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Nivolumab + Ipilimumab (N+I) vs Sunitinib (S) 
for Treatment-Naïve Advanced or Metastatic 
Renal Cell Carcinoma (aRCC): Results From 

CheckMate 214, including Overall Survival by 
Subgroups 

Motzer, et al – Memorial Sloan Kettering Cancer Center 

CheckMate 214 demonstrated superior OS 
and ORR with NIVO + IPI versus SUN in 

intermediate/poor risk treatment-naïve aRCC
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Immune and Tumor Responses to Human IL-10 
(AM0010, Pegilodecakin) Alone or in Combination 

with Immune Checkpoint Blockade 
Martin Oft, MD – ARMO BioScience

Combination IL-10 + antiPD1:
Tolerated with no significant increase in AE profile 

over either agent in monotherapy
ORR in RCC 44% (15 of 34 pts (2 CRs), 2x expected 

RR)
ORR in NSCLC 41% (11 of 27 pts, 2x expected RR)
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A Phase 1 Study of TSR-022, an Anti-TIM-3 
Monoclonal Antibody, in Patients (pts) with 

Advanced Solid Tumors 

Weiss, et al, Western Regional Medical Center Inc.

TSR-022 monotherapy is well tolerated across 
multiple dose levels, consistent with the safety 

profiles of other checkpoint inhibitors.



Tumor escape mechanisms

Tumor
PD-L1

T cell

T cell
T cell

PD-1
Treg

Treg

IL-4

IL-13

TAM

M2

TAM

M2

DC

IDOCTLA-4

CD80

ARG1

iNOS

TGFβ

IDO,

IL-10

IL-10

GM-CSF, 

VEGF, 

IL-1β

MDSC

MDSC

Tumor-Immune Interaction



Tumor escape mechanisms

Tumor
PD-L1

T cell

T cell
T cell

PD-1
Treg

Treg

IL-4

IL-13

TAM

M2

TAM

M2

DC

IDOCTLA-4

CD80

ARG1

iNOS

TGFβ

IL-10

PD1

CTLA4

IL-10

GM-CSF, 

VEGF, 

IL-1β

MDSC

MDSC

Tumor-Immune Interaction



Tumor escape mechanisms

Tumor
PD-L1

T cell

T cell
T cell

PD-1
Treg

Treg

IL-4

IL-13

TAM

M2

TAM

M2

DC

IDOCTLA-4

CD80

ARG1

iNOS

TGFβ

IL-10

PD1

CTLA4

TOM3IL-10

GM-CSF, 

VEGF, 

IL-1β

MDSC

MDSC

Tumor-Immune Interaction



Tumor escape mechanisms

Tumor
PD-L1

T cell

T cell
T cell

PD-1
Treg

Treg

IL-4

IL-13

TAM

M2

TAM

M2

DC

IDOCTLA-4

CD80

ARG1

iNOS

TGFβ

IL-10

PD1

IL-10

GM-CSF, 

VEGF, 

IL-1β

MDSC

MDSC

Tumor-Immune Interaction



Tumor escape mechanisms

Tumor
PD-L1

T cell

T cell
T cell

PD-1
Treg

Treg

IL-4

IL-13

TAM

M2

TAM

M2

DC

IDOCTLA-4

CD80

ARG1

iNOS

TGFβ

IL-10

TIM3

IL-10

GM-CSF, 

VEGF, 

IL-1β

MDSC

MDSC

Tumor-Immune Interaction



High Impact Clinical Trials
• Pooled 3-Year Overall Survival Data from Phase II and Phase III Trials of 

Nivolumab (NIVO) Combined with Ipilimumab (IPI) in Advanced Melanoma
Stephen Hodi, MD – Dana-Farber Cancer Institute 

• Nivolumab + Ipilimumab (N+I) vs Sunitinib (S) for Treatment-Naïve Advanced 
or Metastatic Renal Cell Carcinoma (aRCC): Results From CheckMate 214, 
including Overall Survival by Subgroups Robert J. Motzer, MD – Memorial 
Sloan Kettering Cancer Center 

• Immune and Tumor Responses to Human IL-10 (AM0010, Pegilodecakin) 
Alone or in Combination with Immune Checkpoint Blockade Martin Oft, MD 
– ARMO BioScience

• A Phase 1 Study of TSR-022, an Anti-TIM-3 Monoclonal Antibody, in Patients 
(pts) with Advanced Solid Tumors Glen J. Weiss, MD  – Western Regional 
Medical Center Inc.



High Impact Clinical Trials

Combination



Co-inhibitory Molecules



Nivolumab plus ipilimumab in advanced melanoma

Wolchok JD et al. The New England journal of medicine 369(2), 122-133 (2013).
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– Immune Agonists 
• Stimulatory cytokines (IL-2, IL-12, IL-15, TLR etc..)
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– Immune inhibitors
• Check point inhibitors (CTLA4, PD1/PDL1, LAG3, TIM3, iDO)
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• Standard Therapy
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• Small Molecules
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Combinational Immunotherapy

940 different IO agents in clinical 
stage

Source: Aman Shalabi CIR



High Impact Clinical Trials

?? Combination



High Impact Clinical Trials

Rational combination is 

not logic but science
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Co-stimulatory Molecules
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Adding α-PD1 to α-OX40 in antigen primed cells 
enhances proliferation in vitro



Combination of Ani-PD1

300  trials - CIR

• Vaccine-- neoantigens
• XRT
• Chemo
• Etc…
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High Impact Clinical Trials

Not every combination is a 

potential HIGH IMPACT
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• What to combine ?

• When to combine ?

• How to combine ?

….Then combine 
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