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We generated cardiac—specific SOCS3 knockout (SOCS3—-CKO) mice. These mice showed
increased activation of gpl30 downstream signaling from 15 weeks of age and developed
heart failure from around 25 weeks of age. Ca®" transients were significantly increased
in SOCS3-CKO failing hearts. We also found various ventricular arrhythmias in SOCS3-CKO
non-failing hearts. To determine whether the cardiac phenotype is mediated through gp130
signaling, we generated cardiac—specific gpl30 and SOCS3 double knockout mice. Double
KO mice lived significantly longer and showed completely different histological
abnormalities compared to SOCS3—-CKO mice. These results demonstrate the critical role
of SOCS3 regulation on cardiac gpl30 signaling in the pathogenesis of contractile
dysfunction and ventricular arrhythmias.
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