Supplementary Fig. 1 
Representative pathways with high absolute normalized enrichment scores derived from gene set enrichment analysis.

Supplementary Fig. 2 
A lollipop plot showing representative pathways with high absolute normalized enrichment scores derived from gene set enrichment analysis.

Supplementary Fig. 3 
Caspase-3 activity at Day 8 following anti-EGFR antibody treatment in KRAS-mutant colorectal cancer organoids. Activity was normalized to the corresponding untreated control. Data are presented as the mean ± SEM.

[bookmark: _GoBack]Supplementary Fig. 4. Effects of pharmacological MYC inhibition on cell viability in a KRAS G13C-mutant organoid line.
(A) Relative cell viability of T311 organoids treated with an anti-EGFR antibody alone or in combination with MYC inhibitor 10058-F4 at the indicated concentrations. (B) Relative cell viability of T311 organoids treated with 10074-G5 alone at the indicated concentrations. Cell viability was normalized to that of the untreated control. Data are presented as the mean ± SEM.
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