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In our investigation, we propose that MGMT methylation has potential to be a

predictive biomarker for recurrence in pStage Ill colorectal cancer, but not as a prognostic or
therapeutic effectiveness marker for unresectable colorectal cancer under chemotherapy. This
contradiction is explained by our hypothesis that, while tumors with MGMT methylation experience
heightened immunogenicity and augmented antitumor effects under chemotherapy, advanced stages of the
cancer may induce an immune exhaustion. Upcoming Mutational Signature analyses will probe further
into this observation, specifically whether a noticeable increase in G to A transitions
post-chemotherapy in MGMT-methylated tumors may indicate a potential efficacy of subsequent immune
checkpoint inhibitor treatments.
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Overall Survival by pStage

Recurrence- free Survival Stratified by MGMT Methylation Status

Recurrence- free and Overall Survival by MGMT Methylation Status
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