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v Employment: none

v Consultant or Advisory Role: Astellas Pharma, Roche, Novartis AAA, Astra-Zeneca, Bayer, Bristol-
Myers-Squibb, Recordati, Ipsen, Merck, Pfizer, MSD, Janssen

v Stock Ownership: none

v Research Funding: none

v Speaking honoraria: Novartis AAA, Almirall Pharma, Astellas Pharma, Astra-Zeneca, Bayer, Bristol-
Myers-Squibb, Merck, MSD, Roche, Pfizer; Janssen

v Travel/Accommodations: Bristol-Myers-Squibb, Pfizer, Roche, Astellas Pharma, MSD, Merck
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 HISTORIA NATURAL
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« EVOLUCION FARMACOLOGICA

Localized MO M1
RP, RT TDA
+ HT
+ Docetaxel
+ chemo? :
+ Abiraterone

vo I

Reponse and progression criteria: RECIST 1.1 and PCWG3
New imaging tools: PSMA-PET

+ Apalutamide

+ Enzalutamide

Apalutamide Docetaxel
Enzalutamide Abiraterone
Darolutamide Enzalutamide

+ Darolutamide

Radium 223

Cabazitaxel

SipUlEUCEI-T Olaparib
Pembrolizumab Rucaparib

/ Lutetium-PSMA | | o barib
Talazoparib

Clinical trials: sequence and combinations
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« CANCERDE PROSTATA: REALIDADES

v" Tumor complejo desde el punto de vista clinico (ademas de molecular): PSA + imagen (convencional frente moderna)

v Dos escenarios claros: CPHSm y CPRCm

v Dentro del CPHSm: alto y bajo volumen /sincrono o metacrénico

v’ Paciente con mutaciones BRCA1/2: peor prondstico pero beneficios claros con iPARP

v" Farmacos que hemos ido aprobando en lineas tardias han pasado a tratamientos iniciales

v’ Ensayos clinicos desarrollados en paralelo: dificil extrapolar conclusiones

v" Frecuentemente los brazos control no son estandares de tratamiento

v" Dificultad en demostrar SG a lo largo de la secuencia de la enfermedad

v Todo ello complica posicionar farmacos que sabemos son eficaces, pero no sabemos dénde utilizarlos exactamente

v Clave: control de sintomas y calidad de vida
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« EVOLUCION FARMACOLOGICA

RP, RT TDA Reponse and progression criteria: RECIST 1.1 and PCWG3
+ HT
+ Docetaxel New imaging tools: PSMA-PET
+ chemo? :
+ Abiraterone Apalutamide | | Docetaxel
+ Apalutamide Enzalutami_de Abiraterone
Darolutamide | | Enzalutamide
+ Enzalutamide Radium 223
+ Darolutamide C'aba2|taxel
Sipuleucel-T Olaparib
Pe b_| | Rucaparib
Lutetium-PSMA ) Niraparib
— — | Talazoparib

Clinical trials: sequence and combinations
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DESARROLLO DE '77Lu-PSMA-617

7 e T S L T NCT04188587
E 1] sayos CI INICOS :PSMAfore (NCT( 04689828) Intervention:
Intervention: . 177Lu-PSMA-I&T
:177Lu-PSMA-617 + 5
: Androgen receptor-directed : Primary outcome measures:
i therapy ’ {LU-PSMA (NCT03454750) : - PSA response
. : i Intervention: :
: Primary outcome measures: 1177Lu-PSMA-617
P ) o Radiographic progression :
RESISERC(NCTOs0a231)}  freesurvival Primary outcome measures Sl e
:Intervention: i i- Disease Control Rate 1"7‘75{“ psﬁ:' 617 +
1177Lu-PSMA-617 i~ Incidence of TS
i i Treatment-Emergent SlZEULARICE
Pg gfry outcome measures: : : Adverse Events i Primary outcome measures:
i response 1 Senesesesarentnenaresusierariersenrnssesenisaeenne - .
i- Safety i’ i - PSA progression free
: survival
iTheraP (NCT03392428)
:Intervention:
i177Lu-PSMA-617 +
NCT03042468 VISION (NCT03511664) ‘cabazitaxel
177Lu-PSMA-617 L e
{177Lu-PSMA-617 :Primary outcome measures: ;
Primary outcome measures: R

i Prlmary outcome measures

- Dose limiting toxicities . §
.- Overall survival i

- Cumulative Maximum
tolerated dose

- Recommended phase 2
dose in 2-wk
dose-fractionation

P pvesassisn

77Lu-PSMA-617 +
Pembrolizumab

Primary outcome measures:

e e eiZoZy "UpFrontPSMA (NCT04343885) ; MEoaicsponse
ke alli {Intervention: 177Lu-PSMA-617 + : - Tolegability

9 Phase | ‘axis-targeted therapy. i docetaxel PERA W, i
iNCT04663997  pri . LuPARP (NCT03874884 '
_Primary outcome measures: . Intervention: e ksl § Intervent(uon ot Potl 617+ Olaparlb

:- Radiographic progression 1177Lu-PSMA-617 + i - PSA response

:free survival. i idocetaxel

: Primary outcome measures:
i : - Dose limiting toxicities
i Primary outcome measures: ; : - Maximum tolerated dose
9 Phase Il i Progression Free Survival : - Recommended phase 2 dose

AlSadi R, et al. Oncologist 2022;27:e957.
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ENSAYOS CLINICOS

Neoadjuvant thera,
4}

Localized MO

b

77 y-PSMA-617 [LuTectomy)

< E-

I . 1 W |

'

r localized disease First-line therapy for mCRPC

1. YLu-PSMA-I&T (Bullseye)
2. YLu-PSMA-617 + enzalutamide (ENZA-P)

v

First-line therapy for mHSPC

177 u-PSMA-617 (UpFrontPSMA, PSMAddition)

N

-

Second-line or later therapy for mCRPC

177Lu-PSMA-617 (LUPSMA, TheraP, VISION)

1771 4-PSMA-617 + olaparib (LuUPARP)

177 y-PSMA-617 + pembrolizumab (PRINCE)

771 u-PSMA-I&T (SPLASH)

257 ¢-PSMA-617 (AcTION)

SemENBW®

17 u-)591 (NCT00538668)

25A¢-1591 (NCT04506567)
27Th-PSMA-TTC (NCT03724747)
131).MIP-1095 + enzalutamide (ARROW)
177 u-PSMA-R2 (NCT03490838)
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EVIDENCIA CIENTIFICA

LuPSMA MCRPC post-ARPI 177-Lu-PSMA PSA response (PSA50) Peter Hofman, M. S. Lancet Oncol 19,
and taxanes & Safety MacCallum CC  825-833 (2018).
(Melbourne,
Australia).
Vision mCRPC post-ARPI Ph 3 (2:1) 831 177-Lu-PSMA +  SOC rPFS / OS (alternate) Novartis Sartor, O. N EnglJ Med (2021)
and taxanes SOC (excl. Chemo & Rad
223)
Therap-P mCPRC post-ARPI Ph 2 rand (1:1) 200 177-Lu-PSMA Cabazitaxel PSA response ANZUP Hofman MS. The Lancet 397, 797—
and docetaxel (PSAS50) 804 (2021).

Buteau, J. P. et al. Lancet Oncol 23,
1389-1397 (2022).

Enza P mCPRC 1st line Ph 2 rand (1:1) 162 177-Lu-PSMA +  Enzalutamide PSA-PFS ANZUP Emmett, L. Lancet Oncol. 25, 563—
(>50% doce & 14% Enzalutamide 571 (2024).
AAP mHSPC) Emmett, L. Lancet Oncol. 26,
1168-1177 (2025).
PSMA- mCPRC post-ARPI Ph 3 (1:1) 468 177-Lu-PSMA Docetaxel rPFS (central) Novartis Morris, M. J. Lancet 404, 1227—
FORE pre-docetaxel 1239 (2024).

Fizazi, K. et al. Lancet Oncol. 26,
948-959 (2025).
Fizazi, K. et al. Ann. Oncol. (2025

PSMA mHSPC Ph 3 (1:1) 1144 177-Lu-PSMA ARPI rPFS (central) Novartis Tagawa S, et al. ESMO 2025
Addition + ARPI
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« EVIDENCIA CIENTIFICA: CPRCm

Enza-P PR-21 PSMAfore Thera P Vision Lu-PSMA
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Lu-PSMA

N=43

*  mCRPC post docetaxel and post ) 4
Abi - Enza 7Lu-PSMA-617

* Radiographic or clinical —_ 6 GBq iv g6 weekly
progression Up to 4 cycles

e ECOGO0-2
\C J N~

Primary endpoint: 50% PSA response rate

Selection based on %8Ga-PSMA y 8F-FDG PET-CT

* High PSMA expression: at least one location with
SUV > 1.5 times normal liver SUV

* Those with discordant uptake (locations with PET-
FDG uptake & no PET-PSMA uptake) were excluded

Response rate o o
T RECIST 82%
PSMA-PET 40%
R " FDG-PET 33%
P
S|
g ““l“I
S IO
B LD e e o S o S S S o S S B B e s s e |

Patients

Toxicity
G1-2 G3 G4

Dry mouth 87% 0 0

Thrombopenia 27% 10% 3%

Anemia 13% 13%
Dry eyes 17% 0 0
Asthenia 50% 0 0

Hofman MS, et al. Lancet Oncol 2018 ;19(6):825.
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VISION
N=831

*  mCRPC post docetaxel

N

* Previous treatment with both: o 177 y-PSMA-617 + N
* 21ARi N protocol-permitted SOC
. i = .
lor2 ta)fane regimens S 7.4 GBq iv g6 weekly
* Protocol-permitted SOC planned = 4 cvcles. increasable to 6
before randomization E \_ cYees, W,
* Excluding chemo, 10, Ra-223, S|, »
investigational drugs = Protocol-permitted SOC
e ECOGO0-2 a2 alone
\ PSMA-positive on "’sGa-PSMA-ll") \
Primary endpoint: OS and rPFS
Selection based on PET-CT ®8Ga-PSMA
* At least one PSMA positive lesion: uptake > liver
uptake (any size)
* No PSMA negative lesions: uptake < liver uptake in
lymph nodes > 25 mm (short axis) or solid > 10 mm
June 2018 March 2019 October 2019
Enroliment start | | Measures implemented Enroliment end
+ Enhanced study site education and communication
+ Enrollment cap at selected sites
77Lu-PSMA-617
+8S0C Overall
N =831
» n=84 n=196 =9
e (56.0% early drop-out) (16.3% early drop-out) i

Baseline characteristics

Analysis Set for Imaging-Based
Progression-free Survival

All Patients Who
Underwent Randomization

Characteristic (N=581) (N=831)
77 y-PSMA-617 plus Standard Care 77 u-PSMA-617 plus Standard Care
Standard Care Alone Standard Care Alone
(N=385) (N=196) (N=551) (N=280)
Median age (range) — yr 71.0 (52-94) 72.0 (51-89) 70.0 (48-94) 71.5 (40-89)
ECOG performance-status score of 0 or 1 352 (91.4) 179 (91.3) 510 (92.6) 258 (92.1)
—no. (%)t
Site of disease — no. (%)
Lung 35 (9.1) 20 (10.2) 49 (8.9) 28 (10.0)
Liver 47 (12.2) 26 (13.3) 63 (11.4) 38 (13.6)
Lymph node 193 (50.1) 99 (50.5) 274 (49.7) 141 (50.4)
Bone 351 (91.2) 179 (91.3) 504 (91.5) 256 (91.4)
Median PSA level (range) — ng/ml 93.2 (0-6988) 0.7 (0-6600) 77.5 (0-6988) 74.6 (0-8995)

Median alkaline phosphatase level (range)
— IU/liter::

Median LDH (range) — [U/literi

108.0 (26-2524) 96.0 (34-1355)

230.5 (119-5387) 232.0 (105-2693)

105.0 (17-2524)

221.0 (88-5387)

94.5 (28-1355)

224.0 (105-2693)

Median time since diagnosis (range) — yr 7.3 (0.9-28.9) 7.0 (0.7-26.2) 7.4 (0.9-28.9) 7.4 (0.7-26.2)
Gleason score at diagnosis — no. (%)§
310 226 (58.7) 118 (60.2) 324 (58.8) 170 (60.7)
Unknown 28 (7.3) 19 (9.7) 42 (7.6) 24 (8.6)
Previous prostatectomy — no. (%) 159 (41.3) 82 (41.8) 240 (43.6) 130 (46.4)
Previous androgen-receptor—pathway
inhibitor — no. (%)|
One regimen 213 (55.3) 98 (50.0) 298 (54.1) 128 (45.7)
Two regimens 150 (39.0) 86 (43.9) 213 (38.7) 128 (45.7)
More than two regimens 22 (5.7) 12 (6.1) 40 (7.3) 24 (8.6)
Previous taxane therapy — no. (%6)**
One regimen 207 (53.8) 102 (52.0) 325 (59.0) 156 (55.7)
Two regimens 173 (44.9) 92 (46.9) 220 (39.9) 122 (43.6)
Docetaxel 377 (97.9) 191 (97.4) 534 (96.9) 273 (97.5)
Cabazitaxel 161 (41.8) 84 (42.9) 209 (37.9) 107 (38.2)

Sartor O, et al. N Engl J Med 2021;385(12):1091.




Il JORNADA TRASLACIONAL

A TRAVES DE LAS VIAS
DE SENALIZACION

DF ONCOLOGIA DE PRECISION: - Sestédanezs

« EVIDENCIA CIENTIFICA: CPRCm

VISION
N=831
*  mCRPC post docetaxel \
* Previous tre?tment with both: o (" 177 u-PSMA-617 + )
* 21ARi N protocol-permitted SOC
* 1 or 2 taxane regimens S 7.4 GBq iv g6 weekly
* Protocol-permitted SOC planned = T R
before randomization E \_ cveies, WV,
* Excluding chemo, 10, Ra-223, S|, "
L’g’g;“ogazth“a' drugs S Protocol-permitted SOC
) - alone
\ PSMA-positive on "’sGa-PSMA-ll") \

Primary endpoint: OS and rPFS

Selection based on PET-CT ®8Ga-PSMA
* At least one PSMA positive lesion: uptake > liver
uptake (any size)

* No PSMA negative lesions: uptake < liver uptake in
lymph nodes > 25 mm (short axis) or solid > 10 mm

Treatment* 17 yu-PSMA-617 Standard care Overall
plus standard care alone (n=734)
(n=529) (n=205)

Medication — no. (%) 529 (100.0) 205 (100.0) 734 (100.0)

Radiotherapy — no. (%) 79 (14.9) 34 (16.6) 113 (15.4)

Other interventions — no. (%) 24 (4.5) 5(2.4) 29 (4.0)

Standard-care anti-cancer medications’

received by =1% of patients —no. (%)*

Gonadotropin-releasing hormone 468 (88 .5) 172 (83.9) 640 (87.2)

analogues

Glucocorticoids 335 (63.3) 134 (65.4) 469 (63.9)

Androgen receptor pathway inhibitors 278 (52.6) 139 (67.8) 417 (56.8)
Enzalutamide 157 (29.7) 87 (42.4) 244 (33.2)
Abiraterone 132 (25.0) 72 (35.1) 204 (27.8)
Apalutamide 10(1.9) 1(0.5) 11(1.5)
Darolutamide 2(0.4) 1(0.5) 3(0.4)

Denosumab 184 (34.8) 80 (39.0) 264 (36.0)

Bisphosphonates 45 (8.5) 28 (13.7) 73 (9.9)

Testosterone 5a reductase inhibitors 16 (3.0) 11 (54) 27 (3.7)

Degarelix acetate 12 (2.3) 1(0.5) 13(1.8)

Degarelix 6(1.1) 5(2.4) 11(1.5)

Estrogens 12 (2.3) 1(05) 13(1.8)

AR pathway inhibitors 64%

Glucocorticoids 57%
Denosumab 36%
Bisphosphonates 10%

Sartor O, et al. N Engl J Med 2021;385(12):1091.
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VISION
N=831
*  mCRPC post docetaxel \ rPFS
* Previous tre?tment with both: o (" 177 u-PSMA-617 + )
: i er ZR :axane regimens ‘g sl Hele e
: o 7.4 GBq iv g6 weekl 90
* Protocol-permitted SOC planned = q q i Hazard ratio: 0.40
before randomization o 9 4 cycles, increasable to 6 y 80 - e .29. Nis75
‘= .Z/o .U , U,
* Excluding chemo, 10, Ra-223, _§ p - 70 p < 0.001 (one-sided)
L’g’g;tiogazth“a' drugs &% Protocol-permitted SOC 60
: - Median 8.7 vs 3.4 months
\ PSMA-positive on "’sGa-PSMA-ll") \ alone 50
: : 401 —+ 7Lu-PSMA-617 + SOC (n = 385)
Primary endpoint: OS and rPFS 56
Selection based on PET-CT %8Ga-PSMA 20
* At least one P.SMA positive lesion: uptake > liver 10- SOC alone (n = 196)
uptake (any size)

* No PSMA negative lesions: uptake < liver uptake in 0
lymph nodes > 25 mm (short axis) or solid > 10 mm

T T T T T T T T 1
012 3 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23

Sartor O, et al. N Engl J Med 2021;385(12):1091.
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* EVIDENCIA CIENTIFICA: CPRCm "
90 -
VISION 80 - Hazard ratio: 0.62
0, .
- (95% CI: 0.52, 0.74)
70+ p < 0.001 (one-sided)
K mCRPC post docetaxel \ - ~ 50
* Previous trea.:tment with both: - 177Lu-PSMA-617 + 5. Median 15.3 vs 11.3 months
* 21ARi . &N protocol-permitted SOC
* lor2 ta)fane regimens S 7.4 GBq iv g6 weekly 40 -
* Protocol-permitted SOC planned = 4 eveles. increasable to 6
before randomization E \_~ cyees, Y, 30
* Excluding chemo, 10, Ra-223, -8 p » 20 -
i igati . —= 17Lu-PSMA-617 + SOC (n = 551
investigational drugs c Protocol-permitted SOC 10- ( )
* ECOGO0-2 oc (e SOC alone (n = 280)
> PSMA'pOSitive on GsGa'PSMA'll*) \ 0 T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
Primary endpoint: OS and rPFS S0C alone - ; Masard varie
Sbarour, - (n = 280) Favors ""Lu-PSMA-617 (95% Cl)
Selection based on PET-CT GBGa-PSMA Ar\l(dersogen receptor pathway inhibi;ras as part of planned SOC YL
. i . No 308 134  — 0.68 (0.53, 0.87)
* At least one PSMA positive lesion: uptake > liver LDH
. <260 IU/L 368 182 = 0.63 (0.50, 0.80)
uptake (any size) |_'> 260 I:J/Lta 182 97 P 0.63 (0.48, 0.84)
* No PSMA negative lesions: uptake < liver uptake in Yes 8 2 e m— 087 (055, 149
lymph nodes > 25 mm (short axis) or solid > 10 mm ECOG score oo sos 061 (050,074
2 41 22 I 0.63 (0.35, 1.13)
Ag<e65 years 145 60 P 0.73 (0.49, 1.10)
> 65 years 406 220 = 0.59 (0.48, 0.73)
R%ﬁite 486 235 —=— 0.63 (0.52, 0.77)
African American or Black 34 21 | 0.60 (0.29, 1.24)
Asian 9 11 I { 1.04 (0.38, 2.81)
All patients 551 280 : i '_.'_| : N S 0.62 (0.52, 0.74)
.2 0.4 06 08 1 1.5 2 25 3

Sartor O, et al. N Engl J Med 2021;385(12):1091
De Bono J, et al. J Clin Oncol 2021;39(suppl 15;LBA4)
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* EVIDENCIA CIENTIFICA: CPRCm
90 -
VISION 80 - Hazard ratio: 0.62
0, .
N=831 (95% CI: 0.52, 0..74)
70+ p < 0.001 (one-sided)
*  mCRPC post docetaxel \ - N 50
* Previous trea-itment with both: - 177Lu-PSMA-617 + 5 Median 15.3 vs 11.3 months
* 21ARi &N protocol-permitted SOC
. i c .
lor2 ta)fane regimens S 7.4 GBq iv g6 weekly 40 -
* Protocol-permitted SOC planned = 4 evcles. increasable to 6
before randomization E \_ cYees, , 304
* Excluding chemo, 10, Ra-223, o " 20 -
i igati e . — "Lu-PSMA-617 + SOC (n = 551
investigational drugs c Protocol-permitted SOC 10- ( )
*+ ECOGO0-2 o e SOC alone (n = 280)
. PSMA'pOSitive on GsGa'PSMA'll*) \_ 0 T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
Primary endpoint: OS and rPFS AR pathway inhibitors 64% _ SoC alone
Glucocorticoids 57% N (%) (:1;2(;3) Favors "77Lu-PSMA-617  Favors SoC e
H - 68 - 1 182/296 (61.5) 83/130 (63.8) —o— .74 (0.57, 0.97)
Selection based on PET CT X Ga P_SMA . Denosumab 36% ARELS =7 161/255 (63.1) 104/150 (69.3) —o—i h.52 (0.41, 0.67)
* Atleastone P.SIVIA positive lesion: uptake > liver Bisphosphonates 10% Taxane regimens 1 206/342 (60.2) 108/165 (65.5) o b 59 (0.46, 0.75)
uptake (any size) T —— o T
* No PSMA negative lesions: uptake < liver uptake in Non-taxane regimens P (és_;)) i (7(1_4)) L e on‘uj 1j23;
lymph nodes > 25 mm (short axis) or solid > 10 mm immundiheragies 0 255/414 (61.6) 1347200 (67.0) == P58 (0.47,0.73)
= 88/137 (64.2) 53/80 (66.3) i 0.72 (0.51, 1.01)
Yes 66/99 (66.7) 43/57 (75.4) - b.54 (0.36, 0.80)
Bore health agents No 277/452 (61.3) 1441223 (64.6) o b 64 (0.52,0.79)
g Yes 59/97 (60.8) 31/48 (64.6) —e—1 .73 (0.47, 1.13)
Ba No 284/454 (62.6) 156/232 (67.2) @ 0.60 (0.49, 0.73)
o Yes 22/30 (73.3) 11/16 (68.8) —_—l h.60 (0.28, 1.28)
Rl No 321/521 (61.6) 176/264 (66.7) e b.62 (0.51, 0.75)
All patients 343/551 (62.3) 187/280 (66.8) | . ) . [p.62 (0.52, 0.74)
25 0.2 0.8 3.2

Sartor O, et al. N Engl J Med 2021;385(12):1091
Vaishampayan N, et al. J Clin Oncol 2022;40(suppl 16;abstr 5001)
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* EVIDENCIA CIENTIFICA: CPRCm '
90
VISION 80 - Hazard ratio: 0.62
0, .
N=831 (95% CI: 0.52, 0..74)
70+ p < 0.001 (one-sided)
*  mCRPC post docetaxel \ - ~ 50
* Previous treatment with both: - 177Ly-PSMA-617 + N Median 15.3 vs 11.3 months
* 21ARi . &N protocol-permitted SOC
* lor2 ta)fane regimens S 7.4 GBq iv g6 weekly 40 -
* Protocol-permitted SOC planned = 4 cveles. increasable to 6
before randomization E \_~ cyees, Y, 30
* Excluding chemo, 10, Ra-223, S|, - 20
o o a 177 - - =
investigational drugs < Protocol-permitted SOC o —+ "Lu-PSMA-617 + SOC (n = 551)
*+ ECOGO0-2 o e SOC alone (n = 280)
> PSMA'pOSitive on GsGa'PSMA'll*) \ 0 T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
Primary endpoint: OS and rPFS AR pathway inhibitors 64%
Glucocorticoids 57%
Selection based on PET-CT ®8Ga-PSMA Denosumab 36% socaione (I
* At least one PSMA positive lesion: uptake > liver Bisphosphonates 10% _ UBELU BN Favors 7Lu-PSMA-617  Favors SoC
uptake (any size) PRSP ’ N (%) nIN (%) < s HR(95%C)
+ No PSMA negative lesions: uptake < liver uptake in ARPIs Lis 1?3222 gg; 17170/’1 11646(5;376'53)) bl 8?2 Eggg ggg;
lymph nodes > 25 mm (short axis) or solid > 10 mm Bone health agents Y€ 152/240 (63.3) 86/125 (68.8) —e— 0.59 (0.45: 0.78)
onehealih agen's — \o 191/311 (61.4) 101/155 (65.2) o 0.64 (0.50, 0.82)
E— Yes 51/75 (68.0) 22/31 (71.0) — 0.78 (0.46, 1.32)
Gl T 292/476 (61.3) 165/249 (66.3) e 0.60(0.49, 0.73)
All patients 343/551 (62.3) 187/280 (66.8) Y 0.62(0.52, 0.74)
I 0.05 0.2 0.8 3.2

Sartor O, et al. N Engl J Med 2021;385(12):1091
Vaishampayan N, et al. J Clin Oncol 2022;40(suppl 16;abstr 5001)
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*  Protocol-permitted SOC planned
before randomization
* Excluding chemo, 10, Ra-223,
investigational drugs
*+ ECOGO0-2

\

\ PSMA-positive on ¢3Ga-PSMA-11* } \

Primary endpoint: OS and rPFS

Selection based on PET-CT %8Ga-PSMA

* At least one PSMA positive lesion: uptake > liver

uptake (any size)

* No PSMA negative lesions: uptake < liver uptake in
lymph nodes > 25 mm (short axis) or solid > 10 mm
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§ 75 -
& 5
e A 2
— 77Lu-PSMA-617 + T 25-
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(= . &
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= . E —25-
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€ & 50l P _250%: 1777365 (46.0%)7 | N 2 196 %)
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p . - =75 = B0%: 127/385 (33.0%)' ® 80%: 4/196 (2.0%)"
© Protocol-permitted SOC FEEEE bkl | ittt
oo I ~100 -
alone
AR pathway inhibitors 64% Time to first symptomatic skeletal event
Glucocorticoids 57% 100 No. of Events]
ma
Bisphosphonates 10% 20 .
i 1770 s PSMA. 77Lu-PSMA-617+  256/385 11.5
70 ) PSMA-617 +standard care Standard Care
60 Standard Care  137/196 63
50 Alene
40 Hazard ratio, 0.50 (95% Cl, 0.40-0.62)
P<0.001
30+
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10+
0 I | I I I I I I I I 1

Sartor O, et al. N Engl J Med 2021;385(12):1091.
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* Previous treatment with both:
* 21ARi
* 1 or 2 taxane regimens
* Protocol-permitted SOC planned
before randomization
* Excluding chemo, 10, Ra-223,
investigational drugs
* ECOG0-2

\ PSMA-positive on "’sGa-PSMA-ll")

Primary endpoint: OS and rPFS

Selection based on PET-CT %8Ga-PSMA

At least one PSMA positive lesion: uptake > liver

uptake (any size)

No PSMA negative lesions: uptake < liver uptake in
lymph nodes > 25 mm (short axis) or solid > 10 mm
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£ 20 | e e
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S Protocol-permitted SOC o4
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\
 BPI-SF pain intensity (n=581)
AR pathway inhibitors 64%
. o 1004 4 Hazard ratic,
Glucocorticoids 57% 90 - %.I 0.52 (95% Cl: 0.43, 0.63)
Denosumab 36% - qf;x__% Median
Bisphosphonates 10% 70 \\ (mo}
B & ard care o
7 h"\ '-\ TLu-PSMA-61T + standard 59
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- Y "
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Sartor O, et al. N Engl J Med 2021;385(12):1091.
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OS by PSA-response
*  mCRPC post docetaxel \ y P
. H i . : PSA increase (n/n = 122/149)
=1ARi , N protocol-permitted SOC i ——— 20-<50% dedline (n/n = 65/95)
* 1 or2taxane regimens g 7.4 GBq iv g6 weekly ——— 250-<00% decline (n/n = 83/152)
*  Protocol-permitted SOC planned B 4 oveles. increasable to 6 80 = Z590% decline (i = 21/85)
before randomization E \_ "~ cycies, J 70 o
* Excluding chemo, 10, Ra-223, S|, » 60 —
investigational drugs = Protocol-permitted SOC 50 -
« ECOGO-2 o alone
. 40 =
\ PSMA-positive on "’sGa-PSMA-ll") \
— = Kaplgn-Meier medians
Primary endpoint: OS and rPFS AR pathway inhibitors 64% 20 Egi'gg{zadseiﬁig T: Grmo
Glucocorticoids 37% 10 250-<90% deciine: 18.3 mo T e———l
Selection based on PET-CT ®8Ga-PSMA Denosumab 36% 0~ 290% decline: NE
* At least one PSMA positive lesion: uptake > liver - T T T T T T T T T T T T T T T T T
POSItlV lon: up W Bisphosphonates 10% 0o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

uptake (any size)

* No PSMA negative lesions: uptake < liver uptake in
lymph nodes > 25 mm (short axis) or solid > 10 mm

Armstrong AJ, et al. Eur Urol 2024;86(1):52.
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mCRPC without known

genetic alterations?

1}

A
All patients with bone metastases

7

! ! 1! }

FS

N ' ' N
No prior ARPI : Prior .
(prior ADT monotherapy or ADT-docetaxel) Prior ARP docetaxel-ARPI AVRC
hll Docetaxel [lll, A; MCBS 3] Ly-PSMA-617* Platinum-based ChT [ll, B]:
Abiraterone [1, A; MCBS 4]¢ Bone-predominat 1Ly-PSMA-6171 11, A; MCBS 5J¢ * Platinum-etoposide +
Enzalutamide [1, A; MCBS 4J¢ metastases [l, B; MCBS 3¢ Cabazitaxel immunotherapy
Docetaxel® [, A; MCBS 3] [1, A; MCBS 3] e Platinum-taxane

Cabazitaxel' I, A; MCBS 2] l

ARPI-PARPi [l, C]:
* Enzalutamide—talazoparib? [MCBS 3]°
 Abiraterone—olaparib¢ [MCBS 2]

ZZRa" + BPA [l, A; MCBS 4]¢

Enzalutamide—**Ra’ + BPA [ll, C]

Fizazi K, et AL. Ann Oncol 2026;Feb 10:50923-7534(26)00042-6.
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- APROBACION ESPANA

Indicacidn autorizada

Pluvicto en combinacién con terapia de
deprivacién androgénica (TDA) con o sin
inhibidores de la via del receptor
androgénico (RA) esta indicado para el
tratamiento de pacientes adultos con

cancer de préstata metastasico progresivo
resistente a la castracién positivo al
antigeno de membrana especifico de la
préstata (PSMA) que han recibido
tratamiento con inhibidores de la via del
RA y quimioterapia con taxanos (ver

indicaciéon

Si, con restriccion a la indicacion
autorizada: Pacientes adultos con cancer
de préstata metastasico progresivo
resistente a la castracién, positivo al
antigeno de membrana especifico de la
prostata (PSMA) que han recibido
tratamiento con inhibidores de la via del
receptor androgénico (RA) y dos lineas de
guimioterapia con taxanos, o bien en
pacientes que no son elegibles para una
segunda linea de quimioterapia con
taxanos, en combinacién con terapia de
deprivacién androgénica (TDA) con o sin
inhibidores de la via del RA.

Los pacientes deben cumplir los
siguientes criterios:

- Expectativa de vida >6 meses.

- ECOG 0-1.

seccion 5.1)

- Captacién de PSMA en la mayoria de las
lesiones, por PET/TC o PET/RM y ausencia
de lesiones PSMA negativas relevantes.

- Ausencia de metastasis hepaticas,
cerebrales o caracteristicas
neuroendocrinas.

- Haber recibido al m:nos un inhibidor de
la via del RA y dos tratamientos de
guimioterapia basada en taxanos,
habiendo progresado a cabazitaxel o
haber recibido al menos un inhibidor de
la via del RA y no ser candidato a taxanos
de segunda linea.

- No haber recibido tratamiento previo
con terapia de radioligandos (TRL)
dirigida a PSMA.

- Funciones medular, hepatica y renal
adecuadas:

* Para la reserva medular: recuento de
leucocitos 22,5 x 109 /L o neutrdfilos 21,5
x 109 /L; plaquetas =100 x 109 /L;
hemoglobina =9 g/dL

* Para la funcién renal: creatinina sérica
<1,5 x LSN o aclaramiento de creatinina
>50 mL/min

* Para la funcién hepatica: bilirrubina
total <1,5 x LSN; ALT o AST <3,0 x LSN.

- No haber presentado toxicidad
hematolégica grave (grado =3) o
mantenida con los tratamientos previos.
- Los pacientes con antecedentes de
metastasis en el sistema nervioso central
deben haber recibido terapiay
encontrarse neurolégicamente
estables.

* Se realizaréd un anélisis de PSA alas 12
semanas a todos los pacientes,
coincidiendo con el tercer ciclo de
Pluvicto. En caso de vue el valor del PSA a
las 12 semanas sea superior al valor
basal, se procedera a la interrupcion del
tratamiento con Pluvicto.

https://www.sanidad.gob.es/profesionales/medicamentos.do?metodo=verDetalle&cn=759982.

* Las dosis se podran cancelar sin coste
hasta 72 horas laborables antes de la
hora programada de inyeccion.
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TheraP

N=200

mCRPC post docetaxel suitable fo

cabazitaxel

PD with rising PSA and PSA 2 20
ECOG 0-2

Previous ARi therapy

PET eligibility criteria*

Primary endpoint: 50% PSA response rate

Selection based on PET-CT 8Ga-PSMA & 8F-FDG
PSMA SUVmax > 20 at any location
Measurable disease with SUVmax > 10

No FDG positive / PSMA negative sites

L]

Central imaging review

Low PSMA-Expression Discordant Disease

_ ( vnypsma617 )
r\ S 8.5 GBq iv g6 weekly PSMA- FDG+ PSMA+ FDG+PSMA- PSMA+ FDG+ FDG-
S J 0.5 GBq each cycle . ® i = @ (e
= | L] X e ) I vy y
g \ Up to 6 cycles y Ve - _:; é _ } ‘1&, :
-5 - e \ Ve A .t o,
e ™ ~ N 2 -y
'§ Cabazitaxel - _}_’__‘ ‘3 &1@ ‘ ’ﬁ 3 .
J| & 20 mg/m2 iv g3 weekly » g A " =9
Up to 6 cycles N’ A . e B S :
\, y - .?‘. ) 1 M ﬁ (i -
* \ ;

n=29 (10%) n=51(18%)

Ineligible (n=80, 28%)

Hofman MS, et al. Lancet 2021;397(10276):797.
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Primary Endpoint: PSA response rate: 66% vs 37% (p<0.001)

100 PSA reduction =50% -
80 from baseline |
TheraP ‘o = so
i o -
= Il No post-baseline
N=200 z 40 .
( \ . 4 177 u-PSMA-617 ) % . mulll"ll PSA assessment | “ “u
*  mCRPC post docetaxel suitable for — 8.5 GBq iv 6 weekly Lé o |||||||||h 37% (95% C127-46) || In... 66% (95%Cl 56-75)
cabazitaxel S J 0.5 GBq each cycle g Illlllllm | 1I’|||
* PD with rising PSA and PSA 2 20 E 3 Up to 6 cycles ) 5 -
« ECOGO0-2 I g 4o o] 1.
¢ Previous ARi therapy S Cabazitaxel A -60 .
. e =
\ PETeligibility criteria J| & 20 mg/m2 iv g3 weekly oo foe e B OO
Up to 6 cycles -100
e P o - Cabazitaxel (n=101) [*’Lu]Lu-PSMA-617 (n=99)
Primary endpoint: 50% PSA response rate
Selection based on PET-CT %*Ga-PSMA & #F-FDG PES 6 05
. 1.00 — [7Lu]Lu-PSMA-617 ] i i
* PSMA SUVmax > 20 at any location v 1.00 o e 2 14 peooo
* Measurable disease with SUVmax > 10 075 - |
e . . HR 0-63 (95% Cl 0-46-0.86)  0-73 i Cabaglkaxel
* No FDG positive / PSMA negative sites p=0.0028 abazitaxe
B . . — ILy-PSMA-617
* Central imaging review 050+ 0.50 ’
0-25 - 0.25
0 I ! I ! J 1 O'OO_ T T T T T T T T T T T 1 T
0 3 6 9 12 15 18 0 3 6 9 12 15 18 21 24 27 30 33 36

Hofman MS, et al. Lancet 2021;397(10276):797.
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¢ Je

0c AN
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« ¥

[ |
TheraP ‘

N=200

/ \ - 4 177Lu-PSMA-617 R
*  mCRPC post docetaxel suitable for i 8.5 GBq iv 96 weekly
cabazitaxel 5 J: 0.5 GBq each cycle
* PD with rising PSA and PSA 2 20 ‘r"hg Up to 6 cycles
. ECOG0-2 1S /
B e the.rap:y* -§ [ Cabazitaxel R 7
\0 PET eligibility criteria ) s 20 mg/m2 iv g3 weekly n=29 (10%) n=51(18%)
L Up to6 cyc|es ) Ineligible (n=80, 28%)
Primary endpoint: 50% PSA response rate
y P ° P 100% 1 os == Cabazitaxel
. - Lu-PSMA
Selection based on PET-CT ®8Ga-PSMA & 8F-FDG ™y Sl;een_Fa"
* PSMA SUVmax > 20 at any location L
* Measurable disease with SUVmax > 10
* No FDG positive / PSMA negative sites 50%

* Central imaging review

25% 1

0% 1

0 3 6 9 12 15 18 21 24 27 30 33 36

Hofman MS, et al. Lancet 2021;397(10276):797.
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PSMAfore
N=468 4 ) rPFS
("~ mCRPC N | o 177Ly-PSMA-617
*  Previous ARi therapy g 7.4 GBq iv g6 weekly 100 — 77Lu-PSMA-617
* 21PSMA + lesion on ¢8Ga-PSMA- = Up to 6 cycles —— ARPI change
80
— PE.I-/CT . . 'g \ J Lu-PSMA-617 group: median 11-60 months (95% Cl 9-30-14-19), 154 events
* Candidates for change in ARi o) - \ ARPI change group: median 5.59 months (95% Cl 4-21-5.95), 180 events
¢ Taxane-naive 'g ARi change: 60 — HR 0-49 (95% C1 0-39-0-61)
\ ECOG 0-1 - i Abiraterone or
3 enzalutamide ) 40
Primary endpoint: rPFS
20 -
Selection based on PET-CT %8Ga-PSMA
* At least one PSMA positive lesion: uptake > liver 0 T T 1 T T T T T T T T T T T 1
uptake(anysize) poSItV ! P W 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No PSMA negative lesions

Morris MJ, et al. Lancet 2024;404:10459.
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+ EVIDENCIA CIENTIFICA: CPRCm Overall responses
PSMAfore 100 [ “Lu-PSMA-617 group (n=213) - O ARPI change group {n=221)
B0 - —
_ R Patients with P5A response: 1% Patients with PSA response: 17%
N=468 ( ) 60 (g5% I 44-58) 1 exa1zz
/"« mCRPC N | o 177 y-PSMA-617 i |
L f
« Previous ARi therapy 5 7.4 GBq iv g6 weekly 204 7
* 21PSMA +lesion on ©Ga-PSMA- | | = Up to 6 cycles e e  A—
11 PET/CT N Y. 20 _
* Candidates for change in ARi E e ] p ~40 st |y
* Taxane-naive 2 ARi change: 60 -
. ECOG 0-1 ) S Abiraterone or 80— .
3 enzalutamide ) -100

Primary endpoint: rPFS

Selection based on PET-CT 4Ga-PSMA
At least one PSMA positive lesion: uptake > liver

uptake (any size)
No PSMA negative lesions

1004, [ 7’Lu-PSMA-617 group (n=72)
~ [ ARPI change group (n=72)

7Lu-PSMA-617 group: ORR 50% (95% C138-62)
duration of response NE months (15-67-NE)

y
707 ARPI change group: ORR 15% (95% CI 8-26)
60 duration of response 10-05 months (4-63-NE)
50+ 44%
40+
q %
29% 32% >3
30
21%
20 15%
11% 7%
10 4%
3% -
0 I I | I
Complete soft Partial soft Stable soft Progressive soft Unknown

tissue response tissue response tissue disease tissue disease

Morris MJ, et al. Lancet 2024;404:10459.



Il JORNADA TRASLAUUNAJ_ éETSHéﬁ/AE’BZDKCLléNsviAS Il - (EaEeEnaaNIEEE s I e DE  EEEn
DE ONCOLOGIA DE PRECISION: SIHAEIS,, e | S ————— e e |

« EVIDENCIA CIENTIFICA: CPRCm
PSMAfore

N=468

ﬂ mCRPC \

* Previous ARi therapy
* 21PSMA + lesion on ¢8Ga-PSMA-

11 PET/CT

* Candidates for change in ARi
* Taxane-naive

Q ECOG 0-1 )

R Ys )
. 7Lu-PSMA-617
: 7.4 GBq iv qb6 weekly
2 Up to 6 cycles
AN y,
: \
T ARi change:
S Abiraterone or
3 enzalutamide )

Primary endpoint: rPFS

Selection based on PET-CT %8Ga-PSMA

* At least one PSMA positive lesion: uptake > liver
uptake (any size)

* No PSMA negative lesions

100

80

60

40

20

QoL
— "Lu-PSMA-617
—— ARPI change
Worsening of FACT-P total score T .

| | T I | | | | T | | T |
2 4 6 8 10 12 14 16 18 20 22 24 26

— 7Lu-PSMA-617
—— ARPI change

Worsening of BPI-SF pain intensity score S

0

T T T T T T T T T T T | |
2 4 6 8 10 12 14 16 18 20 22 24 26

Morris MJ, et al. Lancet 2024;404:10459.
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PSMAfore

N=468 4

ﬂ mCRPC \

* Previous ARi therapy
* 21PSMA + lesion on ¢8Ga-PSMA-

11 PET/CT

77 u-PSMA-617
7.4 GBq iv qb6 weekly
Up to 6 cycles

* Candidates for change in ARi
* Taxane-naive

Q ECOG 0-1 )

Randomization 1:1
4

ARi change:
Abiraterone or
enzalutamide

oS
\
60.3% Y’Lu-PSMA-617 group: median 23-66 months (95% Cl 19-75-NE), 104 events
270 ARPI change group: 23-85 months (20-60-26-55), 112 events
HR 0-98 (95% Cl 0-75-1-28), p=0-44

/ —— "Lu-PSMA-617

A —— ARPI change

y i

Primary endpoint: rPFS

Selection based on PET-CT %8Ga-PSMA
* At least one PSMA positive lesion: uptake > liver

uptake (any size)
* No PSMA negative lesions

T T | T 1 T 1 1 | | 1 1 1 1 T |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Morris MJ, et al. Lancet 2024;404:10459.
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PSMAfore

N=468 4

mCRPC \
Previous ARi therapy
21 PSMA + lesion on %8Ga-PSMA-

11 PET/CT

ULu-PSMA-617
7.4 GBq iv q6 weekly
Up to 6 cycles

60.3%

Candidates for change in ARi
Taxane-naive
ECOG 0-1 )

Randomization 1:1
4

ARi change:
Abiraterone or
enzalutamide

J

Primary endpoint: rPFS

Selection based on PET-CT %8Ga-PSMA

At least one PSMA positive lesion: uptake > liver
uptake (any size)
No PSMA negative lesions

Table 1. Crossover-adjusted overall survival by IPCW and RPSFT

77Lu-PSMA-617 ARPI change
(n = 234) (n = 234)

IPCW-adjusted OS hazard ratio (95% Cl)*
Model 1

Model 2
Model 3 (full model)
Model 4
Model 5
Model 6
Model 7 (full model)
Model 8

RPSFT-adjusted OS hazard ratio (95% Cl)

0.56 (0.35-0.88)
0.54 (0.32-0.89)
0.59 (0.37-0.94)
0.60 (0.37-0.96)
0.60 (0.38-0.96)
0.55 (0.36-0.86)
0.59 (0.38-0.91)
0.62 (0.42-0.94)

0.84 (0.55-1.28)

Model 1 = rPD confirmed by BICR, ECOG performance
status, and randomized treatment;

Fizazi, et al. Ann Oncol 2025;404:10459.




Il JORNADA TRASLACIONAL
DE ONCOLOGIA DE PRECISION:

A TRAVES DE LAS VIAS
DE SENALIZACION
SEVILLA, 12°Y 13

DE FEBRERO DE 2026

« EVIDENCIA CIENTIFICA: CPRCm

PR.21

N=199

Key Eligibility
+ Chemotherapy-naive mCRPC R
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 = 90 g/L
« CrCl 230 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

1:1 9ziwopuey

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

Docetaxel
75 mg/m? Iv
Every 3 weeks
X 12 cycles

Primary endpoint: rPFS1

(154d4) uoissaidoud arydesSoipey

Docetaxel
75 mg/m2Iv
Every 3 weeks
x 12 cycles

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

(2S4d4) uoissaiBoud aiydesSoipey

e
rPFS1
100 HR: 1.01 (90% CI: 0.77, 1.31); 1-sided p = 0.51

s 1771 y-PSMA-617: median 8.6 months (90% Cl: 7.1, 10.6)
0751 == Docetaxel: median 10.7 months (90% Cl: 7.8, 11.1)

0.501
0.25 1
0.001
0 6 12 18 24 30
Adverse effects
Dry mouth 1
Fatigue |
Nausea | |
Anorexia
Vomiting I
Diarrhea Docetaxel Grade 1
Dysgeusia Docetaxel Grade 2
Mucositis oral I m Docetaxel Grade 3
i m Docetaxel Grade 4
Edema limbs Lu-PSMA Grade 1
Peripheral sensory neuropathy Lu-PSMA Grade 2
Al . M Lu-PSMA Grade 3
opecia B Lu-PSMA Grade 4
Paresthesia
Watering eyes
Febrile neutropenia [ |

Abdominal pain

Docetaxel | 177Ly-PSMA-617
80.00% 60.00% 40.00% 20.00% 0.00% 20.00% 40.00% 60.00% 80.00% 100.00%
ADVERSE EVENT FREQUENCY

» Grade 3-4 treatment related adverse events was 34% in the docetaxel arm and 13% in the 177Lu-PSMA-617 arm

Chi KN, et al. ESMO 2025.
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Enza-P

N=162
( 177 \
/- mCRPC with PSA rising and > 5 ) : Lu-PS!\nA-617
ng/ml - 7.5 GBq iv q6-8w
* ECOGO-2 = x 2 or 4 doses
* No prior chemotherapy or ARPi in E \ Enzalutamide 160 mg y
mCRPC s|, .
\’ 2 2 high risk features Yy, o Enzalutamide 160 mg
oc
Primary endpoint: PSA-PFS
High risk features (at 68Ga-PSMA
least 2): * SUVmax 215 at one site AND 210
* LDH2ULN at all measurable sites

* ALP > ULN

* Alb <3.5g/dL

* De novo metastatic
* <3yrs since diagnosis
* >5 bone mets

* Visceral mets

* PSADT < 84 days

* Opiates

* Prior abiraterone

Adaptative dosing scheme

Lu PSMA Lu PSMA Lu PSMA Lu PSMA

Baseline
Progression

Emmet L, et al. Lancet Oncol 2024;25(5):563.
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« EVIDENCIA CIENTIFICA: CPRCm

Enza-P

N=162 p—
( 177
/° mCRPC with PSA rising and > 5 ) : Lu-PS.MA-617
ng/ml S 7.5 GBq iv q6-8w
+  ECOG 0-2 = X2 or 4 doses
* No prior chemotherapy or ARPi in E \ Enzalutamide 160 mg
mCRPC Slr
\° 2 2 high risk features ) § Enzalutamide 160 mg
S— L
Primary endpoint: PSA-PFS
High risk features (at 68Ga-PSMA

least 2): * SUVmax 215 at one site AND 210

* LDH2=ULN at all measurable sites
* ALP = ULN

* Alb <3.5g/dL

* De novo metastatic
<3yrs since diagnosis
>5 bone mets
Visceral mets

PSADT < 84 days
Opiates

Prior abiraterone

757

50

25

PSA-PFS

— Enzalutamide plus [YLu]Lu-PSMA-617
—— Enzalutamide

HR 0-43 (95% Cl 0-29-0-63)
Log-rank p<0-0001

6 12 18 24

Emmet L, et al. Lancet Oncol 2024;25(5):563.
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« EVIDENCIA CIENTIFICA: CPRCm

Enza-P

N=162

Clinical PFS

ng/ml
*» ECOGO-2

mCRPC
\- 2 2 high risk features

/0 mCRPC with PSA rising and > 5 \

* No prior chemotherapy or ARPi in

77 u-PSMA-617
7.5 GBq iv q6-8w

x 2 or 4 doses
Enzalutamide 160 mg y

N
7

HR 0-47 (95% Cl 0-32-0-69)

)

Enzalutamide 160 mg 0

[ Randomization 1:1 ]
('

\ 0 é 12 18 24

Primary endpoint: PSA-PFS

rPFS

High risk features (at
least 2):

* LDH>ULN

* ALP > ULN

* Alb <3.5g/dL

* De novo metastatic
* <3yrs since diagnosis
* >5 bone mets

* Visceral mets

* PSADT < 84 days

* Opiates

* Prior abiraterone

100~
%8Ga-PSMA

* SUVmax 215 at one site AND 210
at all measurable sites 757

50

25
HR 0-68 (95% Cl 0-45-1-03)

T T T
0 6 12 18 24

Emmet L, et al. Lancet Oncol 2024;25(5):563.
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« EVIDENCIA CIENTIFICA: CPHSm

PSMAddition UpFrontPSMA
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. DEFEBRERO DE 2026 I . [ N [
, AOTeARR | ADT AP
EVIDENCIA CIENTIFICA: CPHSmM .
rPFS Events -n (%) 139 (24.3) 172 (30.1)
PD 112 (19.6) 152 (26.6)
e, o 1 Death without rPD 27 (4.7) 20 (3.5)
PSMAddltlon 100 HR (95% Cl) 0.72 (0.58, 0.90)
pvalue 0.0022
80 b "'l,.*_ Mefmfzs (95%C)  \R(NENE)  NR(297,NE)
N=1144 h gt "
M'HII-.‘_
| {4 o
i \"""HIIMH
Eligible male patients 'TTLu-PSMA-617 " HHH=--a
(7.4 GBq +10% 40
Untreated or minimally 6 cycles qéw)
treated® mHSPC + ADT + ARPIP 20 == ""Lu-PSMA-617 + ADT + ARPI
-+- ADT + ARPI
ECOG PS 0-2
O I T I I I I I I I I I I I I T I I
] : 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
21 PSMA+ metastatic lesion
68 HR(95% CI)  [aiiean kN ey
on %8Ga-PSMA-11 PET/CT . (95% + ADT + ARPI
ADT +ARPI Al patients i 0.72(0.58,0.90)  139/572 (24.3) 172/572 (30.1)
: Tumour volume? High —— 0.72(0.56,0.92)  116/389 (29.8) 144/390 (36.9)
Appropriate for ADT + ARPI Low ——=——— 073(042,1.27) 23/183(12.6) 28/182 (154)
Age <70 years —_— 0.68(0.50,0.92)  75/326(23.0) 99/326 (30.4)
>70 years — e 0.78(0.56,1.10)  64/246 (26.0)  73/246 (29.7)
primary endpoint; rPFS mHSPCh De novoe —a—] 0.74 (0.54,1.01)  74/298 (24.8)  89/274 (32.5)
Recurrent e 0.74(0.53,1.04)  60/249 (24.1)  77/274 (28.1)
Previous/planned treatment to primary tumour? Yes e 0.75(0.46,1.22)  31/156 (19.9)  35/155 (22.6)
No — 0.71(0.55,0.92)  108/416 (26.0) 137/417 (32.9)
Initial Gleason score <8 - 054 (0.33,0.88)  29/152 (19.1)  39/134 (29.1)
>3 — 0.76 (0.58,0.99)  99/389 (25.4)  122/406 (30.0)
Baseline LDH level <260 IUIL — 069 (0.53,0.89)  104/471 (22.1) 143/489 (29.2)
>260 UL = 0.61(0.30,1.26)  20/37 (54.1)  18/33 (54.5)
Baseline PSA level <Median e 0.85(0.62,1.16)  73/279(26.2)  83/287 (28.9)
> Median —— 0.60(0.44,0.83)  63/284 (22.2)  89/283 (31.4)
ECOG performance status 0 —a—t 0.78(0.59,1.03)  92/397 (23.2) 107/407 (26.3)
=2 . et 0.63(043,092) 47175(26.9) 64/162 (39.5)
025 05 1.0

Favours 77Lu-PSMA-617 + ADT + ARPl «<———— HR (95% CI)
Emmet L, et al. Lancet Oncol 2024;25(5):563.
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EVIDENCIA CIENTIFICA: CPHSm

PSMAddition
N=1144

Eligible male patients

* Untreated or minimally
treated® mHSPC

ECOG PS 0-2

=1 PSMA+ metastatic lesion
on 88Ga-PSMA-11 PET/CT

Appropriate for ADT + ARPI

Primary endpoint: rPFS

77Lu-PSMA-617
(7.4 GBq +10%
6 cycles gow)

+ ADT + ARPI®

ADT + ARPI®

(01

100
80
Ll T
M= H HEH= H H=
60 1TTLy-PSMA-617
40+ Events — n (%) 85 (14.9) 99 (17.3)
Censored - n (%) 487 (85.1) 473 (82.7)
20- —— 177LU-PSMA—617 + ADT + ARP| HR (95% Cl) 0.84 (0.63, 1.13)
p value 0.1252
-+- ADT + ARPI Me_‘”;zrg:s(%% ) NR(NENE)  NR(NE,NE)
0 \ \ \ \ \ \ \ \ \ \ \ T \ \ \ \ \ \ \ \ \ \
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

Emmet L, et al. Lancet Oncol 2024;25(5):563.
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UpFrontPSMA

N=130

Eligibility
De novo metastatic
hormone-naive
prostate cancer
suitable for docetaxel

1:1 Randomization
Stratified by:

¢ Disease volume
e Duration of ADT

PSMA PET/CT & FDG PET/CT
¢ PSMA SUVmax >15
¢ High-volume metastatic disease
* FDG PET discordance < 5 sites or
< 50% of total disease volume
(PET scans centrally reviewed)

Primary endpoint: undetectable PSA (<0.2 ng/mL) at 48 weeks

PSA PFS

— ["Lu]Lu-PSMA-617 plus docetaxel
— Docetaxel

HR 0-60 (95% Cl 0-37-0-98); p=0-039

100+
90—
80
70
60
50
40—
30
20
10+

6 12 18 24 30 36

rPFS

HR 0-58 (95% Cl 0-32-1-05); p=0-067

T
6 12 18 24 30 36

100
90
80
70
60
50
40-
30
20
10

CR PFS

CRPFS

HR 0-60 (95% Cl 0-38-0-96); p=0-033

100
90
80
70
60
50
40-
30
20
10—

é 12 18 24 30 36

(01

HR 0-83 (95% Cl 0-38-1-83); p=0-646

T T T T T 1
6 12 18 24 30 36

Azad AA, et al. Lancet Oncol 2024;25:1267..



Il JORNADA TRASLA[]UNAL éETSHéAK\l//_\Elez[]ECLlél%VI'AS (L I | IS VP [ e e I
DE ONCOLOGIA DE PRECISION: SHARIE,: | S

* TAKE-HOME MESSAGES
¥ 177Ly-PSMA en monoterapia demuestra beneficio clinicamente relevante en varios escenarios en CPRCm
* Tras ARPi y docetaxel +/- cabazitaxel (VISION): beneficio claro en SG (contra un “SoC” impreciso)
* Tras ARPiy docetaxel (Thera-P): mejora respuestas por PSA response y SLP (secundario), pero no SG
* Tras ARPi (PSMAfore): beneficio significativo vs. 22 agente hormonal. No SG (diseiio?)
* Tras ARPi vs. docetaxel (PR.21): no beneficio en SLPr
* En primera linea combinado con enzalutamida vs enzalutamida (Enza-P): mejora SLP-PSA en mal prondstico

v' 177Lu-PSMA demuestra beneficio inicial in mHSPC
 Combinado con ARPi vs ARPi solo (PSMAddition): beneficio significativo en SLPr. SG inmadura (negativa de
momento).
 Combinado con docetaxel vs docetaxel solo (UpFrontPSMA): beneficio significativo en PSA CR, no parece SLP
ni SG
e Y frente a triplete ?7??
¥ 177y-PSMA presenta un buen perfil de toxicidad
* Boca seca, toxicidad medular, astenia (grado 1-2)

v Es ESENCIAL un buen disefio de ensayos clinicos para entender la magnitud del beneficio de 177Lu-PSMA, el
momento de utilizarlo y ver una optima seleccion del paciente
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