) 3
) L. ) L. . g PSAS0 responses were cbserved
Validacion Biolégica Independiente : B s
+ SUVmean basal: Las respuestas PSA50 ocurrieron en : with hlnhQUVmearT

todos los niveles, alcanzando un 93% de respuesta en
pacientes con alta captacion (SUVmean >10).

« Dindmica de ctDNA: Disminucién >50% del ctDNA en el
100% de los pacientes con respuesta PSASO en la dosis
RDE. Se observé aclaramiento de ctDNA en el 36% (C2D1).

Transicion a Fase 3

Basado en la ausencia de DLTs, la preservacion de las glandulas salivales y una eficacia sin precedentes (ORR 71% en 125 kBqg/kg), el estudio transita exitosamente a ensayos
de Fase 3 para pacientes con mCRPC. Expansion de dosis actualmente en curso en tres cohortes estratégicas.

Saad F, et al. ASCOGU2026



Conclusiones y cdmo me cambia la practica clinica) 5000

1. Cancer de prdstata localizado
+  Estudio PEACE-2 £9
 MMAI-derived prognostic biomarker in CHHiP tr|aI
* GUNS trial @

2. Cancer de prostata metasfcéﬁsico hormonosensible
* Capitello-281-PROS | .4
+  PSMAddition health-related QoL I} =

3. Cancer de prdstata metastasico resistente a castracion
*  Estudio PEACE-3 &/
*  Estudio BRCA Away 4 {5
* Phase 1 AMX-500 \:;’?
e Phase1 225Ac-PSMA @

=
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