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Understanding the Role of Risk in the Treatment of 
Metastatic RCC 

IMDC Criteria for Metastatic RCC

 Favorable: 0 risk factors 

 Intermediate: 1-2 risk factors 

 Poor: 3+ risk factors

OS by Risk Group
Karnofsky performance score <80%

Time from initial diagnosis to targeted tx <1 yr

Hemoglobin < LLN

Calcium >10 mg/dL

Platelet count > ULN

Neutrophil count > ULN

Mo Since Therapy Initiation

O
S 

(%
)

0

20

40

60

80

100

0 12 24 36 48 60

No. of Events/No. at Risk
Favorable
Intermediate
Poor

11/133
61/301
94/152

16/110
50/182
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Phase 3 Trials of Front-Line Therapies for aCC-RCC
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Efficacy 
Endpoints

CheckMate 214*1

Ipi/Nivo 
(N = 1096)

KEYNOTE-4262

Axi/Pembro
(N = 861)

CheckMate 9ER3

Cabo/Nivo 
(N = 651)

CLEAR4

Len/Pembro 
(N = 1069)

COSMIC-3135

Cabo/Nivo/Ipi
(N = 855)

RENOTORCH

Median PFS, mo
HR (95% CI)

12.3
0.86 (0.73-1.01)

15.7
0.68 (0.58-0.80)

16.6
0.58 (0.48-0.71)

23.3
0.42 (0.34-0.52)

NR
0.73 (0.57-0.94))

18.0

Median OS, mo
HR (95% CI)

55.7
0.72 (0.62-0.85)

45.7
0.73 (0.60-0.88)

49.5
0.70 (0.56-0.87)

NR
0.72 (0.55-0.93)

-
- NE

ORR/CR, % 42/12 60.4/10 55.7/12.4 71/17 43/3 56.7/4.8

Sarcomatoid 
Features, % 13 12 11.5 7.9 NA NR

AEs leading to 
d/c 23 10.7 7 37.2 45 5.8

IMDC or MKSCC 
Risk F/I/P, % 23/61/17 31.9/55.1/13 22.6/57.6/19.7 31/59.2/9.3 0/75/25  81.5/18.5

Median follow-
up, mo 67.7 42.8 44.0 33.7 14.9 14.6
*Intermediate/poor risk group only
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