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COI

• Advisory board Janssen



OVERALL SURVIVAL
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Prostate
TALAPRO-2

OS results



Enzalutamide - Talazoparib in 1L mCRPC

Enzalutamide + Talazoparib

Enzalutamide + Placebo

1:1 randomization

Key eligibility criteria

• 1L mCRPC
• ECOG 0-1
• Ongoing castration

Stratification factors

• Prior abiraterone
(5%)/docetaxel (21%)

Primary endpoint: 
• rPFS by BICR 
Already met (ASCO 2023)

Key secondary endpoint:
• OS (alpha controlled)

Talapro-2











When to use enzalutamide - talazoparib ?

• Fit patient (ECOG 0-1)

• No prior ARPI (vanishing population) 

• BRCAm

• In HRR mutated:

• In non HRR mutated: benefit/risk? 

BRCA ½

CDK12

PALB2

CHECK2

ATM

Fallah et al, JCO 2024

Small population in clinical practice
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Ipilimumab-nivolumab-cabozantinib in 1L mRCC

Ipilimumab - Nivolumab - Cabozantinib

-> Nivolumab - Cabozantinib

Ipilimumab - Nivolumab - Placebo

-> Nivolumab - Placebo

1:1 randomization

Key eligibility criteria

• 1L mRCC

• IMDC intermed or poor risk

• KPS>60%

• Clear cell component

Primary endpoint: 
• PFS 
Already met (ESMO 2022)

Key secondary endpoint:
• OS

COSMIC-313







Wise words by Ian Tannock

What should we call a therapy that increases 
PFS, has no effect on survival, and adds toxicity?

HARMFUL
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Adjuvant nivolumab in MIUC

Nivolumab for 1 year

Placebo for 1 year

1:1 randomization

Key eligibility criteria

• High risk MIUC

Primary endpoint: 
• DFS in ITT and PDL-1 ≥ 1
Already met (ASCO GU 2021)

Key secondary endpoint:
• OS

CHECKMATE 274



“Follow up for OS is ongoing as the prespecified boundary 
for significance was not met at the time of these analyses.” 



Phase 3 peri-operative IO trials in UCC

design OS

NIAGARA durvalumab, per-operative, open label

AMBASSADOR pembrolizumab, adjuvant, open label No trend 

CM-274 nivolumab, adjuvant, placebo control Trend of benefit but NS

IMvigor010 atezolizumab, adjuvant, open label

BUT…

- Open label trials with possibility of informative censoring, e.g. 
AMBASSADOR pts censored for leaving study in control arm to get 
approved adjuvant nivolumab

- NIAGARA % post-recurrence IO in control arm unknown 
- …
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In summary

Talazoparib - Enzalutamide gives a OS benefit in unselected and HRRm mCRCP patients. 
Though most impressive in BRCAm vs HRRm (hodgepodge of different mutations) vs 
non-HRRm (risk/benefit?).

Triple therapy (nivolumab-ipilimumab-cabozantinib) does not prolong OS and might 
harm metastatic RCC patients; stick to doublets.

Adjuvant nivolumab is an option in high risk MIUC though with a non-significant OS 
benefit for now.
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