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Elucidation of a novel pathogenic mechanism of heart failure progression
mediated by trimeric G protein

Inazumi, Hideaki
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Bx analyzing a proprietary mouse model of heart failure, we have discovered
that Ga o, a subtype of the inhibitory G protein a subunit (Ga i/0) family, whose role in
cardiovascular disease has not been clarified, is upregulated in failing ventricular muscle and
contributes to the onset and progression of heart failure. In this study, we found that Ga o
up-regulation alters the localization of L-type Ca channel currents in mouse ventricular myocytes
(L-type Ca channel currents through the cell surface membrane, not T-tube, are increased) as a
molecular mechanism. We also found that this was not due to the subcellular localization of L-type
Ca channels but to changes in their activity.
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