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Kaplan - Meier Estimate of PFS
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Liver Metastasis and Treatment Outcome with

Anti-PD-1 Monoclonal Antibody in Patients R P e
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Change From Baseline in Tumor Size, %
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Checkpoint blockade for cancer  immunotherapy
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OS by Tumor RDL Expression: 1% Cutoff
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IFNb and Expanded Immune Signatures Correlate With
Response to Pembrolizumab in Melanoma

Preliminary IFNg Preliminary Expanded Immune Correlation With Response in the
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aDevelopment of the expanded immune signature was performed in an unsupervised manner by individuals blinded to response data.
Nominal onesidedP value from logistic regression (for best overall response per RECIST v1.1) or Cox regression (for PFS and OS).



IFNy Signature validated with clinical outcome
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IFNg Signature or Tertiary Lymphoid Structure Signature
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Checkmate 064 Overall Survival Analysis
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Cohort B 40/70 16.9 (9.2-26.5)
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Probability of Overall Survival

Number of patients at risk
Cohort A G8 66 63 28 o1 49 42 31 25

CohortB 70 61 o2 44 38 34 29 22 17 2

Abbreviations: Cl, confidence interval; NR, not reached; OS, overall survival.
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Optimized Gene Classifier of Immune -Related Genes that
Predict Response in Cohort A

AGene classifier includes IFNelated genes and others
AThere is no optimal gene signature for Cohort B
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Rodig et al, ASCO 2017. Biomarker Analysis Checkmate 064
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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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b Discovery Cohort
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PD-1

Exhaustion markers in our sort@agTILsompared

to other CD8s

CD8+ Gate

Gene | log2FoldChang¢ Padj iy Cls e lln
avecounts | avecounts
PD-1 5.69 6.16E-47 127.5 5582.4
Tim -3 4.32 2.41E18 698.2 8053.4
CTLA4 3.38 9.19E-12 1852.5 16417.1
LAG-3 2.70 2.65E-09 2446.6 13518.6
TIGIT 2.42 5.96E11 1207.9 6715.7
Ki67 4.09 9.89E-11 341.8 2953.1

Of Interest:

CXCR6
CXCL13
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Numerous genes are differentially expressed between PD-1*CTLA-4*

peTILs and other CD8+ T cells in the tumor microenvironment in human

melanoma
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*Data from whole RNA transcriptome sequencing of sorted human melanoma tumor
infiltrating T cells in the UCSF Rosenblum Lab
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