Whole Genomic Landscape of Advanced EGFR-mutant NSCLC Treated With
SNU CRI First-Line Osimertinib SNUH®
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Introduction Methods

* Prospective cohort of treatment-naive, advanced EGFR-mutant NSCLC (ex19del or L858R) initiating 1L osimertinib 80 mg daily

(SNUH & branches, May 2019 — Dec 2020).

 WGS performed on baseline fresh tumor biopsies (median 66x, range 55-147x); 119 of 147 enrolled patients passed WGS QC and were used for
downstream analyses. Paired post-progression WGS available in a subset of patients for longitudinal comparison.

» Mutational signatures assigned by SigProfilerAssignment (= 5% contribution threshold). APOBEC3-High was defined as SBS2/13 contribution 220%;
APOBEC3A (A3A) vs APOBEC3B (A3B) bias evaluated from TCW-context enrichment.

« Survival analyzed by Kaplan-Meier and Cox proportional hazards models.
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* First-line (1L) osimertinib £ chemotherapy is the standard of care for advanced EGFR-mutant NSCLC.

* However, the genomic landscape and prognostic determinants of these tumors remain poorly defined, as large-scale whole-
genome sequencing (WGS) studies linked to clinical outcomes remain limited.

* Here, we characterized the whole-genome landscape of baseline tumors from the WARRIOR

(Whole Genomic Landscape of EGFR Mutation-Positive Advanced NSCLC Treated with First-Line Osimertinib) cohort
(NCT03969823) and evaluated its association with clinical outcomes.
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