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We and others have reported that ablation of ST2 caused exaggerated cardiac
remodeling in both ischemic and non-ischemic HF. We tested whether 1L-33 protects myocardium against HF
induced by mechanical overload. Following TAC, myocardial mRNA expressions of Th2 cytokines were
diminished while those of Thl were enhanced in IL-33KO mice than in WT mice. After 8-weeks, IL-33KO mice
exhibited exacerbated LV hypertrophy, increased chamber dilation, reduced fractional shortenin?,
aggravated fibrosis and impaired survival compared with WT littermates. Accordingly, myocardial mRNA
expressions of fibrogenic TGF—bl/CoIIagenSala as well as hypertrophic (c-Myc/BNP) molecular markers were
also significantly enhanced in I1L-33KO mice than those in WT mice. In conclusion, the ablation of IL-33
directly and significantly lead to exacerbate cardiac remodeling with impaired cardiac function and
survival upon mechanical stress. These data reveal a potential therapeutic role for IL-33 in non-ischemic
HF .
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