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Supplementary Figure 1. (A) Ten-fold cross validations performed for obtaining optimal parameter lambda () in LASSO-Logistic (left) and
LASSO-Coxanalysis(right). The dotted verticallineswere plotted at values oflog(A) by minimumcriteria and 1-Standard Error criteriain two
LASSO models, respectively. The optimal valuesof A were determined by minimum criteria where two dotted vertical lines were drawn in
Figure 3Aand Figure3D, andthus 14 and 9 CpG markers with nonzero coefficients were screened out. (B) Kaplan-Meier curves of four final
selected CpGs present their correlation with recurrence and prognostic prediction of NSCLC patients in training cohort.
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Supplementary Figure 2. Association chart of relapse risk factors. (A, B) Distribution of riskscore and RFS of TCGA NSCLC patients in
high- and low-risk groups. (C) The heatmap of DNAm profile of 4 final selected CpGs.
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Supplementary Figure 3. Multivariate Cox regression analysis for RFS of TCGA NSCLC patients with combinations of DNAm -
based risk score and clinical factors.
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Supplementary Figure 4. Receiver operating characteristic (ROC) curves of the combined risk score, clinical stage and 4 separate CpGs
demonstrate their performance of discrimination for relapse status in training (A) and validation (B) cohorts.
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Supplementary Figure 5. Estimated compositions of B-cells (A), CD4+ T-cells (B), fibroblasts (C), monocytes (D)and eosinophils (E) were
significantly correlated with DNAm-based risk score in GSE66836 cohort. (F) Fraction of fibroblasts in NSCLCsamples atlate stage was
significantly higherthan those atearlystage.
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Supplementary Figure 6. The correlation of TMB with four CpGs methylation status and expression of four nearby genes. (A)
Methylation levels of 4 identified DMPs in high TMB compared with low TMB group. (B) Differential expression of4 reference genes in high
and low TMB.
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