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[ Abstract] Objective To explore the effect and mechanism of flavonoid derivative C45 ( C45) on
the metabolism of glucose and lipid in high fat diet-induced obese mice. Methods Insulin resistant obese
mice model was induced by high fat diet (HFD) feeding. The condition medium from co-cultured adipocytes
and macrophages under hypoxic condition was used to induce AMLI2 hepatocytes insulin resistance. Obese
mice and insulin resistant hepatocytes were treated with C45. Glucose and lipid metabolism and oxidative
stress related markers in mice serum were detected by commercial kits, respectively. The proportion of mice
peripheral inflammatory cells was detected by flow cytometry. Mice liver fibrosis was detected by sirius red
stain. The protein and phosphorylation levels of hepatic glucose metabolism- and inflammation- related mole-
cules were detected by Western blot. The mRNA expressions related to lipid metabolism were measured by
fluorescence quantitative PCR. Results C45 significantly decreased the serum levels of fasting glucose, in-
sulin, TC, TG, NEFA and MDA, whereas increased levels of HDL/LDL and SOD of obese mice. C45 de-
creased the proportion of peripheral inflammatory neutrophils, the number and volume of collagen fibers in
liver. C45 reversed HF/M-reduced insulin phosphorylated Akt level and increased the mRNA expressions of
PPARwy and SREBP1c in AML12 cells, as well as NF-«kB phosphorylation. Conclusion Tiliroside deriva-
tive C45 regulates glucose and lipid metabolism, oxidative stress, inflammation and insulin resistance, which

may prevent diabetes.
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