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FIGURE S1: Expression of A2AR (ADORA2A) and CD73 (NT5E) in various solid tumors.
Analysis of ADORA2A and NT5E expression levels based on RNASeq data extracted from The Cancer Genome Atlas (TCGA). Error bars represent the 95% confidence intervals. 
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[bookmark: _GoBack]FIGURE S2: Overall study design schematic. 
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FIGURE S3: Waterfall plot of patients treated with Ciforadenant (A) only or Ciforadenant + Atezolizumab (B). 
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FIGURE S4: Spider plots of tumor response duration and kinetics in patients demonstrating tumor regression following treatment with ciforadenant or ciforadenant plus atezolizumab.  
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FIGURE S5: Lack of correlation between CD73 or CD8 expression and tumor response
A-B) Scatter plots showing relationship between CD8 (A) or CD73 (B) expression levels by NanoString and best percent change in the sum of the longest tumor dimensions (SLD). Grey circles represent independent measurement from different cores taken from the same patient. C-D) Scatter plots showing relationship between CD8 (C) or CD73 (D) percent membrane staining and best percent change in the SLD. E) Statistical summary demonstrating lack of association with CD8 or CD73 level and tumor response.

[image: ]
 
FIGURE S6: Characterization of gene expression signature related to adenosine exposure
A) Summary of experiment design. B) Representative graphical analysis of gene expression changes in human PBMCs following NECA stimulation, as characterized by NanoString PanCancer Immune Panel. The colors reflect different donors and concentrations of NECA.
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Table S1: Ciforadenant pharmacokinetics
Pharmacokinetic measurements (Cmin obtained just prior to Day 14 dose and Cmax obtained 1 hour after Day 14 dose) were performed in patients receiving 100 mg ciforadenant BID.  
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Table S2: Adenosine gene signature
Genes with most significant change in expression, as evaluated by NanoString analysis.
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Table S1. Pharmacokinetic Parameter, Mean + St. Dev

Ciforadenant Ciforadenant + Atezolizumab
C,,n (Ng/mL) 3276 + 2234 (n=79) 3714 £ 2999 (n=74)
C,ax (Ng/mL) 6469 + 2840 (n=80) 6203 += 3028 (n=76)
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Table S2. Adenosine Gene Signature

Adjusted p Value

IL23A 1.44E-04
SLC11A1 1.27E-03
CXCL2 1.27E-03
CXCL7 1.27E-03
CXCL6 1.40E-03
CXCL3 1.40E-03
IL-6 1.48E-03
IL-1a 1.73E-03
CXCL8 1.98E-03
CXCL5 1.98E-03
THBS1 2.28E-03
IL-18 2.38E-03
PTGS2 2.65E-03
IL-24 2.70E-03
CXCLA1 3.92E-03
CD86 5.31E-03
CLEC5A 5.82E-03
CD14 6.24E-03

Function
Increases angiogenesis and reduces CD8+ T-cell infiltration

Natural resistance-associated macrophage protein 1
MIP2a: macrophage inflammatory protein 2, alpha

PPBP. Pro-Platelet Basic Protein

GCP2: Granulocyte chemotactic protein 2

MIP2[3: macrophage inflammatory protein 2, beta

Pro- and anti-inflammatory cytokine

Inflammation

IL-8. Nutrophil chemotactic factor

ENA-78: Attracts and activates neutrophils

Multiple functions

Inflammation

COX-2. Elevated during inflammation and cancer

Cell survival and proliferation. Activates STAT1/3

GROa: Neutrophil chemotractant

B7-2: Costimulatory signal for T cell activation and survival
Interacts with DAP-12 and may play a role in cell activation
Expressed by myeloid cells
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