Gene expression of NANOG and NANOGPS8 in colorectal cancer =\
P S - .
KeCk SChOOl Of ) Hiroyuki Arail, Yasmine Baca?, Joanne Xiu?, Francesca Battaglin?, Jimmy J. Hwang?, John Marshall4, Richard M. Goldberg®, Benjamine Weinberg#, Davendra Sohal®, Emil Lou’, Michael J. Hall® CARI S POA

. . bl oo L on: . ” 1 . X . ) . .
Medicine Of USC Jingyuan Wang+, Natsuko Kawanishit, Priya Jayachandran?, Shivani Sonit, Wu Zhang', Daniel Magee?, W. Michael Korn<, Heinz-Josef Lenz CRECISION ONCOLOGY ALLIANCE

1 University of Southern California, 2 Caris Life Sciences, 3 Levine Cancer Institute, 4 Georgetown University, 5 University of West Virginia, 6 University of Cincinnati, 7 Masonic Cancer Center, University of Minnesota, 8. Fox Chase Cancer Institute

. . . Presentation No: 480P
Contact us: hiroyuki.aria.1217@gmail.com

The cancer stem cell (CSC) possesses self-renewal and CMS distribution in NANOG/NANOGPS quartlles CMS1, CMS2, and CMS3 were negatively associated

multilineage differentiation potential, and believed to be responsible with NANOG TPM (Q1 > Q4, p<0.01) while CMS4 had a
for resistance to chemotherapy and/or radiotherapy [1]. NANOG (entire cohort) NANOG (MSS cohort) NANOGPS8 (entire cohort) NANOGPS8 (MSS cohort) positive association (Q4 > Q1: 33% vs. 19%, p<0.01).

16.% " 2270, 2500 Similarly, CMS1 and CMS3 were negatively associated
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' with NANOGP8 while CMS4 showed a positive

association (33% vs. 17%). These associations were
consistent in MSS cohort.

« APC mutations (NANOG Q4 vs. Q1. 79% vs. 74%;
NANOGP8: 82% vs. 72%) and CDX2 amplifications

« NANOG is a pluripotency transcription factor that serves as a

signaling hub in maintaining CSCs [2-3]. —

« Full-length NANOG protein is encoded by two paralogs of gene,
namely NANOG1 (generally referred as NANOG) and NANOGPS8

[4].
« NANOG mediates immune evasion through NANOG/TCL1A/AKT
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and NANOG/LC3B/EGFR axes, contributing to immune resistant NANOG Q1 NANOG Q2 NANOG Q3 NANOG Q4 NANOG Q1 NANOG Q2 NANOG Q3 NANOG Q4 NANQolePS NANQozGP8 NANQoaGPS I\IAI\IQO4GP8 NANQolePS NANQozGP8 NANQosePS NANQO4GP8 (15% vs. 8%: 15% vs. 9%) were maore frequently
phenotype [5-7]. mCMS1 ECMS2 =CMS3 mCMS4 mCMS1 EmCMS2 mCMS3 mCMS4 mCMS1 ECMS2 mCMS3 mCMS4 mCMS1 mCMS2 = CMS3 mCMS4 observed in Q4 than Q1 of NANOG and NANOGPS.
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expression levels of NANOG and NANOGPS8 in patients with 11%; NANOGPS8 Q4 vs. Q1: 7% vs. 12%), dMMR/MSI-H

colorectal cancer (CRC).

(5% vs. 8%; 5% vs. 9%), and PD-L1 expression (2% vs
5%; 2% vs 6%) were all negatively associated with both

Mutation/amplification profiles in NANOG/NANOGPS8 quartiles
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. Next-generation sequencing (NGS) and whole transcriptome o ° significantly lower in Q4 while that of myeloid dendritic
sequencing (WTS) were performed on 7,604 CRC tumors submitted 50 o cells, neutrophils, NK cells, B cells, T cells (both CD4+
to Caris Life Sciences (Phoenix, AZ). 40 40 and CD8+), endothelial cells, and fibroblasts was higher
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CRC harboring high expression levels of NANOG and
NANOGP8 genes was enriched in CMS4 and had a
possible association with alterations in the WNT

data.
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* Microsatellite instability (MSI) / mismatch repair (MMR) status was
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