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Epigenetic modification in hypertrophied nuclei of the cardiomyocytes and its
pathophysiological significance
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Methylated DNA was immunohistochemically detected in human endomyocardial
biopsies. DNA methylation was greater in failing heart due to dilated cardiomyopathy (DCM, n=75)
than in nonfailing hearts (n=20), of which increase was noted only in cardiomyocytes but not in
other cell types. Methylated DNA predominantly localized on nuclear heterochromatin. DNA methylation

was significantly correlated with hemodynamic parameters.
We treated 10-week-old delta-sarcoglycan deficient mice, an animal model of DCM, with 5-azacytidine,
an inhibitor of DNA methylation at a dose of 1 mg/kg/day. Six weeks later, the survival rate was
100% in the treated mice while it was 69% in the vehicle-treated mice. We are now promoting the
animal experiment by incorporating more mice and analyzing the cardiac tissue of the sacrificed mice
pathologically and biochemically.
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