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Primary endpoint: Overall survival 
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Methods 

• CheckMate 214 was a randomized, open-label, phase 3 trial of 

NIVO+IPI followed by NIVO monotherapy versus SUN in 

patients with previously untreated aRCC with a clear cell 

component5 

• Patients were randomized 1:1 to receive either NIVO 3 mg/kg 

plus IPI 1 mg/kg intravenously every 3 weeks for 4 doses 

followed by NIVO 3 mg/kg every 2 weeks maintenance therapy 

or SUN 50 mg orally once daily for 4 weeks on and 2 weeks off 

in each 6-week cycle5 

• This was a post hoc analysis of efficacy outcomes by number of 

IMDC risk factors; outcomes included OS, and investigator-

assessed ORR and progression-free survival (PFS) per 

Response Evaluation Criteria in Solid Tumors v1.1 

CheckMate 214 



Methods 

• Patients were categorized into favorable (0), intermediate (1–2), 

and poor (3–6) IMDC risk groups using an interactive voice 

response system (IVRS) 

• The 6 individual IMDC components were collected on case 

report forms, which were used to identify the specific number of 

risk factors present for patients in the intermediate- and poor-

risk groups 

– A total of 45 patients were excluded from the analysis due to a 

discrepancy between the IVRS and the case report form IMDC risk 

categorization 

• Due to small patient numbers, patients with 4–6 risk factors 

were pooled for efficacy analyses 

CheckMate 214 



Results 

• Minimum follow-up was 30 months (median, 32.4 months) 

• There were 1096 patients in the ITT population. Of these, 23% 

had 0 risk factors, 61% had 1–2 risk factors, and 16% had 3–6 

risk factors 

• There were 1051 patients in this analysis, of whom 24% had 0 

risk factors, 60% had 1–2 risk factors, and 17% had 3–6 risk 

factors 

• Risk factors were generally balanced between the treatment 

arms 

• In patients with intermediate risk, 58% had 1 risk factor and 42% 

had 2 risk factors; among poor-risk patients, 58% had 3 factors, 

29% had 4 factors, 10% had 5 factors, and 3% had 6 factors 

(Table 1) 
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CheckMate 214 

KPS, Karnofsky performance status; LLN, lower limit of normal; ULN, upper limit of normal. 

Patients with 1 risk factor, n (%) 

NIVO+IPI 

n = 189 

SUN 

n = 172 

<1 year from diagnosis to randomization 97 (51.3) 89 (51.7) 

Hemoglobin <LLN 44 (23.3) 52 (30.2) 

KPS ≤70% 24 (12.7) 12 (7.0) 

Absolute neutrophil count >ULN 12 (6.3) 11 (6.4) 

Corrected calcium >10 mg/dL 12 (6.3) 7 (4.1) 

Platelet count >ULN 0 1 (0.6) 

Table 1. Incidence of individual IMDC risk factors in 
CheckMate 214 patients 



Table 1. Incidence of individual IMDC risk factors in 
CheckMate 214 patients 

CheckMate 214 

Patients with 2 risk factors, n (%) NIVO+IPI 

n = 125 

SUN 

n = 141 Factor 1 Factor 2 

<1 year from diagnosis to 
randomization 

Hemoglobin <LLN 67 (53.6) 89 (63.1) 

Corrected calcium >10 mg/dL 18 (14.4) 13 (9.2) 

Absolute neutrophil count >ULN 13 (10.4) 9 (6.4) 

Platelet count >ULN 2 (1.6) 4 (2.8) 

KPS ≤70% 

<1 year from diagnosis to randomization 3 (2.4) 5 (3.5) 

Hemoglobin <LLN 4 (3.2) 5 (3.5) 

Corrected calcium >10 mg/dL 0 1 (0.7) 

Absolute neutrophil count >ULN 0 2 (1.4) 

Hemoglobin <LLN 

Corrected calcium >10 mg/dL 4 (3.2) 0 

Absolute neutrophil count >ULN 6 (4.8) 3 (2.1) 

Platelet count >ULN 3 (2.4) 6 (4.3) 

Corrected calcium  
>10 mg/dL 

Absolute neutrophil count >ULN 3 (2.4) 2 (1.4) 

Platelet count >ULN 2 (1.6) 1 (0.7) 

Absolute neutrophil count >ULN Platelet count >ULN 0 1 (0.7) 

Platelet count >ULN KPS ≤70% 0 0 

KPS, Karnofsky performance status; LLN, lower limit of normal; ULN, upper limit of normal. 



CheckMate 214 

Individual risk factors in patients with 3 risk factors, n (%) 

NIVO+IPI 

n = 55 

SUN 

n = 47 

<1 year from diagnosis to randomization 50 (90.9) 42 (89.4) 

Hemoglobin <LLN 49 (89.1) 38 (80.9) 

Absolute neutrophil count >ULN 19 (65.5) 28 (59.6) 

Platelet count >ULN 19 (34.5) 18 (38.3) 

Corrected calcium >10 mg/dL 14 (25.5) 14 (29.8) 

KPS ≤70% 14 (25.4) 10 (21.3) 

Table 1. Incidence of individual IMDC risk factors in 
CheckMate 214 patients 

KPS, Karnofsky performance status; LLN, lower limit of normal; ULN, upper limit of normal. 



Figure 1. Overall survival by number of IMDC risk factors  

CheckMate 214 

CI, confidence interval; HR, hazard ratio; NE, not estimable; NR, not reached. 
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CheckMate 214 

CI, confidence interval; HR, hazard ratio; NE, not estimable; NR, not reached. 
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CI, confidence interval; HR, hazard ratio; NE, not estimable; NR, not reached. 
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Figure 2. 30-month overall survival probabilities by 
number of IMDC risk factors 

CheckMate 214 
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Authors’ Conclusions 

• With long-term follow-up, consistent differential benefit in OS, PFS, 
and ORR were observed across all ITT patients and patients with  
1–6 IMDC risk factors with NIVO+IPI over SUN 

– ORR with NIVO+IPI was consistent in patients with 0–6 IMDC risk 
factors, while ORR with SUN decreased with increasing number of 
risk factors 

– OS, PFS, and ORR benefits were observed with NIVO+IPI over SUN in 
patients prospectively categorized as having either intermediate- or 
poor-risk disease, and a majority of this intermediate/poor-risk group 
had just 1 or 2 IMDC risk factors 

CheckMate 214 
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CALGB 90601 (Alliance): Randomized, double blind, placebo-controlled phase III trial comparing gemcitabine and cisplatin with bevacizumab or placebo in patients with metastatic 
urothelial carcinoma.  
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Treatment of locally advanced and metastatic urothelial carcinoma 
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CALGB 90601 Study Design 
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Bevacizumab did not improve overall survival in combination with gemcitabine and cisplatin 
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PFS was improved with bevacizumab 
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CALGB 90601:  Conclusions 1 
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Ongoing first-line phase III trials: metastatic UC 
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EV-201: Results of Enfortumab Vedotin Monotherapy for Locally Advanced or Metastatic Urothelial Cancer Previously Treated with Platinum and Immune Checkpoint Inhibitors 
(NCT03219333) 
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Advanced and Metastatic Urothelial Carcinoma Has a High Unmet Need  
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Enfortumab Vedotin: Nectin-4 Targeted Therapy<br />Proposed Mechanism of Action  
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EV-201: Cohort 1 Demographics and Disease Characteristics 
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EV-201: Cohort 1 Objective Response Rate with Enfortumab Vedotin 
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EV-201: Cohort 1 Change in Tumor Measurements per BICR 
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EV-201: Cohort 1 Kaplan-Meier Estimates of Survival 
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EV-201: Cohort 1 Treatment-Related Adverse Events  
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EV-201: Cohort 1 Summary and Conclusions 
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