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Objectives

• Review recent studies (ASCO Annual Meeting 2022):
• New agents and combinations in the treatment of muscle-invasive and 

metastatic urothelial cancer. 

• Management of patients with high-risk localized kidney cancer 
including adjuvant therapy and the treatment of metastatic disease.  

• Management of metastatic castration-resistant prostate cancer 
including radioligand therapy and targeted agents.
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Updates in Bladder Cancer



JAVELIN Bladder 100: Switch maintenance after first-line 
chemotherapy 

Powles et al. N Engl J Med. 2020;383:1218-30.



JAVELIN Bladder 100: Overall survival

Powles et al. N Engl J Med. 2020;383:1218-30.



Abstract LBA4505:A randomised, double blind, phase II clinical trial of maintenance cabozantinib following 

chemotherapy for metastatic urothelial carcinoma (mUC): Final analysis of the ATLANTIS cabozantinib

comparison.  Robert Jones et al. 

Underpowered study related to COVID and 
maintenance Avelumab approval.

Jones et al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4505)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022

n = 61



Rucaparib comparison in ATLANTIS

Crabb S et alJ Clin Oncol 40, 2022 (suppl 6; abstr 436)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022

n = 61



DDR alterations in UC

Cell 2017 171540-556.e25DOI: (10.1016/j.cell.2017.09.007)
Carlo et al. J Clin Oncol. 2020;38:406.



Rationale for combining cabozantinib and IO in UC 

Wu Wu et al. Oncogene 2003, Bernardini S et al. J Urol 2001, Campbell S et al. 
Cancer Res 1998, Mori K et al. Eur Urology Focus 2022, Kunze D et al. Int J Oncol
2008, sim E J et al Nature Communications 2019

Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



Pal et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4504)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022

Abstract 4504: Cabozantinib (C) in combination with atezolizumab (A) in urothelial carcinoma 

(UC): Results from Cohorts 3, 4, 5 of the COSMIC-021 study. Sumanta K. Pal et al. 



Efficacy – Cohort 3 and 4

Pal et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4504)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



Efficacy – Cohort 5

Pal et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4504)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



Toxicity

Pal et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4504)
Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



ICONIC – Cabo and IO doublet study

Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



MAINCAV- Phase III randomized trial of maintenance cabozantinib and 
avelumab vs maintenance avelumab after 1L platinum-based 
chemotherapy in patients with mUC (NCT05092958)

PI – S. Gupta

Gupta S. Is there a Role for VEGF-TKIs in Bladder Cancer? ASCO Annual Meeting 2022



Enfortumab vedotin

Challita-Eid. Cancer Res. 2016;76:3033, Samanta. Cell Mol Life Sci. 2015;72:645
Petrylak. J Clin Oncol. 2017;35:106



EV-301

Powles et al. N Engl J Med. 2021;384:1125-1135.



Long-Term Outcomes in EV-301: 24-Month Findings

Rosenberg J. et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4516)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



EV-103 study (NCT03288545)

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



EV-103: Enfortumab vedotin plus pembrolizumab

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



EV-103: Potential for a platinum-free regimen

Rosenberg et al. J Clin Oncol 38: 2020 (suppl; abstr 5044)



EV-103 study (NCT03288545)

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



EV-103 study (NCT03288545) – Cohort K

July 16, 2022 - Astellas and Seagen Announce Positive Topline Results For PADCEV®

(enfortumab vedotin-ejfv) with KEYTRUDA® (pembrolizumab) as First-Line Treatment 
for Advanced Urothelial Cancer

In patients treated with enfortumab vedotin and pembrolizumab, results demonstrated 
a 64.5% confirmed objective response rate (ORR) (95% CI: 52.7 to 75.1) 
per blinded independent central review (BICR), the primary endpoint of Cohort K. 
The median duration of response (DOR) per BICR was not reached. 
The most frequently reported treatment-emergent adverse events Grade 3 or greater 
that occurred in more than 5% of patients were rash maculo-papular, anemia, lipase 
increased, urinary tract infection, hyperglycemia, fatigue, neutropenia, hematuria, diarrhea, 
acute kidney injury, hyponatremia, chronic kidney disease, weight decreased, syncope, 
hypophosphatemia, pneumonitis, sepsis, and alanine aminotransferase increased. 

https://investor.seagen.com/press-releases/news-details/2022/Seagen-and-Astellas-Announce-Positive-Topline-Results-
For-PADCEV-enfortumab-vedotin-ejfv-with-KEYTRUDA-pembrolizumab-as-First-Line-Treatment-for-Advanced-Urothelial-Cancer/default.aspx

https://investor.seagen.com/press-releases/news-details/2022/Seagen-and-Astellas-Announce-Positive-Topline-Results-


EV-302 study (NCT04223856)

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Sacituzumab govetican



TROPHY-U-01 study

Loriot et al. Ann Oncol. 2020;31(suppl 4):s1142-s1215
Petrylak et al. J Clin Oncol. 2020;38(15_suppl):Abstract 5027



TROPHY-U-01: Outcomes

Loriot et al. Ann Oncol. 2020;31(suppl 4):s1142-s1215
Petrylak et al. J Clin Oncol. 2020;38(15_suppl):Abstract 5027



Phase 3 TROPICS-04 study (NCT04527991)

https://clinicaltrials.gov/ct2/show/NCT04527991



RC-48 ADC

Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



HER2 ADCs

Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



RC48 in HER2 2-3+ mUC

Sheng et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4518)
Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



RC48 in HER2 1+ mUC

Xu et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4519)
Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



RC48 plus Toripalimab (anti-PD-1)

Sheng et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4520)
Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



Is there something special about MMAE? 

Galsky, M. HER2 is New Again in Bladder Cancer. ASCO Annual Meeting 2022



Studies of immunotherapy alone in MIBC

Necchi et al, JCO 2018 Pow les et al, Nat Med 2019 Kaimakliotis et al, ASCO Annual Mtg 2020;abstr 5019

van Dorp et al, ESMO 2021; abstr 5132 Van Dijk et al, ASCO Annual Mtg 2020;abstr 5020

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Chanza et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4517)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



AURA Trial

Chanza et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4517)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Studies of immunotherapy alone in MIBC

Necchi et al, JCO 2018 Pow les et al, Nat Med 2019 Kaimakliotis et al, ASCO Annual Mtg 2020;abstr 5019

van Dorp et al, ESMO 2021; abstr 5132 Van Dijk et al, ASCO Annual Mtg 2020;abstr 5020

Milowsky M. Improving OuctomesAcross the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Studies of Chemo-IO in MIBC

Milowsky M. Improving OuctomesAcross the Stages of Bladder Cancer. ASCO Annual Meeting 2022



SAKK 06/17

Cathomas et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4515)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



SAKK 06/17 Results

Cathomas et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4515)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



SAKK 06/17 Results

Cathomas et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4515)
Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Studies of Chemo-IO in MIBC

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Is pathologic response enough?

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Time to event endpoints are needed

Milowsky M. Improving Ouctomes Across the Stages of Bladder Cancer. ASCO Annual Meeting 2022



Updates in Kidney Cancer



Adjuvant RCC Studies

Study N Intervention
Primary 
Endpoint

Outcome

ASSURE 1943 Sorafenib or sunitinib vs placebo for one year DFS Non-significant; sunitinib HR 1.02, 97.5% 
CI 0.85-1.23, P=0.8038; sorafenib HR 
0.97, 97.5% CI 0.80-1.17, P=0.718

S-TRAC 615 Sunitinib vs placebo for one year DFS Significant; HR 0.76; 95% CI 5.8-NR; 
P=0.030

PROTECT 1538 Pazopanib (600 mg) vs placebo for one year DFS Non-significant; HR 0.86; 95% CI 0.70-
1.06; P=0.165

ATLAS 724 Axitinib vs placebo for three years DFS Stopped due to futility; non-significant at 
interim analysis; HR 0.87, 95% CI 0.66-
1.15; P=0.321

SORCE 1711 Sorafenib vs placebo for three years DFS Non-significant; HR 1.01; 95% CI 0.83-
1.23; P=0.950

EVEREST 1218 Everolimus vs placebo (nine courses of six 
weeks)

DFS Coming right up!

Tacconi et al. OncoTargets and Therapy 2020: Haas et al. Lancet. 2016; Ravaud et al. NEJM 2016; 
Motzer et al. JCO 2017; Gross-Goupil et al. Ann Oncol. 2018; Eisen et al. Ann Oncol. 2019



Ryan et al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4500)



EVEREST RFS

Ryan et al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4500)



EVEREST RFS by Risk Group

Ryan et al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4500)



EVEREST OS

Ryan et al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4500)



Adjuvant RCC Studies

Study N Intervention
Primary 
Endpoint

Outcome

ASSURE 1943 Sorafenib or sunitinib vs placebo for one year DFS Non-significant; sunitinib HR 1.02, 97.5% 
CI 0.85-1.23, P=0.8038; sorafenib HR 
0.97, 97.5% CI 0.80-1.17, P=0.718

S-TRAC 615 Sunitinib vs placebo for one year DFS Significant; HR 0.76; 95% CI 5.8-NR; 
P=0.030

PROTECT 1538 Pazopanib (600 mg) vs placebo for one year DFS Non-significant; HR 0.86; 95% CI 0.70-
1.06; P=0.165

ATLAS 724 Axitinib vs placebo for three years DFS Stopped due to futility; non-significant at 
interim analysis; HR 0.87, 95% CI 0.66-
1.15; P=0.321

SORCE 1711 Sorafenib vs placebo for three years DFS Non-significant; HR 1.01; 95% CI 0.83-
1.23; P=0.950

EVEREST 1218 Everolimus vs placebo (nine courses of six 
weeks)

DFS Non-significant; HR 0.85; 95% CI 0.72-
1.00; P=0.025 

Tacconi et al. OncoTargets and Therapy 2020: Haas et al. Lancet. 2016; Ravaud et al. NEJM 2016; 
Motzer et al. JCO 2017; Gross-Goupil et al. Ann Oncol. 2018; Eisen et al. Ann Oncol. 2019; Ryan et 
al. J Clin Oncol 40, 2022 (suppl 17; abstr LBA4500)



Adjuvant pembrolizumab is associated with a benefit in DFS 
compared with placebo

Choueiri et al. N Engl J Med 2021; 385:683-694



CheckMate-914 and IMmotion 010 do NOT meet primary 
endpoint

https://news.bms.com/news/details/2022/Bristol-Myers-Squibb-Provides-Update-on-CheckMate--914-Trial-Evaluating-Opdivo-nivolumab-Plus-Yervoy
-ipilimumab-as-Adjuvant-Treatment-of-Localized-Renal-Cell-Carcinoma/default.aspx
https://www.fiercepharma.com/pharma/roches-tecentriq-flunks-postsurgery -kidney-cancer-early-stage-liver-lung-cancer-readout-draw

https://news.bms.com/news/details/2022/Bristol-Myers-Squibb-Provides-Update-on-CheckMate--914-Trial-Evaluating-Opdivo-nivolumab-Plus-Yervoy


First-line Metastatic RCC

Rose T. Immunotherapy for Kidney Cancer. SITC 2021.



Suarez et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4501)



DepOR associated with improvement in PFS/OS

Suarez et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4501)



Cella et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4502)



PDIGREE Trial

Rose T. Immunotherapy for Kidney Cancer. SITC 2021.



Subsequent therapy for metastatic RCC

NCCN Version 2.2023



What is the role for ICI combinations after prior exposure?

Lee et al. J Clin Oncol 38: 2020 (suppl; abstr 5008).



CONTACT-03

NCT04338269
Rose T. Immunotherapy for Kidney Cancer. SITC 2021



Any role for salvage Ipilimumab?

McKay et al. J Clin Oncol. 2020:20;38:4240-48.
Atkins et al. J Clin Oncol 38: 2020 (suppl; abstr 5006)
Oliver-Grim et al. J Clin Oncol 39, 2021 (suppl 15; abstr 4576)
Rose T. Immunotherapy for Kidney Cancer. SITC 2021



Phase 1b/2 Study of Batiraxcept (AVB-S6-500) in combination 
with cabozantinib ccRCC who received front-line treatment

Shah et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4511) 
Kapoor A. Moving Beyond TKI and Immuno-Oncology in RCC. ASCO Annual Meeting 2022



Rationale for targeting AXL

Shah et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4511) 
Kapoor A. Moving Beyond TKI and Immuno-Oncology in RCC. ASCO Annual Meeting 2022



Results

Shah et al. J Clin Oncol 40, 2022 (suppl 16; abstr 4511) 
Kapoor A. Moving Beyond TKI and Immuno-Oncology in RCC. ASCO Annual Meeting 2022



Updates in Prostate Cancer



VISION Study

Morris M. J Clin Oncol 39, 2021 (suppl 15; abstr LBA4); 
Sartor et al. N Engl J Med. 2021;385:1091-1103.



VISION Study

Morris M. J Clin Oncol 39, 2021 (suppl 15; abstr LBA4); 
Sartor et al. N Engl J Med. 2021;385:1091-1103.



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Hofman et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5000)



Armstrong et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5002)



Armstrong et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5002)



Armstrong et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5002)



Armstrong et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5002)



Saad et al. J Clin Oncol 40, 2022 (suppl 6; abstr 11)



Saad et al. J Clin Oncol 40, 2022 (suppl 6; abstr 11)



Saad et al. J Clin Oncol 40, 2022 (suppl 6; abstr 11)



Chi et al. J Clin Oncol 40, 2022 (suppl 6; abstr 12)



Chi et al. J Clin Oncol 40, 2022 (suppl 6; abstr 12)



Chi et al. J Clin Oncol 40, 2022 (suppl 6; abstr 12)



Chi et al. J Clin Oncol 40, 2022 (suppl 6; abstr 12)



Gene-by-gene analysis of MAGNITUDE

Sandhu et al. J Clin Oncol 40, 2022 (suppl 16; abstr 5020)





Thank you for your attention



Eur Urol. 2022 Aug 19:S0302-2838(22)02551-9. doi: 10.1016/j.eururo.2022.08.002. Online ahead of print.



Eur Urol. 2022 Aug 19:S0302-2838(22)02551-9. doi: 10.1016/j.eururo.2022.08.002. Online ahead of print.



Eur Urol. 2022 Aug 19:S0302-2838(22)02551-9. doi: 10.1016/j.eururo.2022.08.002. Online ahead of print.
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