[bookmark: _GoBack]Fig S1. Sequencing quality metrics in tissue versus plasma specimens. Violin plots comparing mean deduplicated sequencing depth, maximum somatic VAF (max VAF), and mean somatic VAF between tissue and plasma specimens in (top) the overall cohort, (middle) the KR cohort, and (bottom) the UR cohort. KR, known resistance; UR, unknown resistance; VAF, variant allele frequency.
Fig S2. Prevalence of TP53 and RB1 co-alteration as a genomic surrogate of SCLC transformation susceptibility. Stacked bar chart showing the prevalence of combined TP53 and RB1 alteration in the baseline cohort, the UR cohort, and the KR cohort. SCLC, small-cell lung cancer.
Fig S3. Initial EGFR-TKI generation distribution among 3rd-line resistance patients. Bar chart showing the proportion of ≥3rd-line resistance patients whose first-line (initial) EGFR-TKI was first-, second-, or third-generation.
Fig S4. KEGG pathway enrichment in the UR cohort stratified by sample type. KEGG enrichment was performed separately in tissue-derived and plasma-derived UR samples for the four pathways uniquely enriched in the overall UR cohort. The underlying gene-ratio and P-value data are provided in Tab S2.

