
Figure S1. Study flowchart. Related to Figure 1 and Figure 6
Diagram for patient selection in this study. FFPE, formalin-fixed paraffin-embedded.
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Figure S3. Pairwise genetic distances among tumor samples in each patient. Related to Figure 1
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Figure S7.  Inferring migration histories for metastatic colorectal cancers using MACHINA. Related to Figure 2 and 3
Phylogenetic analysis of the relationships of the primary tumor to the regional/distant metastases in patients C01 (A), C02 (B), 
C03 (C), C04 (D), C05 (E), and C06 (F) using MACHINA. Abbreviations: PRM, primary colorectal cancer; RLN, regional lymph 
node metastasis; LIM, liver metastasis; LUM, lung metastasis; TLN, thoracic lymph node metastasis.
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Figure S8. illustration of compound heterozygous mutations of ZFP36L2 in patient C03. Related to Figure 6.
(A) Two frameshift mutations of ZFP36L2 were illustrated with IGV software in normal control, primary colorectal cancer, liver 
metastases and lung metastases, respectively. (B) Validation with Sanger sequencing in normal tissue and primary tumor (upper 
two trace). Each mutation was separately genotyped after single clone selection with T-vector (lower two traces). (C) Somatic 
mutations data of ZFP36L2 for all cancer types were obtained from the Cancer Genome Atlas. Only non-silent variants (missense 
mutations, nonsense mutations, nonstop mutations, frameshift insertion/deletions, and splice site mutations) were considered to 
illustrate the mutation frequencies across different cancer types. ZFP36L2 mutations were enriched in COAD and READ cohorts, 
namely colorectal cancers. (D) Sample characteristic in MET cohort. (E) Sample characteristic in PRM cohort.
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