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Immunonutritional approach for innate immune dysregulation in metabolic
dysfunction-associated fatty liver disease
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In this study, we investigated the impact of metabolic-dysfunction
associated steatotic liver disease (MASLD) on development of cytokine-storm upon overlapping acute
infectious disorders.KK-Ay mice fed a high-fat diet (HFD) showed increased mortality following a
single injection of LPS.In these mice, LPS-induction in hepatic inflammatory cytokine expression, as
well as hepatocyte apoptosis,was augmented significantly. Interestingly, HFD feeding increased
chemokine expression and accumulation of macrophages in the liver prior to LPS challenge.Moreover,
hepatic expression of LPS-recognizing molecules such as TLR-4 and CD14, as well as production of
LPS-binding protein from hepatocytes,were potentiated by HFD feeding in KK-Ay mice.These findings
clearly indicate that MASLD most likely causes priming effect against cytokine storm and subsequent
fetal organ damage upon comorbid acute infectious diseases.
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