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Earlier-Stage Disease: IMvigor010

Hussain MHA et al. Presented at ASCO Annual Meeting 2020 (Abstract 5000)

IMvigor010: Primary analysis from a phase III randomized study of adjuvant atezolizumab 
(atezo) versus observation (obs) in high-risk muscle-invasive urothelial carcinoma (MIUC)



Earlier-Stage Disease: IMvigor010

Hussain MHA et al. Presented at ASCO Annual Meeting 2020 (Abstract 5000)

DFS by PD-L1 Status



Earlier-Stage Disease: IMvigor010

Impact on Patient Care and Treatment Algorithm
• Adjuvant atezolizumab for high-risk MIBC does not improve disease-free survival
• Clinical subgroup analysis similarly did not show benefit
• Biomarker analysis from ctDNA (Powles et al ESMO Asia) shows profound 

difference in outcome based on ctDNA status 

Implications for Future Research
• Observation remains the current standard for adjuvant therapy 
• Data from CheckMate274 (adjuvant nivolumab) on the horizon – press release 

positive! 
• PROOF302 study is ongoing, exploring adjuvant FGFR3 inhibition with infigratinib



Advanced Disease: JAVELIN Bladder 100

Powles T et al. N Engl J Med 2020 Sep 4;383 (13): 1218-1230; Presented at ASCO Annual Meeting 2020 (Abstract LBA1)

Avelumab maintenance therapy for advanced or metastatic urothelial carcinoma



Advanced Disease: JAVELIN Bladder 100

Sridhar S et al. Presented at the ESMO 2020 Virtual Congress (Abstract 699O)

Avelumab first-line (1L) maintenance + best supportive care (BSC) vs BSC alone for advanced 
urothelial carcinoma (UC): association between clinical outcomes and exploratory 
biomarkers



Advanced Disease: JAVELIN Bladder 100

Impact on Patient Care and Treatment Algorithm
• Maintenance therapy with avelumab should represent a standard for patients with 

metastatic urothelial cancer who have a response or stabilization following 4-6 cycles of 
platinum-based chemotherapy 

• Benefit exists irrespective of PD-L1 status

Implications for Future Research
• Fc gamma receptors may be involved in anti-tumor mechanisms and may identify 

patients who respond to avelumab
• Could other PD-1/PD-L1 inhibitors be substituted in the maintenance space? 
• People may be tempted to use other PD-1/PD-L1 inhibitors in this space; appropriate?



Advanced Disease: IMvigor130

Galsky MD et al; IMvigor130 Study Group. Lancet. 2020 May 16;395(10236):1547-1557

Atezolizumab with or without chemotherapy in metastatic urothelial cancer (IMvigor130): a 
multicentre, randomised, placebo-controlled phase 3 trial

Stratified HR for progression or death,



Advanced Disease: IMvigor130

Galsky MD et al; IMvigor130 Study Group. Lancet. 2020 May 16;395(10236):1547-1557

Atezolizumab with or without chemotherapy in metastatic urothelial cancer (IMvigor130): a 
multicentre, randomised, placebo-controlled phase 3 trial

PD-L1 IC0/1PD-L1 IC2/3



Advanced Disease: IMvigor130

Impact on Patient Care and Treatment Algorithm
• Platinum chemotherapy with atezolizumab offers a modest PFS advantage compared to 

chemotherapy alone
• OS data immature 
• Versus chemotherapy, no advantage for atezolizumab monotherapy in patients who are 

PD-L1 low 

Implications for Future Research
• The KEYNOTE-361 carries a nearly identical design … 
• Why does maintenance work, but not combination therapy?
• Will OS migrate over time? 



Advanced Disease: First-Line Pembrolizumab

Alva A et al. Presented at the ESMO 2020 Virtual Congress (Abstract LBA23)

Pembrolizumab (P) combined with chemotherapy (C) vs C alone as firstline(1L) therapy for 
advanced urothelial carcinoma (UC): KEYNOTE-361



Advanced Disease: First-Line Pembrolizumab

Alva A et al. Presented at the ESMO 2020 Virtual Congress (Abstract LBA23)

Pembrolizumab (P) combined with chemotherapy (C) vs C alone as firstline(1L) therapy for 
advanced urothelial carcinoma (UC): KEYNOTE-361



Advanced Disease: First-Line Pembrolizumab

Vuky J et al. J Clin Oncol. 2020 Aug 10;38(23):2658-2666. 

Long-Term Outcomes in KEYNOTE-052: Phase II Study Investigating First-Line 
Pembrolizumab in Cisplatin-Ineligible Patients With Locally Advanced or Metastatic 
Urothelial Cancer

Kaplan-Meier estimates and 95% CIs of duration of response and overall survival (OS) in relation to programmed 
death ligand 1 expression combined positive score (CPS) ≥ 10 or CPS < 10



Advanced Disease: First-Line Pembrolizumab

Impact on Patient Care and Treatment Algorithm
• PFS and OS did not reach pre-specified statistical cutoffs for significance
• Therefore, chemotherapy with pembrolizumab does not appear to offer an advantage to 

chemotherapy alone 
• No difference between pembrolizumab monotherapy and chemotherapy, even in those 

with high CPS scores – consider chemo upfront across the board (especially given 
opportunity for maintenance treatment)? 

Implications for Future Research
• If adjuvant therapy is utilized upfront, how will this impact use of chemotherapy and IO?
• Again, will enfortumab plus IO potentially slide up in our algorithm? 



Advanced Disease: DANUBE
Durvalumab alone and durvalumab plus tremelimumab versus chemotherapy in previously 
untreated patients with unresectable, locally advanced or metastatic urothelial carcinoma 
(DANUBE): a randomised, open-label, multicentre, phase 3 trial

Powles T et al; DANUBE study investigators Lancet Oncol. 2020 Dec;21(12):1574-1588; Presented at the ESMO 2020 Virtual Congress (Abstract 697O)



Advanced Disease: DANUBE
Durvalumab alone and durvalumab plus tremelimumab versus chemotherapy in previously 
untreated patients with unresectable, locally advanced or metastatic urothelial carcinoma 
(DANUBE): a randomised, open-label, multicentre, phase 3 trial

Powles T et al; DANUBE study investigators Lancet Oncol. 2020 Dec;21(12):1574-1588; Presented at the ESMO 2020 Virtual Congress (Abstract 697O)

PD-L1 High PopulationITT Population



Advanced Disease: DANUBE
Durvalumab alone and durvalumab plus tremelimumab versus chemotherapy in previously 
untreated patients with unresectable, locally advanced or metastatic urothelial carcinoma 
(DANUBE): a randomised, open-label, multicentre, phase 3 trial

Powles T et al; DANUBE study investigators Lancet Oncol. 2020 Dec;21(12):1574-1588; Presented at the ESMO 2020 Virtual Congress (Abstract 697O)



Advanced Disease: DANUBE

Impact on Patient Care and Treatment Algorithm
• Durvalumab with tremelimumab does not offer benefit over chemotherapy 
• There is crossover on the survival curves – and a meaningful “tail”, particularly in those 

patients that are PD-L1 positive
• In some ways (adverse events leading to discontinuation, corticosteroid use), 

durvalumab/tremelimumab seems more tolling than chemotherapy 

Implications for Future Research
• Who are the patients on the tail of the curve? 



Advanced Disease: Enfortumab Vedotin
EV-101: A Phase I Study of Single-Agent Enfortumab Vedotin in Patients With Nectin-4-
Positive Solid Tumors, Including Metastatic Urothelial Carcinoma

Rosenberg J et al. J Clin Oncol. 2020 Apr 1;38(10):1041-1049



Advanced Disease: Enfortumab Vedotin
EV-103: Preliminary durability results of enfortumab vedotin plus pembrolizumab for locally 
advanced or metastatic urothelial carcinoma

Rosenberg JE et al. Presented at the Genitourinary Cancers Symposium 2020 (Abstract 441)



Advanced Disease: Enfortumab Vedotin

Impact on Patient Care and Treatment Algorithm
• Enfortumab vedotin has substantial activity in patients with advanced urothelial cancer, 

with prior platinum and prior IO
• Data for the combination of enfortumab with pembrolizumab are even more 

compelling, but waiting for confirmatory studies 
• Do bear in mind toxicities of neuropathy and rash with enfortumab

Implications for Future Research
• Confirmatory Phase III studies of enfortumab versus chemotherapy will read out soon 
• Upfront enfortumab with pembrolizumab being explored in confirmatory studies 



Advanced Disease: Erdafitinib
Erdafitinib in locally advanced or mUC: Long-term outcomes in BLC2001

Siefker-Radtke AO et al. Presented at ASCO 2020 (Abstract 5015)



Advanced Disease: Erdafitinib

Impact on Patient Care and Treatment Algorithm
• Obtain molecular profiling in your patients early 
• Erdafitinib does lead to meaningful and somewhat durable responses
• Toxicities (e.g., ocular toxicities, hyperphosphatemia) do require nuanced management 

Implications for Future Research
• Adjuvant infigratinib (a distinct FGFR3 inhibitor) is being explored currently 
• Combinations of erdafitinib and IO under investigation 



Advanced Disease: Platinum-Refractory mUBC
Cabozantinib in patients with platinum-refractory metastatic urothelial carcinoma: an open-
label, single-centre, phase 2 trial

Apolo AB et al. Lancet Oncol. 2020 Aug;21(8):1099-1109; Kikuchi E, Hayakawa N. Lancet Oncol. 2020 Aug;21(8):1005-1006



Advanced Disease: Platinum-Refractory mUBC
Phase I Study of Cabozantinib and Nivolumab Alone or With Ipilimumab for Advanced or 
Metastatic Urothelial Carcinoma and Other Genitourinary Tumors

Apolo AB et al. J Clin Oncol. 2020 Nov 1;38(31):3672-3684



Advanced Disease: Platinum-Refractory mUBC

Impact on Patient Care and Treatment Algorithm
• Cabozantinib monotherapy has some activity in metastatic urothelial cancer 
• Activity complemented by immunotherapy – is there synergy or an additive effect? 

Translational data support the former.

Implications for Future Research
• Cabozantinib with atezolizumab appears to hold promise with data similar to

cabozantinib with nivolumab 
• Will cabozantinib be developed further in urothelial cancer? Patients doing better – but 

still a great need for novel therapies! 


