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Pathogenic variants in the tumor supgressor gene BRCA2 increase the
incidence of breast and ovarian cancer and cause hereditary breast and ovarian cancer syndrome
(HBOC). Recently, we discovered a novel BRCA2 missense variant of uncertain significance in a
patient with a family history of breast cancer. The variant was inherited within the family, and the
sister and father carrying the variant developed breast and pancreatic cancer, respectively. The
location of the variant is on a oligonucleotide binding domain of BRCA2 that is essential for DNA
binding. In this study, we biochemically verified the reduction of the homologous recombination
activity for DNA double strand break. We also used genome editing to generate knock-in mice with the
novel variant. As a result, reproductive organ abnormalities and ovarian tumor were observed in one

strain.
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