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Role of GSK3b-mediated suppression of cardiac hypertrophy in heart failure

Morimoto, Sachio
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GSK3B plays a central role in both cardiac physiology and pathology. Herein e
generated a mouse model carrying a heterozygous knock-out mutation of GSK3B (GSK3B +/- KO) together
with a A K210 knock-in mutation in cardiac troponin T (A K210 cTnT KI), which was ﬁroved to be one of the
genetic causes of familial dilated cardiomyopathy (DCM). GSK3B +/- KO prevented the slow and rapid
deterioration in left ventricular systolic function accompanying heart failure (HF) in DCM mice with
heterozygous and homozygous A K210 cTnT KI mutations, respectively. GSK3B +/- KO also prevented cardiac
enlargement, myocardial fibrosis and cardiomyocyte apoptosis and markedlﬁ reduced the expression of
cardiac B -myosin heavy chain isoform, indicative of HF, in DCM mice with homozygous A K210 cTnT Kl
mutation. GSK3B +/- KO also extended the life-span of these DCM mice. This study suggests that the
inhibition of GSK3B 1is cardioprotective in familial DCM associated with A K210 cTnT mutation.
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