Background

High-resolution transcriptional signature predicts survival benefit in colorectal cancer (CRC) treated with EGFR inhibitors (EGFRI)

independent of RAS/BRAF mutation status or tumor sidedness
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« Cetuximab (CTX) and Panitumumab (PMB)
therapies directed at EGFR have been

restricted to left-sided CRC harboring wild-

Results

Figure 1: Association of CTX-S with survival on EGFRI in the context of RAS/BRAF
mutations
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Figure 3: Association of CTX-S with survival on EGFRI in the context of nonCMS2-CRC
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Figure 4: Association of survival on EGFRi and molecular alterations with CTX-S
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Patients with CTX-S above the 40" percentile are associated with improved survival on EGFRI. Further, tumors with

CTX-S > 40t percentile are associated with an in increased prevalence of mutations in TP53 and APC and a
decreased prevalence of mutations in SMAD4, BRAF, ATM, RNF3, KDM6A and IDH1.

« Tumors with likely pathogenic mutations
iIn KRAS, NRAS or BRAF were considered
as RASMUT/BRAFMUT or RASWT/BRAFWVT if no

0.4+

| —

%\

. Ik 1 :
mutation was detected for each gene. 021 TﬂFm ” 021 - Conclusions
‘ Sa.mples were stratified based on CTX-S 17 — | « Our data suggest that CTX-S may predict longer survival on EGFRI, surprisingly independent
quintiles. ool — L . & e e 30,0‘0 ol — . L L 1 1 _ of RAS/BRAF mutation status as well as tumor sidedness.

Time, days Time, days i

Patients with high CTX-S had increased prevalence of CMS2 and harbored more APC and TP53 mutations. A
strong EGFRi biomarker would likely expand the utility of EGFRI to right-sided tumors and possibly

to RASMUT tumors.

Further validation of these biomarkers in a prospective clinical trial is warranted and could change our current
standard of care for CRC.

« Survival on EGFRIi was calculated from the
initiation of EGFRI to last contact using Kaplan-
Meir method.

Higher CTX-S quintiles are associated with improved survival on EGFRI in both left- and right-sided tumors
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