APC is a high-utility mutational biomarker that may identify subpopulations of mutant RAS/BRAF and

right-sided colorectal cancer (CRC) patients who derive benefit from EGFR inhibitors (EGFRI)
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Background Results

. Cetuximab (CTX) and Panitumumab (PMB) Figure 1: Association of APC mutation status with survival on EGFRI in the context of Figure 3: Association of APC mutation status with PMB-TOT in the context of RAS/BRAF
therapies directed at EGFR have been RAS/BRAF mutations - . mutations - )
restricted to left-sided CRC harboring wild- RASMUT/BRAFUT; EGFRI-OS RASWT/BRAFT; EGFRI-OS RASYTTIBRAFT: PMB-TOT ., RAS™IBRAF™: PMB-TOT
type KRAS (KRASYT), limiting their utility. 10— prrs 1.0—g CP (e — APCYPIP (n=T26) — APCYPIP (n=98)

. | | — LP/P (= — (n=1197) — APCWT (n= — APCYT (n=

» Approximately 50% of mMCRC fail to respond to — AZCWT (,(12122%?) _ A,DCWT(n|1257) ool HRf’;gog(’ ’ o . - f’g_‘;%(, i >
EGFRI, thus identification of predictive 0.87 HR=0.622,p<0.001 | 08] HR = 0.586, p<0.00001
biomarkers is an unmet need. 0.6 0.6-

* Here we evaluate a prespecified 203 gene i : 0.6-

expression score measuring cetuximab \ ou o
sensitivity (CTX-S) in a large, real-world 4] L‘RL 0.4- \\

lati f RAS/BRAF mutant I1d-t N 0.2- 0.2 \Rﬂ
population o mutant vs wild-type M - KW ﬁ& LHLLL%;\

and in right- vs left-sided tumors. e, 00 ol - —
R

T 0 500 1000 1500 2000 2500 0 200 400 600 800 1000 1200 1400 1600
: i r—

0.2

0.0 - .

. " — I Time, days Time, days
%07 500 1000 1500 2000 2500 3000 | 0 500 1000 1500 2000 2500 3000 Compared to wild-type, APC mutations were associated with extended PMB-TOT in both RAS/BRAF mutant as well as
Objectives and Methods Time, days Time, days RAS/BRAF wild-type tumors. Similar benefit was not observed in CTX-treated CRC
Compared to wild-type, APC mutations were associated with improved survival on EGFRIi in both RAS/BRAF mutant as ] o _ _ .
. CTX/PMB treated CRC samples were analyzed well as RAS/BRAF wild-type tumors Figure 4: Association of APC mutation status with PMB-TOT in the context of tumor
— . . . : _ _ : : : - sidedness
at Caris Life SClencgs (Phoenlx,. AZ) with DNA- Figure 2: Association of APC mutation sta?us with survival on EGFRI in the context of LCRC: EGFRi-OS RCRC: EGFRi-OS
based next-generation sequencing (NGS; 592 tumor sidedness 1.0 — 1.0
. ] ] — APCPIP (n=599) — APCP/P (n=109)
genes, NextSeq) or whole-exome sequencing LCRC: EGFRIi-OS RCRC: EGFRIi-OS — APCYT (n=95) — APCWT (n=35)
(Novaseq) and with RNA-based whole- A 1.0 081 HR=0.753, p=0.01 0.8 HR = 0.663, p=0.037
. . — APC'PPP(n=1019) — — APC'PP (n=215)
transcriptome sequencing (WTS, NovaSeq). — APCYT (n=182) — APCYT (n=96) 0.6
) _ = = .61 0.6
« 1097 specimens were MSS as determined by 0.8 HR =0.645, p<0.00001 | 08 HR = 0.609, p<0.001
IHC of MMR proteins and/or NGS. 0] 04
» Association of CTX-S with RAS/BRAF mutation 0.6 0.6 %
and tumor sidedness was performed in MSS 0.2 \ 0.2
tumors o | | 0.4- 0.4 M& E‘xm :“*H .
» Tumors with likely pathogenic mutations N% m T?'O ] 0 250 500 750 1000 1250 1500 1750 2000 T_O'O ] 0 500 1000 1500 2000 2500
A SV ARAIIT o RAGNT A 1 02_ Ht’%ﬂ_\% - T mC ays d to wild-type, APC mutati iated with r: ;ysd PMB-TOT in both left- and right-sided CRC. Simil
MUT uUT WT T: ' ' omparea 1o wild-type, Mmutations were assocliated with extenae - INn DO erl- ana rignt-siae . olmiiar
as RA_S IBRAFMUT or RASWT/BRAFVT if no L T Ll‘ Ty I benefit was not observed in CTX-treated CRC
mutation was detected for each gene ol | | I S B s . ) T :
« Samples were stratified based on CTX-S _ o 500 1000 1500 2000 2500 3000 ey 0 500 1000 1500 2000 2500 3000 Conclusions
i ’ ime, days . L . - . .
quintiles. | | | o | N o « Qur data suggests that the simple application of a high-utility mutational biomarker (APC), may
» Survival on EGFRI was calculated from the Compared to wild-type, APC mutations were associated with improved survival on EGFRiin both left- and right-sided CRC increase the eligibility for successful EGFRI therapy in a substantial subpopulation

initiation of EGFRI to last contact using Kaplan- Supported by: NCI UH3CA227955 (TJY), R21CA256372 (TJY), R21CA255312 (TJY) of RAS/BRAF mt patients as well as right-sided CRC, potentially altering the standard of care.
Meir method. Contact: ramya.thota@imail.org  Further validation of this biomarker in a prospective clinical trial is warranted.



