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Role and Mechanism of a novel E3 ligase ARIH2 in Cardiovascular Disease
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NLRP3 inflammasome is a multiprotein complex that regulates IL-1B release
and contributes to sterile inflammatory responses in the pathophysiology of cardiovascular disease.
In this study, we showed that ARIH2 promoted the degradation of NLRP3 protein by the proteasome, but

not by autophagy in macrophages. We also demonstrated that NLRP3 inflammasome is required for
LPS-induced septic cardiomyopathy. IL-13 deficiency with AAV-mediated overexpression of IL-18BP
prevented the development of LPS-induced septic cardiomyopathy although deficiency of IL-13 , GSDMD,
or IL-1la alone failed to prevent it. These findings suggest that NLRP3 inflammasome-driven IL-1f3
and IL-18 contribute to the pathophysiology of septic cardiomyopathy and provide new insights into
the mechanism underlying the pathogenesis of septic cardiomyopathy.
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