
  

 

 

Figure S1 

 

Figure S1. Location of genetic aberrations for Japanese and US patients, and TCGA 

samples. Mutations in (A) APC (B) ERBB2 (C) TP53 (D) NRAS (E) KRAS for Japanese 

patients (n = 201), US patients (n = 108) and TCGA samples (n = 224) were aligned to protein 

domains. The number of mutations at each given amino acid were plotted in corresponding pie 



graphs. As shown, KRAS G12 were the highest frequency mutations. Patient samples were 

further plotted by mutation status (F) KRAS-hypermutated, (G) KRAS-non-hypermutated. 

  



Figure S2 

 

 

 

 

 

Figure S2. Correlation of RNF43 mutations with MMR. (A) The frequencies of APC and 

RNF43 mutations were determined by MMR phenotype. Statistical significance was determined 

by Fisher’s exact test. (B) Mutation mapper analysis identified G659 as most frequently altered 

in MMR-D cases. 

  



Figure S3 

 

 

 

 

 

 

 

 

Figure S3. Gene-based statistical analysis for clinical information. Genes were filtered based 

on Fisher exact test (P < 0.05). Cell values are log odds ratios colored from blue to red. 

Dendrograms were created by Euclidean distance and Ward’s method. Less (blue) or more (red) 

aggressive factors of seven clinical variables are shown: lymphatic invasion (ly), vascular 

invasion (v), histopathological grade (G), TNM classifications (T, N, and M), and tumor stage.  
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Figure S4. Cluster of 61-gene co-mutation patterns. (A) Cluster analysis was performed on 

non-hypermutated Japanese CRC samples (n = 184 tumors) by using Euclidean distance and 

Ward’s clustering method (closest distance to common mutated-genes are colored yellow to 

blue). (B) Co-mutated gene patterns of 61-gene set with statistical analysis. Mutation rate in each 

group is shown as a bar graph in the middle panel. Group-based mean values for age and tumor 

diameter are shown (left) with cluster colors and fraction for clinical information (right). Dark 

bars indicate significant difference (P < 0.05, two-tailed Fisher’s exact test) to the distribution of 

all other non-hypermutated donors, light bars are non-significant (**P < 0.01, *P < 0.05). 
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Figure S5. Data Complementary to Figure 3. (A) Cluster analysis was performed on non-

hypermutated Japanese CRC samples (n = 184 tumors) by using Euclidean distance and Ward’s 

clustering method (closest distance to common mutated-genes are colored yellow to blue). (B) 

Kaplan-Meier survival estimates according to genomic subgroups. Overall survival was analyzed 

in 102 patients with Stage IV CRC treated with anti-EGFR therapies. The patients were divided 

to “All WT (wild type)” (cluster 1; n = 25) or “Mutated” (cluster 2-8; n = 77) based on the 

cluster analysis with targeted therapy-related 26 genes. 
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