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Enfermedad avanzada: mCPHS
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Enfermedad avanzada: redefiniendo nmCPRC
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* Estudio retrospectivo multicéntrico
* 200 pacientes nmCPRC
* PSA>2ng/dl, PSAdt >10mo GS > 8

55% pacientes M,

Fendler WP et al. Clin Cancer Res 2019;25(24):7448-7454
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Ca Prdéstata con M1 en imagen convencional

Elevacidon postratamiento en mCPRC

Evaluacion de respuesta a tratamiento

Jadvar H et al. J Nucl Med 2022;63(1):59-67
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Seleccion de pacientes
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Diagnéstico Historia Terapia Test Laboratorio Situacidn clinica PSMA PET/TC
inicial
Tiempo desde QT status LDH ECOG Ganglios pélvicos +
diagnostico F Alcalina

Ganglios a distancia +

Hemoglobina Metastasis 6seas
Metastasis hepaticas

Captacion SUV
Alta carga/n? lesiones
Lesiones PSMA -
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VISION trial

1001 177 y.pSMA-617 + SOC (n = 333) SOC alone (n = 138)
Eligible patients n E
: . = y =3 g ]
» Previous treatment with both 3 o o) o
e 21 androggn receptor 2 % g % E 50 |
pathway inhibitor ® z QO ?
. ) < ® 254
* 1 or 2 taxane regimens Protocol-permitted SOC -~ © g "g’
Protocol-permitted standard of care alone % 01
(SOC) planned before randomization g
£ 254
*  Excluding chemotherapy é £e Confirmed decrease Confirmed decrease
:21,2:;0;:2;8;;{5rrjdslum'”& * Randomization stratified by + CT/MRI/bone scans £ 5. 2 50%: 177/385 (46.0%) 2 50%: 14/196 (7.1%)
9 9 » ECOG status (0-1 or 2) « Every 8 weeks (treatment) 3
ECOG performance status 0-2 + LDH (high or low) + Every 12 weeks (follow-up § 754 2 80%: 127/385 (33.0%) 280%: 4/196 (2.0%)
Life expectancy > 6 months » Liver metastases (yes or no) * Blinded independent @
PSMA-positive mCRPC on PET/CT * Androgen receptor pathway el 1004
with Ga-PSMA-11 inhibitors in SOC (yes or no)

50%

Primary
analysis
All randomized o0

40%- [ 77Lu-PSMA-617 + SOC (n = 184)
35.3%

. SOC alone (n =64
patients o Median 15.3 vs 11.3 months 0% (=64
(N = 831)

40
20 £ 20%-
13.0%
20 .
~~ 77.y-PSMA-617 + SOC (n = 551) 10%- 92%
97 s0C alone (n = 280) %
0 T T T T T T T T T T T T T T T T T 0.5%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0%~

Tifne from randomization (months) Complete Partial Stable Progressive Unknown
Number of patients still at risk response response di di
MLu-PSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

Hazard ratio: 0.62
(95% CI: 0.52, 0.74) 41.8%
p < 0.001 (one-sided)

Event-free probability (%)

Proportion of patients

Best overall response per RECIST v1.1

Sartor O. et al. NEJM. 2021;385(12):1091-1103
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TheraP

7Lu-PSMA-617 PSMA FOG+ PSMA« FOG+ PSMA PSMA+ FDG-
i SPECT/CT U
8.5 GBq IV g6 weekly .
W 0.5GBq each cycle .
. Up to 6 cycles ' ‘ ’
N=291 registered O
N=99
a8 i or to Rx (n= i
63Ga-PSMA-11 + FDG PET/CT DieCPliegioxineS) '
* PSMA SUVmax > 20 at any site * ~ .
* No FDG p e/PSMA negative 5 °
sites of di 1
* Centrally reviewed . .
CABAZITAXEL - hd
20mg/m? IV q3 weekly,
+ 28% unsuitable Up to 10 cycles |

n=29 (10%) n=51(18%
N=101
Met exclusion criterion (n=1)

Ineligible (n=80, 28%)

Withdrawal of consent (n=15)

77Lu-PSMA-617: 29% (95% CI 16%-42%; p<0.0001) greater PSA50-RR

1.00
100+ Sk PSA Reduction 250% 177Lu-PSMA-617 delayed progression
i [
80 80 from baseline — HR 0.63 95%Cl 0.46-0.86 P=0.0028
. N~ : o
£ 604 60 4 €
[ . Yes °>’
o w
& 40 40 4 No post-baseline < 0.50
£ PSA assessment o
S 204 20 i~
b 37% (95% C1 27-26%) 66% (95% CI 56-75%) g
R 04 © 0.254
= e Cabazitaxel
O .204 .20 4
g — 177 u-PSMA-617
‘E 401 401 0,007 T T T T T T T
g | . 0 3 6 9 12 15 18
‘g_'i e 50 Months
30 4 30 4 Number at risk
100 - Cabazitaxel 101 46 31 14 2 1 0
cabazitaxel (N=101) 177 y-PSMA-617 (N=99) Le-PSMA 99 L) 25 28 Y e 4

Hofman et al. BJU Int 2019;124 (Suppl 1): 5-13
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LuUPARP: Phase 1 trial of "7"7Lu-PSMA-617 and
olaparib in patients with metastatic castration
resistant prostate cancer.

LUPARP: Phase 1 Trial Schema LuPARP results: PSA Response

Cohort 9: 300mg olaparib BD 9
Day -4-18 (n=6) . = [ Cohort 1: 50mg Day 2-15
; I Cohort 2: 100mg Day 2-15
Metastatic CRPC (N=48) (EREEE B S G () © Il Cohort 3: 150mg Day 2-15
+ Post enzalutamide, abiraterone Day 4-14 (n=3) 3 I Cohort 4: 200mg Day 2-15
or apalutamide 2 Cohort 7: 200mg olaparib BD © [ Cohort 5: 250mg Day 2-15
«  Prior docetaxel & |” Day -4-14 (n=4) Primary ° [ Cohort 6: 300mg Day 2-15
+ Normal organ function -b\Cb Endnolnts: 5 I Cohort 7: 200mg Day -4-14
« ECOG 0-1 & Cohort 6: 300mg olaparib BD DLPTS il £ [ Cohort 8: 300mg Day -4-14
+ 5Ga-PSMA-11 + FDG PET/CT o Bayi2ts (ns) B 3 [ Cohort 9: 300mg Day -4-18
criteria: > Cohort 5: 250mg olaparib BD b=
v PSMA SUVmax > 15 at any site $ [ Day 2_'1"5“(,'24) — DoseExpansion: EOT S
v SUVmax > 10 at other sites é}'b RP2D olaparib BD concey visit g
v No FDG disconcordance & Cohort 4: 200mg olaparib BD (n=16) E“gl’f°tims- s
o 2 ™ Day 2-15 (n=3) ety o PSA = 50% response = 66% (21/32)
*no genomic biomarker £ TPFS, < PSA = 90% =44% (14/32
preselection Cohort 3: 150mg olaparib BD PSA-RR, @ 2 90% response = 44% (14/32)
|" Day 2-15 (n=3) PSA-PFS, £ ORR by RECIST 1.1 = 78% (7/9)
ORR & OS 3
Cohort 2: 100mg olaparib BD £
Day 2-15 (n=3) R
©
Cohort 1: 50mg olaparib BD =
Day 2-15 (n=3) =
177 u-PSMA-817 - 7.4 GBq 6 weekly *Patients in cohorts 8 & 9 are early in treatment cycles
[ Up to 6 cycles given in conjunction with olaparib ] Patient

* Bien tolerado
°* 66% reduccion PSA

Sandhu S et al. Presented at ASCO 2023
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