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Elucidation of molecular mechanisms of spontaneous sudden cardiac death model
mouse due to ventricular arrhythmia

Aonuma, Kazutaka
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In this study, we investigated the pathophysiology of heritable spontaneous
sudden cardiac death model that found among mouse library with random mutations. This murine model
exhibited bigeminy ventricular extrasystoles and bidirectional ventricular tachycardia, and
developed juvenile sudden cardiac death, similar to patients with catecholaminergic polymorphic
ventricular tachycardia. The analyses of intracellular calcium dynamics using mutant-type or
wild-type cDNA-transfected HEK293 cells showed increased calcium leakage and enhanced calcium
oscillation. A promising compound was identified by screening of compound library using
cDNA-transfected cells. Further research using this model is expected to provide novel insights into

heritable ventricular tachyarrhythmia and sudden cardiac death, and development of novel
therapeutic strategies for it.
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