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Checkpoint blockade for cancer immunotherapy
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Keynote 001: Kaplan-Meier Estimate of PFS
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What’s Next for Immunotherapy??
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Cumulative Progression Free Survival
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Experimental liver metastasis suppresses immunity against distant
subcutaneous tumor.
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(A) C57BL/6 mice were each injected subcutaneously (SQ) with 5.0 x 10> MC38 tumor cells with or without experimental liver (via intrahepatic injection) or lung metastasis (via
tail vein injection) established as described in methods. Kaplan Meier curves of percent mice survival are shown (mice with BCS < 2 or with tumor size > 2cm were sacrificed). (B)
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IFNY and Expanded Immune Signatures Correlate With

Response to Pembrolizumab in Melanoma
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IFNy Signature validated with clinical outcome
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IFNYy Signature or Tertiary Lymphoid Structure Signature?
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The Journal of Clinical Investigation

Tumor immune profiling predicts response to anti-PD-1

therapy in human melanoma
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Cell

NK Cells Stimulate Recruitment of cDC1 into the
Tumor Microenvironment Promoting Cancer

Immune Control

Graphical Abstract
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Immune control
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In Brief

Natural killer cells recruit dendritic cells to
the tumor microenvironment, and
disruption of this process results in
cancer immune evasion.
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A natural killer-dendritic cell axis defines
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Dietary tryptophan links encephalogenicity of
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Metabolic reprograming of anti-tumor immunity
Madhusudhanan Sukumar®?, Rigel J Kishton"? and Nicholas P
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Accommodation archetypes

Traditional perspectives often reduce immune responses to tolerance and
destruction. Emerging data show that the immune system has a larger palette
of modular archetypes that accommodate healthy tissue. These archetypes can
contribute to disease when dysregulated and/or dysfunctional.

Classical spectrum of

Immune reactivity Emerging immune “accommodation” archetypes
Tolerance o o
s~ IE'EEU g
nactiy - commensal
e symbiosis
e Control Trea/ Tl Assist
-~ chronic itic cells tissue
infection development
Myeloid cells (?), T cells.
exhausted Active macrophages
Teells Nondestructive
Manage immune Manage
tissue responses tissue
repair metabolism
T 2/1LC2, Heal Togr
N, Trgs wounds  "acrophages
Immune .,
elimination “a Neutrophils,
of hostcells ™. macrophages
Destruction ™

Model Proposed by Max Krummel PhD, UCSF



IL-12 is a key mediator of communication between

DC/macrophages and effector-T cells and NK Cells
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Daud et al, Phase | trial of plL-12 electroporation, J Clin Oncol
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Phase Il trial of

Monotherapy i.t. Tavo

Figure 2. Best overall
response in A. Sum of
treated lesions and in B.
Sum of untreated

lesions. C. Overall change
in tumor burden over time
(N = 48).
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| Progressive Disease J Complete Response
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Anti-PD-1 mAb-Mediated Activation of Anti-Tumor Immunity

‘Direct Activation’ Model ‘Licensing’ Model
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Emerging Picture of Immunotherapy
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