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Figure 3: Protein levels of ICOS can be approximated by RNA coneiatont) indication (top). Distribution of binned ICOS RNA expression across subtypes within an indication (bottom). |
orrelation * Due to the September 2017 approval of Keytruda for treatment of gastric cancer, these

Gastric adenocarcinoma was identified as a tumor of interest based on the intearated expression N gastric and esophag eal tumors from TCGA Y « Within gastric cancer, ICOS is still frequently expressed in PD-L1 low tumors, though the proportion of cohorts in ICONIC include PD-1 inhibitor failure as well as PD-1 inhibitor naive patients.
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and IFNy signatures, but RNA analysis indicates that a subpopulation of gastric tumors with
lower levels of PD-L1 expression may be ICOS positive. Integrative analysis of tumors
identifies gastric cancer as an attractive indication for exploration of JTX-2011 plus a PD-1
inhibitor based on the relatively high frequency of ICOS expression within this tumor type. ‘
16 % ‘
22 %

Correlated Gene Expression

ICOS RNA
Expression

8% 7 %

well as other clinical attributes and molecular markers. ICOS and PD-L1 levels were H-
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Figure 1. Monotherapy response is related to percentage of
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» Significant associations (*) were observed between ICOS RNA expression and CDKN2A, ERBB2,

ICOS Single Combination '
IHC Score Agent Efficacy

oI (at Baseline) Efficacy (+ anti-PD-1) Figure 4: ICOS RNA expression is independent of gastric or ' o + | m
satiN esophageal cancer location

and PIK3CA alterations. ICOS is highly expressed in gastric and esophageal cancers, supporting these
indications for inclusion into the ICONIC trial studying the ICOS agonist antibody
JTX-2011.
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« CDKN2A silencing and PIK3CA mutations _ _
were both associated with higher ICOS RNA ICOS is expressed in PD-L1 low tumors, and shows context dependent

expression. associations with previously reported innate PD-1 resistance signatures.
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