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Novel therapy of arrhythmia targeting key domain in ryanodine receptor
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Apﬁlicants made 28 kinds of peptides incorporating point mutations in the
peptide of CaM BD. Among the mutated peptides of many prepared CaM BDs, those with the strongest
binding to CaM were screened by two methods. The creation of KI mouse incorporating the CaM high
affinity RyR2 mutation incorporating the selected mutation was completed and the affinity of RyR2
and CaM was high in this mouse and it was found that CaM was not easily removed from RyR2 even when
phosphorylated. Arrhythmia in CaM high affinity KI mice: Multiplying Cal high-affinity RyR2 mutated
KI mice with RyR-R 2474 S CPVT mice resulted in a dramatic decrease in exercise burden and
arrhythmia frequency at drug loading.
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