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Prostate Cancer 
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2019 State of the Art in Advanced Prostate Cancer 
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PROfound Study Design 
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de Bono et al N Engl J Med 2020 

Gene alterations most 

common in BRCA2 (49%) & 

ATM (37%) 



PROfound Primary Endpoint: rPFS 
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de Bono et al N Engl J Med 2020 



PROfound Cohort A Overall Survival Results 
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M Hussain et al N Engl J Med 2020 



PROfound Crossover-Adjusted Overall Survival 
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M Hussain et al N Engl J Med 2020 



TRITON2 

 Phase II open label 

 Eligibility: 
– Progression on up to 2 lines of next-generation androgen 

receptor-directed therapy AND one taxane-based chemotherapy 
for mCRPC 

– Deleterious germline or somatic alteration in BRCA1, BRCA2 or 
other prespecified DDR genes 

 Primary endpoint: Objective Response Rate 

 n=115: 102 with BRCA2 alteration, 13 with BRCA1 
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TRITON2 
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Abida et al J Clin Oncol 2020 



TheraP Trial Design 
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State of the Art in Advanced Prostate Cancer 
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Bladder Cancer 

21 



Bladder Cancer Treatment 
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KEYNOTE-057 

 January 2020: pembrolizumab approved for BCG-unresponsive, 

high-risk NMIBC with CIS with or without papillary tumors 
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• n=148, but BCG-unresponsive 

CIS: n=96 

• CR: 41% 

•  46% of CRs > 12 months 

• median DOR: 16.2 months 
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ORR: 44% 

(35.1-53.2) 

CR: 12% 

PR: 32% 

SD: 28% 

Updated 

median OS 

(ESMO 2020): 

12.4 months 



Enfortumab vedotin (Nectin 4 ADC) 

 December 2019 - Accelerated FDA Approval 

 EV-301: randomized, Phase III trial of enfortumab 
vedotin vs chemotherapy (docetaxel, paclitaxel, 
vinflunine) 
– Stopped early due to positive results at planned interim 

– OS HR= 0.70 (95% CI: 0.56, 0.89; p=0.001) 

– PFS HR= 0.61 (95% CI: 0.50,0.75; p<0.00001) 

 EV-201 Cohort 2 (prior IO, platinum-naive): 52% 
ORR 

 



Current Bladder Cancer Treatment Paradigm 
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Renal Cell Carcinoma 
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Treatment of Metastatic RCC 
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CheckMate 9ER Study Design 
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Median study follow-up, 18.1 months (range, 10.6–30.6 months) 

NIVO 240 mg IV Q2W  
+ CABO 40 mg PO QD 

SUN 50 mg PO QD,  
cycle of 4 weeks on/ 

2 weeks off 

Treat until RECIST v1.1–

defined progression or 

unacceptable toxicityb 

Key inclusion criteria1,2 

• Previously untreated advanced or 
metastatic RCC  

• Clear cell component 

• Any IMDC risk group 

N = 651 

R  
1:1 

Choueiri  ESMO  2020 

Primary endpoint: PFS 

Secondary endpoints: OS, ORR, and safety 



Progression-free survival per BICR 
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HR, 0.51 (95% CI, 0.41–0.64) 

P < 0.0001 

Median PFS, months (95% CI) 

NIVO+CAB
O  

16.6 (12.5–24.9) 

SUN 8.3 (7.0–9.7) 

Minimum study follow-up, 10.6 months. 
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Overall survival 
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HR, 0.60 (98.89% CI, 0.40–0.89) 

P = 0.0010 

Median OS, months (95% CI) 

NIVO+CAB
O  

NR (NE) 

SUN NR (22.6–NE) 

Minimum study follow-up, 10.6 months. 

NE, not estimable; NR, not reached. 
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Outcome, % 
NIVO+CABO  

(n = 323) 

SUN  

(n = 328) 
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Median time to response  

(range), monthsb 

2.8  

(1.0–19.4) 

4.2  

(1.7–12.3) 

Median duration of 

response (95% CI), 

monthsb 

20.2  

(17.3–NE) 

11.5 

(8.3–18.4) 

55.7%  

(50.1–61.2) 

P < 0.0001 
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CR 

• ORR favored NIVO+CABO over SUN across subgroups including by IMDC risk status, tumor PD-L1 

expression (≥ 1% vs < 1%), and bone metastases 

27.1% 

(22.4–32.3) 

PR 
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Events, %a Any grade Grade ≥ 3 Any grade Grade ≥ 3 

All-cause AEs  100 75  99 71 

Treatment-related 
AEs  97 61  93 51 

Treatment-related AEs occurring in ≥20% of treated patients, %b 
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Grade ≥3 

Grade 1–2 

NIVO+CABO, n = 320 SUN, n = 320 
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MK-6482- oral HIF-2a antagonist, Phase I/II study 
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Choueiri ASCO GU  2020 
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Potential changes to Treatment of mRCC 
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Questions? 
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