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Abstract: Objective The anti-hepatic fibrosis (HF) mechanism of total flavonoids from Litchi Semen (TFL) was investigated from
the regulating of intestinal microenvironment. Methods Rats were injected subcutaneously with 40% carbon tetrachloride (CCla)-
peanut oil solution to induce HF. Then HF rats were divided into model group, Fuzheng Huayu group (450 mg/kg), and TFL low-,
medium-, and high-dose (45, 90, and 180 mg/kg) groups. After eight weeks of ig administration, masson staining was performed to
observe the histopathological changes in the liver of rats, ELISA was performed to detect the content of serum hepatic fibrosis markers,

collagen type IV (Col-1V), hyaluronic acid (HA), procollagen type III (PC III), and laminin (LN); alanine aminotransferase (ALT);
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aspartate aminotransferase (AST) were measured to evaluate the rat hepatic function, horseshoe crab reagent was used to detect serum

endotoxin levels. 16S rRNA high-throughput sequencing was used to analyze the structure of the intestinal flora. Western blotting was

used to detect zonula occludens-1 (ZO-1), occludin, and claudin 2 in ileum tissue. Results All dose of TFL treatment decrease the
hepatic collagen deposition in HF rats, and significantly reduced the serum levels of Col-IV, PC III, HA, LN, ALT and AST (P <0.01);

meanwhile, it significantly increased ileal ZO-1, Occludin proteins (P < 0.05). Moreover, TFL treatment improved the intestinal flora

diversity in hepatic fibrosis rats, restored the composition of intestinal flora at the portal and generic levels, and significantly reduced

the level of blood-entered endotoxin (P <0.01). Conclusion TFL could attenuate CCls-induced HF rats, and the mechanism may lie

in restoring the diversity of intestinal flora and improving the intestinal mucosal barrier, thus alleviating the chronic exposure to gut-

derived endotoxins, ultimately inhibiting the progression of hepatic fibrosis.
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Fig. 1 Effect of TFL on four indexes of liver fibrosis and hepatic function in HF rats (X + s, n =9—10)
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Fig.5 TFL improves intestinal flora composition at portal and generic levels in HF rats
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