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VEGFR Blockade

Prognos c	Factor 

Karnofsky	performance	status	<	80 

Time	from	diagnosis	to	

treatment	with	TKI	<	12	months 

Hemoglobin	<	Lower	limit	of	laboratory’s	
reference	range 

Platelets	>	upper	limit	of	normal 

Neutrophils	>	upper	limit	of	normal 

Heng Criteria  IMDC prognostic score 



VEGFR Blockade 

PD-1 Inhibitor 

All  IMDC risk group

ORR 24% vs 4% ORR 25% vs 6%

All  IMDC risk group

PDL1 - and  PDL1 + 



New ways to improve first line treatment = Era of Combos (1) 

CheckMate 214: Study design 

Co-primary endpoints: 
ORR 

PFS 

OS  

 

 
intermediate/poor risk 

groups 

• Treatment-naïve 
advanced or metastatic 
clear-cell RCC 

• Measurable disease 

• KPS ≥70% 

• Tumor tissue available 
for PD-L1 testing 

Treatment Patients 

Randomize 1:1 

Arm A 
3 mg/kg nivolumab IV +  

1 mg/kg ipilimumab IV Q3W 

for four doses, then  

3 mg/kg nivolumab IV Q2W 

Arm B 
50 mg sunitinib orally once 

daily for 4 weeks  

(6-week cycles) 

Stratified by  

• IMDC prognostic score 

(0 vs 1–2 vs 3–6) 

• Region (US vs 

Canada/Europe vs 

Rest of World) 

 



Primary endpoint in IMDC intermediate/poor risk Co-primary endpoint

N = 847 

Outcome 
NIVO + IPI 

N = 425 
SUN 

N = 422 

Confirmed ORR,a % (95% CI) 42 27 

P < 0.0001 

Confirmed BOR,a % 

Complete response 

Partial response 

 

9b 

32 

 

1b 

25 

0 3 6 9 12 15 18 21 24 27 30 

Hazard ratio (99.1% CI), 0.82 (0.64–1.05) 
P = 0.0331 

Median PFS, months (95% CI) 

NIVO + IPI  11.6 (8.7–15.5) 

SUN 8.4 (7.0–10.8) 
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425 304 233 187 163 149 118 46 17 3 0 

422 282 191 139 107 86 57 33 11 1 0 

No. at Risk 
NIVO + IPI 

SUN 

Months 
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PFS: IMDC intermediate/poor risk 

Hazard ratio (99.8% CI), 0.63 (0.44–0.89) 
P < 0.0001 

Median OS, months (95% CI) 

NIVO + IPI  NR (28.2–NE) 

SUN 26.0 (22.1–NE) 
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425 399 372 348 332 318 300 241 119 44 2 0 

422 387 352 315 288 253 225 179 89 34 3 0 

No. at Risk 
NIVO + IPI 

SUN 

Months 
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OS: IMDC intermediate/poor risk 



Exploratory endpoint

IMmotion 151, Rini, ESMO 2018



Not a good option for Favorable 

risk

IMmotion 151, Rini, ESMO 2018





New ways to improve first line treatment = Era of Combos (2) 



Sunitinib Atezo + Bev 

Grade 3-4 AEs 

All-grade AEs 

Grade 3-4 AEs 

All-grade AEs 

40% 20% 0 20% 10% 60% 60% 40% 50% 30% 50% 10% 30% 

PPE, palmar-plantar erythrodysesthesia. 

Dysgeusia 

Asthenia 

Mucosal inflammation 

Diarrhea 

Nausea 

PPE 

Decreased appetite 

Stomatitis 

Vomiting 

Hypertension 

Fatigue 

Proteinuria 

Atezolizumab  

+ Bevacizumab



Median PFS, mo (95% CI) 

Atezo + Bev 11.2 (9.6, 13.3) 

Sunitinib   8.4 (7.5, 9.7) 

HR, 0.83 (95% CI: 0.70, 0.97) 

Progression-Free Survival in ITT 

PFS assessed by investigators. Minimum follow-up, 12 mo. Median follow-up, 15 mo. 

Primary endpoint = PFS in PD-L1 + 

Secondary endpoint = PFS in ITT

Avelumab + AxitinibAtezolizumab  + Bevacizumab



Baseline Factor 

All patients (PD-L1+) 

Poor 

Intermediate 

Favorable 

No 

Yes 

MSKCC risk  

Liver  
metastasis 

No 

Yes 
Sarcomatoid 

No 

Yes 
Nephrectomy 

Poor 
Intermediate 

Favorable 

IMDC riska  

Favors Sunitinib Favors Atezo + Bev 

Hazard Ratio 

n 

63 

299 

302 

60 

86 

275 

64 

267 

31 

68 

232 
62 

362 0.73 

0.87 

0.46 

0.80 

0.71 

0.75 

0.67 

0.62 

0.79 

0.52 

0.71 

0.81 

0.65 

HR 

1.0 

 

 

 

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium. 

a IMDC risk group was derived ad hoc from baseline data collected in eCRF.  
PFS assessed by investigators.  

IMmotion 151 Javelin 101 

PDL1 + ITT PDL1+ ITT 

Atezo+Beva 
n=178 

Sun 
n=184 

Atezo+Beva 
n=454 

Sun 
n=460 

Avelu +Axi 
n=270 

Sun 
n=290 

Avel+Axi 
n=442 

Sun 
n=444 

ORR % 43 35 37 33 55 26 51 26 

CR 9 4 5 2 4 2 3 2 

PR 34 30 31 31 51 23 48 24 

SD 32 35 39 39 27 43 30 46 



Of course, very important endpoint !

What next after association of TKI and ICI ?

OS in overall populationOS in ITT



ORR : 20% vs 9% 

Is Sunitinib still a good comparator ? 

FDA and EMA approved



TKI + ICI > sunitinib ?

 A good option if deep reponse required ?  

 Maybe with Keynote 426 ???  

In case of reponse (CR), what is duration of N/I administration ?

In  patient refractory to TKI +ICI, what is the rescue ? 

In case of CR, do we cure patients ? 

ICI + TKI ?  In PDL1 + or in ITT?

Better PFS, improved RR !



Transcriptomics to identify a potential biomarker of response.

McDermott, D.F., et al. 2018. Nat. Med. 24:749–757. 



Beuselinck et al. CCR 2015



Crizotinib

= TKI Anti-Met 



Localized Renal Cancer 

TKI in Adjuvant setting ?

S-TRAC DFS Ravaud NEJM 2016 ASSURE DFS Haas Lancet 2016

PROTECT DFS Motzer  JCO 2017 ATLAS  DFS Gross-Goupil  ESMO 2018

SUN vs plb
SUN vs SOR vs plb

PZ vs plb AX vs plb

Does not CURE !!!



S-TRAC OS Ravaud NEJM 2016 ASSURE OS Haas Lancet 2016

PROTECT OS Motzer  JCO 2017
ATLAS  OS Gross-Goupil  ESMO 2018

SUN vs plb
SUN vs SOR vs plb

PZ vs plb AX vs plb

Does not significantly IMPROVE Survival !!!



ADVERSE EVENTS !!!

No TKI in adjuvant setting 

in Europe !!  (>< FDA)

Maybe better results with ICIs  (cure ?  Lessa AEs ?) 



TKI remain a standard of care in RCC treatment 

Nivo/ipilimumab is the new standard of care in Intermediate/poor risk group ccRCC

Awaiting Survival data for TKI + ICIs

Selection of patients is important, transciptomic, molecular, immunogram,…

Thank you


