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Novel treatment for heart failure by inflammasome regulation targeting
calcium-calmodulin dependent protein kinase 1l
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We analyzed changes of caspase-1 activity in cultured cardiomyocytes
associated with overexpression or suppression of CaMKIl. Extracellular vesicles in the culture
medium were also analyzed. Signals originated from myocardial cells induced macrophage responses
through mediators such as extracellular vesicles, IL-13 and IL-18. In chronic pressure overload
model and HFpEF model, inflammatory responses and fibrosis signals were significantly reduced in
macrophage-specific CaMKIl knockout mice compared to wild type. Chronic left ventricular myocardial
remodeling was also suppressed by CaMKIl knockout.
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