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HEEEL (FE3) Correction of the defective inter—-domain interaction of cardiac

ryanodine receptor prevents catecholaminergic polymorphic
ventricular tachycardia
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WFFERE SR OMEEE (Z3C) @ Catecholaminergic polymorphic ventricular tachycardia(CPVT )is
known to be caused by single point mutation taking place in well defined regions of the
cardiac ryanodine receptor (RyR2). CPVT mutation causes defective interdomain interaction
of RyR2, which reduces the threshold of luminal [Ca2+] for channel activation, sensitizes
to the protein kinase A— dependent phosphorylation, and in turn leads to CPVT. In a human
CPVT-associated RyR2™/* knock—in (KI) mouse model, CPVT might be able to be prevented

by correcting the defective inter—domain interaction of RyR2 and inhibiting Ca2+ leak.
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