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Elucidation of transcriptional and epigenomic circuit ro reveal molecular
mechanisms underlying heart failure and identify novel therapeutic targets
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In this study, we studied the significance of two pathological calcium
signaling circuits related to transcriptional and epigenomic regulation in the progress of heart
failure and pathological myocardial remodeling as therapeutic targets based on results of our
previous research, and also investigated the significance of histone-modifying enzymes HDAC1/2,
LSD1, and G9a in maintaining myocardial homeostasis, which were discovered as epigenomic regulatory
factors involved in pathways described above, by mainly using myocardium-specific knockout mice. As
a result, we clarified the significance of the NRSF-CaMKII-GNAOl pathway in heart failure
progression and its detailed mechanism, and found its significance as a new therapeutic target for
heart failure. Other molecules and pathways are also being clarified for their significance in the
progression of heart failure.
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