©
2017 2020

Analyses of effects of variants with _uncertain significance in the cancer
related genes on the carcinogenesis in general population
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We investigated moderately morbid VUS of familial tumor-associated genes
based on Tohoku University"s Japanese whole genome reference panel data to see whether they indicate
an accumulation of history of malignancy and family history of malignancy based on the
questionnaire information. We examined BRCA1l/2, the causative gene of hereditary breast and ovarian
cancer syndromes, which is included in the Japanese standard genome panel 3.5KJPNv2, and established
the conditions for moderately pathological mutations (CADD>25, Eigen>0.5, MAF<0.0005). Furthermore,
we compared the results with those of 35,000 participants” past and family history data collected
by the Tohoku Medical Megabank Project and found that the incidence of cancer in sisters of the
cohort with these moderately pathological mutations was statistically significantly higher than that
of their counterparts, which was reported in a European peer-reviewed journal.
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