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WFFE A S OMESE (3530) : Hypertrophic cardiomyopathy (HCM) is known to be a myocardial
disorder characterized by severe hypertrophy of the left ventricule. In HCM patients,
it is the cause of sudden death by lethal arrhythmia in younger age. Medical approach
against inductive ventricular arrhythmia in HCM patients remains elusive. Here, we
hypothesized that diastolic Ca2+ leak through Ryanodine receptor (RyR2) is one of the
important factor of regulating arrhytmogenesis in HCM. To verify this hypothesis, we
investigated the pathogenic role of Ca2+ leak through RyR2 in transgenic mouse (TG) model
of Familial Hypertrophic cardiomyopathy—related cardiac troponin T mutation. Diastolic
Ca2+ leak through defective RyR2 is induced by beta—adrenergic stimulation in TG
cardiomyocytes. Dantrolene and Calmodulin—kinasell inhibitor can inhibit Ca2+ leak by
stabilizing RyR2. These results might suggest that the stabilization of RyR2 and
inhibiting Ca2+ leak might play a role for the pathogenesis of lethal arrhythmia in HCM.
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