Multi-region sequencing depicts intratumor heterogeneity and clonal evolution in cervical cancer
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Supplementary Figure S1. Hematoxylin and Eosin staining of cervical tumor tissues.
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Supplementary Figure S2. Heatmap of SNV distribution. In the heatmap of SNV distribution, the red color cells represent mutations present in that region, and the blue color cells represent absent. 
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Supplementary Figure S3. The upper histogram shows 25 trunk mutation genes of pa01, and the y-axis represents the number of somatic trunk mutations obtained from multi-region sequencing studies of different cancers. These data were retrieved from the CancerTracer database (Supplementary Table S9). Among those 25 genes, APOB, FBXW7 and FSIP2 have the most trunk mutations in different cancers. The bottom histogram shows the number of shared trunk mutation genes between pa01 and other cancer types. Colorectal Cancer and Esophageal Squamous Cell Carcinoma shared half number of trunk mutation genes of pa01.
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Supplementary Figure S4. The upper histogram shows 46 trunk mutation genes of pa07, and the y-axis represents the number of somatic trunk mutations obtained from multi-region sequencing studies of different cancers. Those data were retrieved from the CancerTracer database (Supplementary Table S9). Among those 46 genes, PIK3CA and CSMD1 have the most trunk mutations in different cancers. The bottom histogram shows the number of shared trunk mutation genes between pa07 and other cancer types. Colorectal Cancer and Esophageal Squamous Cell Carcinoma shared a third of trunk mutation genes of pa07.
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Supplementary Figure S5. The upper histogram shows 13 trunk mutation genes of pa10, and the y-axis represents the number of somatic trunk mutations obtained from multi-region sequencing studies of different cancers. Those data were retrieved from the CancerTracer database (Supplementary Table S9). Among those 13 genes, FAT1 has the most trunk mutations in different cancers. The bottom histogram shows the number of shared trunk mutation genes between pa10 and other cancer types.
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Supplementary Figure S6. The upper histogram shows 2 trunk mutation genes of pa11, and the y-axis represents the number of somatic trunk mutations obtained from multi-region sequencing studies of different cancers. Those data were retrieved from the CancerTracer database (Supplementary Table S9). The bottom histogram shows the number of shared trunk mutation genes between pa11 and other cancer types. Glioblastoma and Esophageal Squamous Cell Carcinoma shared trunk mutation genes with pa07 (ANKRD36 and ANKRD36C).


[bookmark: _GoBack][image: ] Supplementary Figure S7. The upper histogram shows 5 trunk mutation genes of pa14, and the y-axis represents the number of somatic trunk mutations obtained from multi-region sequencing studies of different cancers. Those data were retrieved from the CancerTracer database (Supplementary Table S9). The bottom histogram shows the number of shared trunk mutation genes between pa14 and other cancer types. 
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[bookmark: __DdeLink__6251_699088323]Supplementary Figure S8. Circos plot of CNA in multi-regions of patient pa07. Each circle represents one region of the tumor, the red color region represents amplification and the blue color region represents deletion. The outer DNA numbering is given in millions of bases. Driver genes shared by four regions are labeled. 
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Supplementary Figure S9. Circos plot of CNA in multiregions of patient pa10. Each circle represents one region of the tumor, the red color region represents amplification and the blue color region represents deletion. The outer DNA numbering is given in millions of bases. Driver genes shared by four regions are labeled. 
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Supplementary Figure S10. Circos plot of CNA in multiregions of patient pa11. Each circle represents one region of the tumor, the red color region represents amplification and the blue color region represents deletion. The outer DNA numbering is given in millions of bases. 
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Supplementary Figure S11. Circos plot of CNA in multiregions of patient pa14. Each circle represents one region of the tumor, the red color region represents amplification and the blue color region represents deletion. The outer DNA numbering is given in millions of bases. 
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Supplementary Figure S12. Patients pa01, pa07 and pa14 showed an increase of signature 6 and 15(DNA mismatch repair) in branch and private mutation signatures. Surprisingly, pa10 and pa11 showed only two different kinds of signatures. Signature 4 is likely due to tobacco mutagens and has been found in several cancer types. Signature 20 is also identified to be associated with defective DNA mismatch repair. The gray color means unknown.
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