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Explosion of agents in advanced disease
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Metastatic RCC: Many choices- NCCN 
recommendations



Heng. JCO. 2009;27:5794.

• Clinical
• KPS < 80% (P < .0001)
• Time from diagnosis to tx < 1 yr (P = .01)

• Laboratory
• Hemoglobin < LLN (P < .0001)
• Calcium > ULN (P = .0006)
• Neutrophil count > ULN (P < .0001)
• Platelet count > ULN (P = .01)

IMDC Prognostic Criteria
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CheckMate 025: First approval in Subsequent  
line mRCC

 Primary endpoint: OS

 Secondary endpoints: PFS, ORR, OR duration, safety

Motzer. NEJM. 2015;373:1803.

Nivolumab
3 mg/kg IV every 2 wks

Everolimus
10 mg PO daily

Metastatic RCC with ≤ 2 prior 
antiangiogenic therapies and 

≤ 3 total prior systemic regimens
(N = 821)

ORR: 25%



CheckMate 016: Phase I Study of Nivolumab + 
Ipilimumab in mRCC
• Evaluated combinations in mRCC: nivolumab + ipilimumab, sunitinib, or pazopanib

• Current analysis: nivolumab + ipilimumab cohorts

N3 + I1
Nivolumab 3 mg/kg PO + 

Ipilimumab 1 mg/kg IV 
Q3W x 4 doses (n = 47)

N1 + I3
Nivolumab 1 mg/kg PO + 
Ipilimumab 3 mg/kg IV 
Q3W x 4 doses (n = 47)

Pts with advanced or 
mRCC; no prior systemic 

therapy other than cytokine 
therapy for mRCC or 1 prior 

adjuvant/neoadjuvant 
therapy with recurrence ≥ 6 

mos after last treatment

Nivolumab
3 mg/kg IV Q2W

Hammers H, et al. ESMO 2016. Abstract 1062P.

 Primary endpoint: safety/tolerability

 Secondary endpoints: ORR, DoR, PFS



CheckMate 016: Antitumor Activity

Outcome N3 + I1
(n = 47)

N1 + I3 
(n = 47)

Confirmed ORR, % (95% CI) 40.4 (26.4-55.7) 40.4 (26.4-55.7)

Best objective response, n (%)
 CR
 PR
 SD
 PD

5 (10.6)
14 (29.8)
19 (40.4)
8 (17.0)

0
19 (40.4)
17 (36.2)
8 (17.0)

Median DoR,* mos 20.4 19.7

24-mo OS, % 67 70

Median OS, mos Not reached 32.6

Median PFS, mos 6.6 9.1
*DoR: time between date of first response and date of disease progression or death (whichever occurs first).
Median follow-up: 22 mos

Hammers H, et al. ESMO 2016. Abstract 1062P.



Slide 3
Risk criteria by IMDC
1. KPS
2. Hb
3. Thromboctyosis
4. Neutrophilia
5. Hypercalcemia
6. Time to Rx <1 yr 

from Dx

Motzer. NEJM. 2018; 378:1277.



Checkmate 214- Nivo/Ipilumimab vs Sunitinib

Motzer NEJM 2018



Checkmate 214- Response rates

Ipilumimab/Nivolumab approved by the FDA for intermediate/poor  
in April 2018



Randomized Phase III: IO/VEGF Combinations
Treatment-naive advanced or 

metastatic RCC with clear-cell and/or 
sarcomatoid histology; KPS ≥ 70; tumor 

tissue available for PD-L1 staining
(N = 915)

Atezolizumab 1200 mg IV +
Bevacizumab 15 mg/kg IV Q3W

Sunitinib 50 mg PO QD 
for 4 wks on, 2 wks off

IMmotion151

JAVELIN Renal 101

Treatment-naive advanced RCC 
with a clear-cell component; 

ECOG PS 0 or 1; tumor tissue for 
PD-L1 staining

(N = 886)

Avelumab 10 mg/kg IV Q2W +
Axitinib 5 mg PO BID in 6-wk cycles

Sunitinib 50 mg PO QD for 
4 wks on, 2 wks off

Patients with treatment-naive 
advanced clear-cell RCC; KPS ≥ 70%; 

tumor tissue for PD-L1 staining
(N = 861)

Pembrolizumab 200 mg IV Q3W +
Axitinib 5 mg PO BID

Sunitinib 50 mg PO QD for 
4 wks on, 2 wks off

KEYNOTE-426

1o EP: PFS in 
PD-L1+ pts; 
OS in ITT pts

1o EP: PFS 
and OS in 
PD-L1+ pts

1o EP: PFS 
and OS in ITT



PFS/OS Results
Atezo/Bev Avelumab/Axi Pembro/Axi



KN 426: Axitinib/Pembrolizumab in mRCC

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Overall Survival in Key Subgroups

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Confirmed Objective Response Rate

Presented By Thomas Powles at 2019 Genitourinary Cancers Symposium



Monotherapy in mRCC?



KEYNOTE-427: (NCT02853344)

Presented By David McDermott at 2019 Genitourinary Cancers Symposium



Confirmed ORR by Blinded Independent Central Review

Presented By David McDermott at 2018 ASCO Annual Meeting



KN 427: Cohort A Results



ORR and Response Duration:<br />IMDC Categories

Presented By David McDermott at 2018 ASCO Annual Meeting



Duo-IO vs VEGFI/IO 



Results: CM 214

Overall Survival NR vs 26 HR: 0.63

ORR (%) 42 vs 27 P<0.001

CR (%) 9 vs 1 P<0.001

PFS (mos) 11.6 vs 8.4 P=NS

Int/Poor Risk OS NR vs 26 0.63

Favorable Risk OS NR vs 32.9 2.18

Overall Survival NR vs 38 HR: 0.71

ORR (%) 42 vs 29 P<0001

CR (%) 11 vs 1 1

PFS (mos) 9.7 vs 9.7 HR:0.85

Int/Poor Risk OS NR vs 27 HR: 0.66

Favorable Risk OS NR vs NR HR:1.22 P=NS

At 30 month FU

Motzer NEJM 2018; Tannir GU ASCO 2019



Durable/Complete Response

HD IL-2

PDL1 High: CR- 16%



Treatment Free Interval

Ipilumimab/Nivo 
N=425

Sunitinib 
N=422

TFI (Months) 15.4 8.5

% alive at 2 yrs (noRx) 42 19

D/C Rx (%) 75 85

Progression (%) 42 58

Adverse Events 23 11

@ 18 mos CR/PR9%) 48 6

SD 13 4

McDermott, Ann Oncol 2018



Adverse Events Attribution

• 70 yr old male with LUQ mass; 16 cm RP mass and a cm solid mass in 
Left kidney

6/10/19- Started Axitinib/Pembrolizumab
7/24/19- AST-335/ALT-325
7/29/19- AST-205/ALT-282
8/14/19- AST56 /ALT- 68----pembrolizumab
9/4/19- AST- 31/ALT-31----Axi/pembro
9/25/19- AST- 107/ALT- 153



Steroid Use and Resolution of AE

Grade ¾ (%) Resolution Rate (%)

Skin 21 74

GI 27 91

Renal 7 82

Hepatic 8 89

Endocrine

Thyroid 38 46

Adrenal 14 27

Pituitary 15 63

DM 6 50

Pneumonitis 6 94

Prednisone Use 40 mg =29%
Prednisone 40mg X 2 weeks= 19%
Prednisone 40mg X 30 days=10%

Motzer Lancet Oncology 2018
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2019 Medicare Reimbursement Data

Ipilimumab 
Nivolumab

Pembrolizumab 
Axitinib

Sutent

Months 1-3 $27,000/month $21,000 /month $10,733/month 

Months > 4 $14,419/month $21,000/month $10,733/month



Cost-Effectiveness?
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PDIGREE: Adaptive trial



mRCC: treatment 
Choice
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Questions? Thank You

@sandysrimd


