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Zijn we klaar voor biomarkergedreven
therapie in mHPSC?



BRCAm, PTEN verlies 

BRCAm
PTEN verlies

Negatieve prognostische marker!

Positieve predictieve maker?

PARP inhibitie
AKT inhibitie



BRCAm 1L mCRPC

TALAPRO-2: ADT + ENZALUTAMIDE +/- TALAZOPARIB

Agarwal et al 
Lancet 2025



BRCAm/HRRm mHSPC

AAP + Niraparib + ADT

AAP + Placebo + ADT

1:1 randomization

Key eligibility criteria

• mHSPC
• ECOG 0-2
• Alteration in ≥ 1 HRR gen

• Prior docetaxel allowed (16%)

 

Primary endpoint: 
• rPFS by investigator 
BRCAm -> HRRm

Key secondary endpoint:
• OS

HRR testing (tumor, plasma of kiembaan): BRCA1, BRCA2, BRIP1,CDK12, 
CHEK2, FANCA, PALB2, RAD51B, RAD54L (geen ATM)                                                               
56% BRCA 1/2

AMPLITUDE



AMPLITUDE rPFS: BRCAm

Attard et al 
Nature Medicine
2025



AMPLITUDE OS: BRCAm (50% maturiteit)



AMPLITUDE QoL



Akt inhibitoren - PI3K pathway



AKT inhibitor in PTEN deficient mHSPC

AAP + Capivasertib 400 mg 
4 days on, 3 days off + ADT

AAP + Placebo 4 days on, 3 days 
off + ADT

1:1 randomization

Key eligibility criteria

• De novo mHSPC

• PTEN deficiency: ≥90% of 
viable malignant cells with no 
specific cytoplasmic PTEN 
staining (IHC) 

• No prior chemotherapy

 

Primary endpoint: 
• rPFS by investigator
(final analysis)

Secondary endpoint:
• OS

CAPITELLO-281

25% of screened patients ≥90% of viable malignant cells with no 
specific cytoplasmic PTEN staining



CAPITELLO: rPFS

Fizazi et al
Ann Oncol 2025



CAPITELLO: OS (26% maturiteit)



Is er nu al een bruikbare marker?

Leeftijd



STOPCAP IPD ARPI meta-analyse



STOPCAP IPD ARPI meta-analyse



Effects of ARPIs by age group

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Effects of ARPIs by age group: abiraterone trials

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Effects of ARPIs by age subgroup: “amide” trials

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Meta-analyse NEJM Evidence

Morgans et al
NEJM Evid 2025

Overall Survival



Meta-analyse NEJM Evidence

• IPD meta-analysis: 

TITAN, ARASENS, LATITUDE



Zijn we klaar voor biomarkergedreven
therapie in mHPSC?

Waar plaatsen we Lu PSMA?



Waar plaatsen we Lu PSMA?



177Lu-PSMA-617 7.4 GBq (200 mCi) ± 
10% every 6 weeks for 6 cycles 
+ ADT + ARPI

ADT + ARPI

1:1 randomization

Key eligibility criteria

•mHSPC

• ≥ 1 PSMA-positive
metastatic lesion on 
[68Ga]Ga-PSMA-11 PET/CT

• ECOG: 0-2

 

PSMAddition
Primary endpoint: rPFS by BICR
(interim analysis: 74% mat)

Key secondary endpoint: OS
(interim analysis: 47% mat)

Upon BICR progression, 
control patients were 
allowed to cross over 
to Lu PSMA
o 16% of control arm 
o 60% of rPD



PSMAddition: rPFS (74% maturiteit)

Tagawa
ESMO 2025



PSMAddition: OS (47% maturiteit)



PSMAddition: HRQoL



Canadian Cancer Trials Group (CCTG) Study 
PR.21 (Fase II)

177Lu-PSMA-167 7.4GBq (+-
10%) elke 6 w x 6

Docetaxel 75mg/m2 elke 3 w 
x 12

1:1 randomization

Key eligibility criteria

• mCRPC: chemo-naïef, post-
ARPI

• PSMA positief (uptake>lever)

• ECOG 0-2

 

177Lu-PSMA-167 7.4GBq (+-
10%) elke 6 w x 6

Docetaxel 75mg/m2 elke 3 w 
x 12

progressie

Primaire eindpunt: rPFS1

Sec eindpunt: OS



PR.21: rPFS1

Chi
ESMO 2025



PR.21: OS



Canadian Cancer Trials Group (CCTG) Study 
PR.21 (Fase II)

177Lu-PSMA-167 7.4GBq (+-
10%) elke 6 w x 6

Docetaxel 75mg/m2 elke 3 w 
x 12

1:1 randomization

Key eligibility criteria

• mCRPC: chemo-naïef, post-
ARPI

• PSMA positief (uptake>lever)

• ECOG 0-2

 

177Lu-PSMA-167 7.4GBq (+-
10%) elke 6 w x 6

Docetaxel 75mg/m2 elke 3 w 
x 12

progressie

Primaire eindpunt: rPFS1

Sec eindpunt: OS

38%

57%
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Wat is de optimale peri-operatieve
systeemtherapie bij UCC?



Peri-operatieve UCC fase 3 trials

design EFS/DFS OS

NIAGARA durvalumab, per-operative, open label

AMBASSADOR pembrolizumab, adjuvant, open label Immature 

CM-274 nivolumab, adjuvant, placebo control Immature 

IMvigor010 atezolizumab, adjuvant, open label

+/- 50%: Cisplatinum-gemcitabine-durvalumab = SOC

+/- 50%: Cisplatinum-ineligible: observatie of nivolumab bij PD-L1 ≥ 1%





Keynote-905

Enfortumab vedotin 1.25 mg/kg d1 
and d8 IV Q3W + 
Pembrolizumab 200 mg IV Q3W

Immediately to…

Key eligibility criteria

• MIBC (cT2–T4aN0/1M0) 
by central assessment 

• ≥50% Urothelial
histology

• Cisplatin-ineligible per 
Galsky criteria or 
cisplatin-declining (18%)

• ECOG PS 0-2 

 

1:1 randomisation
N: 344

Radical 
cystectomy

Enfortumab vedotin 1.25 mg/kg 
d1 and d8 IV Q3W + 
Pembrolizumab 200 mg IV Q3W

No treatment 
(16% nivolumab)

3XEV-P

Primary endpoint 
• EFS  
Key secondary 
endpoint
• OS 
• pCR

6XEV-P, 8xP

88% 66%

89%
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systeemtherapie bij UCC?

Kan ctDNA ons helpen bij adjuvante
behandeling?



Kan ctDNA ons helpen bij adjuvante
behandeling?



Bij de oncoloog na cystectomie…





IMvigor011



ctDNA+

Powles et al
NEJM 2025



ctDNA-

CAVE: Hervalrisico met 1 ctDNA negatief staal post-op:  30%



Toekomst?

Thomas?



Q&A
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