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Actionability of proofreading DNA polymerase in colorectal cancer with
proficient DNA mismatch repair system
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In the present study, the DNA MMR status for stage O patients with CRC
treated using endoscopic submucosal dissection or endoscopic mucosal resection was analyzed and none
of the endoscopically resected specimens exhibited dWMR among the 41 patients diagnosed with stage

0 CRC. A frameshift variant of c.973delA on SGO1 was observed in 16 of the 45 cases that could be
evaluated. Its frequency was 35.6%. MSI-H was only 3 cases. Two cases of MSI-H were associated with
the SGO1 variant of c.973delA. Approximately 40% of advanced gastric cancers have SGO1 frameshift
variants and are not necessarily associated with MSI status. Finally, we detected one germline
variant of POLD1, which is classified to variance of unknown significance. After the variant was
transfected with human colorectal cancer cell line, we found out the variant did not lead to the
phenotype of high-tumor mutation burden.
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