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A significant number of point mutations have been suggested in all iPSC
genomes examined thus far, arousing serious concerns about the use of iPSCs especially on
immunogenicity and tumorigenesis. Here, we have developed a genome sequencing system which allows us

to exclusively identify de novo point mutations and have attempted to reveal the amount and mode of
point mutations. First, we compared iPSCs with ESCs and found more than 10 times point mutations in
iPSC genomes compared to those in ESC genomes. Further, the point mutations observed in iPSC
genomes exhibit a unique base substitution pattern, transversion-predominant. Next, we focused on
the heterogeneity in an iPSC clone to directly identify the point mutations that arose during the
iPSC generation. As a result, we found a large number of SNVs (single nucleotide variations), of
which allele frequency were less than 50%. Our results indicates that current iPSC generation method

contains mutagenic process.
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