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Supplementary Figure S1: Kaplan-Meier plots of patient survival stratified by stage and lymph node metastasis status

RFS analysis of stage (a) and lymph node metastasis (b); OS analysis of lymph node metastasis (c).
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Supplementary Figure S2: Kaplan-Meier plots of patient survival stratified by APC, TP53, and KRAS somatic mutation status

RFS analysis of APC (a), KRAS-12D (b); OS analysis of APC (c), KRAS-12D (d), co-mutated TP53 with KRAS-12D (e), and TP53 with KRAS codon 12 or 13 variants
(f). Yellow line represents patients carrying the variant, and the blue line those without for a-d.

Grey line represents patients carrying the TP53 co-mutated with KRAS-12D (e), or TP53 with KRAS codon 12 or 13 variants (f), blue line patients carrying no
or single mutation, and yellow line patients with TP53-KRAS co-mutated genes with other variants than 12D or those in codons 12 or 13.
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Supplementary Figure S3: Kaplan-Meier plots of patient survival stratified by the carriage of somatic

variants in individual genes — all patients

RFS analysis of somatic variants in ANK2 (a) and SACS (b). OS analysis of somatic variants in ANK2 (c),
ABCA13 (d), COL7A1 (e), KMT2D (f), NAV3 (g), and UNC80 (h).
Yellow line represents patients carrying the variant, and the blue line those without.
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Supplementary Figure S4: Kaplan-Meier plots of patient survival stratified by the carriage of variants

in individual genes — untreated patients

OS analysis of somatic variants in ANK2 (a), ABCA13 (b), COL7A1 (c), FLG (d), GLI3 (e), and UNC8O (f).
Yellow line represents patients carrying the variant, and the blue line those without.
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Supplementary Figure S5: Kaplan-Meier plots of patient survival stratified by the carriage of variants
in individual genes — adjuvantly treated patients

OS analysis of somatic variants in ANK2 (a), ABCA13 (b), COL6A3 (c), COL7A1 (d), LRP1B (e, NAV3 (f),
RYR1 (g), RYR3 (h), TCCH (i), and TENM4 (j).
Yellow line represents patients carrying the variant, and the blue line those without.
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Supplementary Figure S6: Kaplan-Meier plots of patient survival stratified by the carriage of variants
in individual genes — TCGA COAD-READ dataset (n=533)

OS analysis of somatic variants in ANK2-ABCA13-COL7A1 in all (a), untreated (b), and adjuvantly
treated (c); ANK2-ABCA13-COL7A1-NAV3-UNC80 in all (d), untreated (e), and adjuvantly treated (f);
FLG-GLI3-UNC80 in all (g), untreated (h), and adjuvantly treated (i); COL6A3-LRP1B-NAV3-RYR1-RYR3-
TCHH-TENM4 in all (j), untreated (k), and adjuvantly treated (I) patients.

Blue line represents patients without mutations, the yellow line patients carrying mutations in single
gene, and the grey line those with mutations in more than one gene (where applicable).
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Supplementary Figure S7: Manhattan plot of germline variability in patients stratified by recurrence-free survival at 3-year time point
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Variants rs2595959 and rs72753407 in NFACS, rs2444274, rs16830036 and rs16830047 in RIF1, rs34621071 in ERBB4, and rs9479265 in SYNE1 were tested
for associations with survival (RFS and OS) using Kaplan-Meier method — see Fig. 5 and S8.



Supplementary Figure S8: The comparison of somatic mutations in candidate genes associated with survival between panel sequencing (a) and TCGA COAD-
READ (b)
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Altered in 60 (73.17%) of 82 samples.
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