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Prostaatcarcinoom



Oudard et al. Cancer Treatment Reviews 2013

Het beloop bij gemetastaseerd prostaatcarcinoom



Uitbreiding van het therapeutisch arsenaal bij 
gemetastaseerd hormoon-sensitief PC en castratie-resistant PC

HSPC CRPC



Hoe zit het met immuun checkpoint inh bij PCa?



Immune checkpoint inhibitors (ICIs)



CRPC: immunotherapie

CA184-043: Study Design

• Primary endpoint: overall survival (OS)

• Secondary endpoints: progression-free survival, safety

• Exploratory endpoint: PSA response rate

Post-docetaxel 
CRPC

(N=799)

Placebo
Wks 1, 4, 7, 10

1:1

Ipilimumab (10 mg/kg)
Every 12 wks

Placebo
Every 12 wks

N=399

N=400

Treatment Until 
Disease Progression 
or Intolerable Toxicity

Ipilimumab (10 mg/kg)
Wks 1, 4, 7, 10

Screening

Patients Stratified by Investigator Site, 
Alkaline Phosphatase, Hemoglobin, 

and ECOG PS

Single-dose, 
Bone-directed

RT (8 GY)

Kwon et al. Lancet Oncol 2014



Kwon et al. Lancet Oncol 2014

CRPC: ipilimumab (post-docetaxel)



CA184-095: Study Design

• Primary endpoint: OS

• Secondary endpoint PFS, time to next therapy, pain progression

Pre-docetaxel 
CRPC

(N=602)

Placebo
Wk 1, 4, 7, 10

2:1

Ipilimumab (10 mg/kg)
every 12 wk

Placebo
every 12 wk

N=400

N=202

Ipilimumab (10 mg/kg)
Wk 1, 4, 7, 10

Screening

Beer JCO 2017

Patients Stratified by LDH, pain, ECOG 
PS, Investigator Site (US vs non-US) 

Treatment Until 
Disease Progression 
or Intolerable Toxicity

CRPC: ipilimumab (pre-docetaxel)



Beer et al. JCO 2017

CRPC: ipilimumab (pre-docetaxel)



Keynote-199 trial: pembrolizumab bij mCRPC

Antonarakis et al. J Clin Oncol 2020

Change From Baseline in PSA, <br />Cohorts 1+2+3

Presented By Johann De Bono at 2018 ASCO Annual Meeting

Cohort 1: RECISTable ziekte en PD-L1+

Cohort 2: RECISTable ziekte en PD-L1-

Cohort 3: bone-predominant, onafh van PD-L1 status



Keynote-199 trial: pembrolizumab bij mCRPC

ESMO 2020

Change From Baseline in PSA, <br />Cohorts 1+2+3

Presented By Johann De Bono at 2018 ASCO Annual Meeting

Primary end points: ORR by RECIST v1.1 by blinded independant central review



Keynote-199 trial: pembrolizumab in mCRPC

Change From Baseline in PSA, <br />Cohorts 1+2+3

Presented By Johann De Bono at 2018 ASCO Annual Meeting

ESMO 2020



Ipilimumab en nivolumab bij mCRPC (Checkmate 650)

Sharma et al. Cancer Cell 2020



Sharma et al. Cancer Cell 2020

Ipilimumab en nivolumab bij mCRPC (Checkmate 650)



Sharma et al. Cancer Cell 2020

- Slechts 29% kreeg 4x ipi/nivo

- 48% gestopt vanwege tox

Ipilimumab en nivolumab bij mCRPC (Checkmate 650)



Ipilimumab (1 mg/kg) en nivolumab (3 mg/kg) bij geselecteerde mCRPC patienten

v Wilpe, Westdorp, …. Mehra. Poster presentatie ESMO 2022



Blaaskanker
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Adjuvante studies

<12-14 weken na
cystectomie

Geen chemotherapie
-pT3-T4a
-pTxN+

Na neo-adjuvante 
chemo:

-ypT2-4a
-yp-TxN+

Checkpoint blockade
1 jaar

Observation/Placebo

Efficacy endpoint
• Disease-free 

survival

Bajorin, Witjes et al. NEJM 2021

R

Mediane DFS van 21,0 mnd vs 10,9 mnd; HR 0.70 (0.54-0.90); 
Echter, dit is vooralsnog niet regulier beschikbaar. 



Adjuvante studies

<90 dagen na
nefro-

ureterectomie

UTUC
pT2-T4 en pN0-pN3

of
pT any N+ 

Chemotherapie
Cis/Carbo-gemcitabine

4 cycli (21 dagen)

Surveillance

Primary endpoint
• Disease-free survival

Secondary endpoint
• MFS
• OS
• Acute/late tox
• QoL

Birtle et al. Lancet 2020

R

POUT
• N=800
• ASCO 2018: interim

Significante winst ten opzichte van follow-up (3-jr DFS 71% vs. 
50%, HR 0.51 (0.35-0.76) en 3-jr metastase-free survival 72% en 
53%, HR 0.52 (0.36-0.77)). De voorlopige OS data zijn niet 
significant: 3-jr OS 79% vs. 67% (HR 0.70 (0.46-1.06)



mUC 1e lijn
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DANUBE fase 3 trial negatief

• Indicatie: 

• Onbehandeld, niet-resectabel locally advanced of 
gemetastaseerd UCC

• 1:1:1 randomisatie 

• Durvalumab monotherapie 1500 mg a 4 weken iv

• Durvalumab 1500 mg + tremulimumab 75 mg 
(max 4x); beide a 4 weken iv + maintenance 
durvalumab 1500 mg a 4 weken

• SOC (gem/cis of gem/carbo)

Powles et al. Lancet Oncol 2020



DANUBE fase 3 trial negatief

Powles et al. Lancet Oncol 2020



mUCC 1e lijn maintenance PD-L1
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JAVELIN 1001

• Fase 3
• N=700  

1 Powles T et al., NEJM 2020;383,13(1218-1230)

1L mUCC maintenance



Avelumab maintenance

• Indicatie: 
• Niet-resectabel locally advanced of gemetastaseerd UC
• Geen PD na 4-6 cycli gem/cis of gem/carbo

• Studie armen:
• Avelumab 10 mg/kg iv a 2 weken tot PD of uncontrolled tox
• BSC

• Behandeling na PD:
• Na avelumab: 6,3% anti-PD-1
• Na BSC: 43,7% anti-PD-1

Powles et al. NEJM 2020



Avelumab maintenance

Powles et al. NEJM 2020



mUC 3e lijn: enfortumab vedotin (EV)
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EV-301

• Fase 3
• N=608

3L mUC



Hoe werkt EV: antibody-drug conjugate



mUC – 3L – positief commissie BOM advies 
Lijn Drug Comparator PFS HR ΔMo OS HR ΔMo

EV-301 Enfortumab
vedotin

CT ITT 0.61 (0.50-0.75) 1.9 ITT 0.70 (0.56-0.89) 3.9

Powles et al. NEJM 2021



Vragen?


