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Elucidation of genetic factors that define myocardial vulnerability as a basis
for the development of heart failure
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To elucidate shared genetic factors between common heart failure (HF) and

inherited cardiomyopathy, the analysis of cardiomyopathy genes was conducted using approximately 10,
000 HF patients. As a result, we found that, in addition to previously reported genes, mutations in
genes such as MYH6, RYR2, FLNC, and LMNA are also prevalent in common HF, and we demonstrated that
these mutations were associated with early onset of HF, cardiac dysfunction, and its prognosis.
Furthermore, it was suggested that the HF polygenic score and rare genetic mutations exhibited
different distributions, implying their complementary relationship. Additionally, the penetrance and

impact of rare genetic mutations in the population were elucidated. These results clarify the
relationship between polygenic factors and the influence of rare genetic mutations on HF phenotype.
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