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Changing Standards of Care for RCC

• Interferon & IL-2

• TKIs – sunitinib, pazopanib, cabozantinib, tivozanib, sorafenib, 
levantinib, (everolimus)

• Nivolumab (2nd line)

• Ipilimumab + Nivolumab (1st line) – Intermediate + poor risk

• IO – TKI

• Adjuvant



Limitations of TKIs

• Purely palliative

• Secondary resistance inevitable

• Most patients have some benefit

• Early palliative benefit

• Sequential responses



Immunotherapy expectation

• Long term durable benefit

• What is the evidence?
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284 202 155 119 102 90 70 23 9 1 0

278 200 138 105 83 67 43 25 11 1 0

PFS by PD-L1 expression: IMDC intermediate/poor risk

PD-L1 <1% (n = 562) PD-L1 ≥1% (n = 214)

HR (95% CI) 0.48 (0.28–0.82)
P = 0.0003

Median PFS, months (95% CI)

NIVO + IPI 22.8 (9.4–NE)

SUN 5.9 (4.4–7.1)

HR (95% CI) 1.00 (0.74–1.36)
P = 0.9670

Median PFS, months (95% CI)

NIVO + IPI 11.0 (8.1–14.9)

SUN 10.4 (7.5–13.8)

NIVO

SUN

No. at 
Risk

100 77 61 54 50 48 41 21 8 2 0

114 63 40 24 17 13 9 4 0 0 3
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OS by PD-L1 expression: IMDC intermediate/poor risk

PD-L1 <1% (n = 562) PD-L1 ≥1% (n = 214)
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284 251 223 200 76 0

278 239 198 157 61 1

100 87 83 76 33 2

114 90 72 55 21 2

NIVO + 
IPI

SUN

No. at Risk

CheckMate 214, Motzer et al.

HR (95% CI), 0.73 (0.56–0.96)

P = 0.0249

Median OS (95% CI), months

NIVO + IPI NR (28.2–NE)

SUN NR (24.0–NE)

HR (95% CI), 0.45 (0.29–0.71)

P <0.001

Median OS (95% CI), months

NIVO + IPI NR (NE–NE)

SUN 19.6 (14.8–NE)
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IMmotion151: A Randomized Phase III Study <br />of Atezolizumab Plus Bevacizumab vs Sunitinib <br />in Untreated Metastatic Renal Cell Carcinoma

Presented By Robert Motzer at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Study Design

Presented By Robert Motzer at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Baseline Characteristics

Presented By Robert Motzer at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care











Summary

• IO-IO (Ipi – Nivo) Standard of Care for Intermediate & Poor Risk

• Good risk patients – currently TKI
• IO-TKI combo likely efficacy

• Ipi-Nivo may demonstrate durability of response with longer follow up vs TKI

• PDL-1 not an adequate predictive biomarker for patient selection



Moving Forward

• Adjuvant IO , IO + IO studies ongoing
• RAMPART, BMS 914

• Heterogeneity particularly marked in RCC
• TMB modest, no correlation with activity of atezoluzimab + bev (McDermott 

Nature Med)

• High Indel frequency (Turajlic et al)

• Identification of truncal neo-antigens (Turajlic et al) may provide a target for 
cellular therapies


