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Abstract

Paradoxical Transcriptional Hyperactivity and IFN Pathway Upregulation in Check

Point Inhibitor Acquired Resistance Tumors

NSCLC Patients that Develop CPIl Acquired Resistance also Dysregulate

Transcription of IFN Pathway Genes
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Figure 1. Generation of anti-PD1 acquired resistance model (CT26/AR). (A) Mice with established Figure 3. RNA-seq analysis of IFN responsiveness in CT26/WT and CT26/AR. (A) Transcriptomes from CT26 WT, ‘2" round’, and ‘4" round’ AR  ATIGIT-Fc-LIGHT bi-functional fusion protein that is able to simultaneously block TIGIT:PVR checkpoint signaling and

WT CT26 colon tumors were treated with anti-PD1 therapy. Tumors were excised from non-responsive
mice, expanded ex vivo, inoculated into new recipient mice, and given another course of anti-PD1. (B)
This process was repeated for a total of four rounds, until there were no remaining mice sensitive to
anti-PD1 (shown are average tumor growth curves). Two distinct tumor clones isolated from the 2nd
round and four distinct tumor clones isolated from the 4t round, are described throughout this poster.

activate both innate and adaptive anti-tumor immunity, retained activity in this resistance model and outperformed dual
checkpoint blockade with anti-PD1 +/- anti-TIGIT.

cells cultured for 24 hours with 20 ng/mL IFNy were assessed by RNA-seq. The DEGs identified in WT CT26 in response to IFNy were plotted in the
heatmap, and the corresponding responsiveness of ‘2" round’ and ‘4t round’ cells to IFNy at these genes are shown. (B) Hierarchical clustering
identified three major clusters of genes, and the pathways associated with these genes (GO PANTHER) are shown. (C) Comparison of significance

of change in gene set Enrichment Scores in WT CT26, ‘2 round’, and ‘4 round’ AR cells following IFNy treatment. *  We would like to thank Shannon Tsai from the University of North Carolina at Chapel Hill for bioinformatics support

and patients with cancer that play a brave and essential role in the development of novel immunotherapies.
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