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Development of novel therapeutic strategy for ischemic heart diseases through
targeting protein degradation

Kato, Hisakazu
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In this study, with the aim of developing a novel therapeutic strategy for
ischemic heart disease that directly enhances mitochondrial ATP production, we identified compounds
that inhibit the degradation of the ATP-synthesis regulator GOS2 using originally constructed
screening system. These compounds enhanced ATP production in cardiomyocytes and showed a remarkable
cytoprotective effect. By further utilizing this screening system, we identified a novel E3 ligase
involved in GOS2 degradation and clarified a novel mechanism of GOS2 degradation. In the future, we

plan to address the mechanism of inhibiting GOS2 degradation by these compounds and to administer it
to the heart failure model mice.
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