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Abstract:

Metabolic associated fatty liver disease (MAFLD) associated liver fibrosis bridges the
gap between MAFLD and cirrhosis, which has no satisfactory treatment presently. Different
subsets of macrophages have different roles in the development of liver fibrosis. Our
previous studies showed that interleukin (IL)-25 could ameliorate hepatic steatosis in
mice fed with high fat diet through inducing M2 macrophages. IL-25 also attenuated liver
fibrosis and inhibited Notch signaling pathway in macrophages in MAFLD mice. However, the
underlying mechanism is unclear. Based on our previous findings, in the present grant
proposal we will first observe the relationship between IL-25 level and liver fibrosis in
MAFLD patients. Then we will observe the effects of IL-25 on the differentiation of
macrophages, intracellular Notch signaling pathway in macrophages and fibrosis in the
liver in MAFLD mice. Next we will use macrophage depletion mice model and macrophage
transferred mice model to identify the role of intracellular Notch signaling pathway in
the differentiation of macrophages and inhibition of fibrosis in the liver. Finally, in
the cell model, we will determine the direct effects of IL-25 on the targeted macrophage
subsets and intracellular Notch signaling pathway, and the direct effects of macrophages
on hepatic stellate cells. Our study will explore the underlying molecular mechanism of
inhibitive effects of IL-25 on liver fibrosis caused by MAFLD, and explore new
pharmaceutical targets for the treatment of MAFLD.
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