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Clarification of the role of regulatory mechanism of mitochondria DNA in heart
and the application to treatment of heart failure
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We investigated the role of DNase Il, which is a responsible molecule for
degradation of mitochondrial DNA, In the pathogenesis of heart failure. As for the regulatory
mechanism of DNase activity, we identified that the activity is regulated via post-translational
mechanism, and now we are investigating the detail. As for the therapeutic implication of DNase Il
for heart failure, we created cardiac—Sﬁecific DNase Il transgenic mice, and evaluated the
phenotype. In addition, we evaluated the role of DNase Il in human heart failure pathophysiology
using human cardiac tissue sample of heart failure patients, and found that the expression of DNase
Il in failing heart is decreased compared with non-failing heart. We also found that DNA is
deposited in cardiomyocytes in patients with heart failure.
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