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First-Line Treatment Landscape for RCC 
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Risk Group Favorable Intermediate Poor
No. of risk factors

MSKCC1 0 1-2 3-5
IMDC2 0 1-2 3-6

Distribution of risk groups (%)
MSKCC3 19% 59% 22%
IMDC4 19% 55% 26%

Median OS (months)
MSKCC1 29.6 13.8 4.9
IMDC3 43.2 22.5 7.8

2-yr OS rate (%)
MSKCC1 55% 31% 6%
IMDC2 75% 53% 7%

Predicted 2-yr OS rate post 1L VEGF tx (%)3

MSKCC 70% 42% 9%
IMDC 70% 47% 12%

Prognostic Models for Metastatic RCC: MSKCC and IMDC* 

*MSKCC: patients treated with IFN-alfa; IMDC: patients treated with VEGF-targeted agent; LLN = lower limit of normal; ULN = upper limit of normal
1. Motzer RJ et al. J Clin Oncol. 2002;20:289-296; 2. Heng D et al. J Clin Oncol. 2009;27:5794-5799; 3. Heng D et al. Lancet Oncol. 2013;14:141-148;  
4. Ko JJ et al. Br J Cancer. 2014;110:1917-1922.

MSKCC Risk Factors:1

1. Interval from diagnosis to treatment of <1 year
2. Karnofsky PS <80%
3. Corrected serum calcium > the ULN
4. Serum hemoglobin < the LLN
5. Serum LDH >1.5 times the ULN

IMDC Risk Factors:2

1. Interval from diagnosis to treatment of <1 year
2. Karnofsky PS <80%
3. Corrected serum calcium > the ULN
4. Serum hemoglobin < the LLN
5. Absolute neutrophil count > than ULN
6. Platelets > the ULN

*MSKCC: patients treated with IFN-alfa; IMDC: patients treated with VEGF-targeted agent
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First Line Therapies 2020
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PFS (30 months follow up)
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KEYNOTE-426 Study Design



Confirmed Objective Response Rate

Presented By Hans Hammers at 2020 Genitourinary Cancers Symposium



Overall Survival
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Treatment-Related Adverse Events: <br />Incidence ≥20%
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Improving Survival With Immunotherapy
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pVHL Deficiency Results in HIF-2α Activation
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Study Design (NCT02974738)
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Baseline Clinical Characteristics 
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Best Confirmed Objective Response by RECIST v1.1 per Investigator Assessment
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Maximum Change From Baseline in <br />Target Lesions: By IMDC Risk Categorya 
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Duration of Treatment: All Patients
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All-Cause Adverse Events ≥20%
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Progression-Free Survivala
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Conclusions
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Clinical Management of Urothelial 
Bladder Cancer in 2020
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Commonly Raised Questions in Treating Patients with 
Metastatic Bladder and Upper Tract Urothelial Cancers

-- Is there a preferred neoadjuvant  regimen for patients with    
muscle-invasive bladder cancer?

-- Is there a preferred  checkpoint inhibitor for patients on or following 
platinum based chemotherapy?

-- Should re discontinue checkpoint inhibitors in patients with 
metastatic bladder cancers who have a complete response to Rx?

-- Following progression on platinum-based chemotherapy and 
checkpoint inhibitors, what therapeutic options are available?
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Neoadjuvant Chemotherapy Regimens (NAC)

The most popular (NAC) regimens, Cisplatinum-Gemcitabine and dd-MVAC have never          
• been directly compared in a neoadjuvant clinical trial

• Retrospective  studies suggest that ddMVAC is superior to Cis-Gemcitabine

• Zargar et al:  Of 319 patient treated with NAC  followed by radical cystectomy, those 
who received dd-MVAC had a  higher  pathologic response rates (pTNO and T1N0) and 
OS  compared with Cis-Gem

• Peyton CC et al:  In a cross-sectional analysis  of 1,113 post-cystectomy patients, those 
receiving ddMVAC had a higher likelihood of tumor downstaging and pC (41.3%) than 
those receiving Cis-Gem (24.5%)    

• Early data suggest that replacing NAC with check point inhibitors (atezolizumab and 
pembrolizumab) appear promising

Sargar H et al: J Urol 199; 1452-1458,2018
Peyton CC et  al: JAMA Onc 4:1535-1542,2018 35
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Should checkpoint inhibitors (CPI’S) be discontinued in patients 
with metastatic  bladder  cancer who achieve a CR ?

-- CPI  trials in urothelial cancers have included a small percentage  of patients who 
achieved durable CR’s

-- Most trials limit duration lf treatment  to 2 years  but in practice most patients 
continue treatment until disease progression or intolerable toxicity

--Data from melanoma trials suggest that durable CR’s can be obtained after 
CPI discontinuation (KEYNOTE-001) 

-- in KEYNOTE-006,  86% of patients who completed 2 years of pembrolizumab 
were progression free at 20 months

-- A retrospective analysis examined long-term outcomes in various solid 
tumors (including bladder cancer) after discontinuation or PD-1 or PD-L1
Approximately 67%  of patients with cancer other than melanoma  
maintained disease control  after a median follow-up of 10 months



I

Is there a preferred checkpoint inhibitor
for patients with metastatic bladder cancer
who progress on or after platinum-based
chemotherapy?
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Following progression of platinum 
based chemotherapy and check 

point inhibitors , what therapeutic 
options are available
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Study EV-103: Durability Results of  
Enfortumab Vedotin Plus  
Pembrolizumab for Locally Advanced  
or Metastatic Urothelia Carcinoma

• Jonathan E. Rosenberg1, Thomas W. Flaig2, Terence W. Friedlander3, Matthew I. Milowsky4,  
Sandy Srinivas5, Daniel P. Petrylak6, Jaime R. Merchan7, Mehmet A. Bilen8, Anne-Sophie Carret9,  
Nancy Yuan9, Carolyn Sasse10, Christopher J. Hoimes11
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Locally Advanced or Metastatic Urothelial 
Carcinoma in First Line Setting

• Carboplatin-based regimens for cisplatin ineligible patients are 
associated with poor outcomes in  the first-line (1L) setting

• The FDA recently granted accelerated approval to enfortumab 
vedotin-ejfv, a Nectin-4 directed  antibody-drug conjugate*

• PD-1/PD-L1 inhibitor responses have promising durability, but 1L 
indication is restricted to  patients with high PD-L1 expression or 
platinum ineligibility2,3

• Initial data from Study EV-103, enfortumab vedotin + pembrolizumab 
had encouraging activity  for this platinum-free approach in cisplatin-
ineligible patients4

• We present the first durability, PFS and OS data of enfortumab vedotin 
+ pembrolizumab in 1L as  well as an update on safety and efficacy

• Adults with locally advanced or metastatic urothelial cancer who have previously received a PD1/L1 inhibitor and a platinum-
containing chemotherapy in the  nedoadjuvant/adjuvant, locally advanced or metastatic setting. This indication is approved under 
accelerated approval based on tumor response rate. Continued approval  for this indication may be contingent upon verification and 
description of clinical benefit in confirmatory trials.

1Grande et al. Ann Oncol. 2019;30(Suppl 5):Abstract LBA14_PR; 2Balar et al. J Clin Oncol. 2017;35:6(Suppl):284; 3Balar et al. Lancet. 
2017;389(10064):67-76; 4Hoimes et al.
Ann Oncol. 2019;30(Suppl 5):Abstract 9010.
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Erdafitinib for Treatment of Patients with susceptible FGFR3 or 
FGFR2 genetic alterations

• Efficacy results for ORR, duration of response (DoR), progression-
free survival (PFS), and OS as well as safety were analyzed by select 
baseline variables

• High-risk was defined as having at least 1 of the following 
characteristics: 
o Age ≥75 years 
o Eastern Cooperative Oncology Group performance status (ECOG 
PS) of 2 
o Hemoglobin <10 g/dL 
o Visceral metastases 
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