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The usefulness of exchanged protein directly activated by cAMP (Epac)
1-inhibiting therapy for prevention of heart disease.

CAl, WENQIAN

3,200,000

Epacl
Epacl CE3F4 Ca2
CE3F4
Epac

, Epac

QoL

Treatment with B -blockers has been established as extremely important in
suppressing the progression of heart failure and improving the prognosis. However, the side effect
of B -blockers that exacerbates heart failure is often a major problem. We have shown that Epacl
selectively mediates harmful effects of catecholamines. In cardiomyocytes, CE3F4, an Epacl selective

inhibitor, suppressed Ca2+ leakage from the endoplasmic reticulum, which is an important mechanism
of arrhythmia development. Furthermore, in both mouse arrhythmia models of pacing-induced atrial
fibrillation and ventricular arrhythmia in calsequestrin 2 deficient mice, CE3F4 administration
showed an inhibitory effect on arrhythmia. These results suggest that Epac inhibitors may be useful
as therapeutic agents for arrhythmia.
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