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Mechanism of Tongren Wuji Baifeng Pill in treatment of alcoholic liver disease
based on CYP2E1 and SIRT1/PGC-1a signaling pathways
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Abstract: Objective To explore the therapeutic effects and mechanisms of Tongren Wuji Baifeng Pill (WJBF) on alcoholic
liver disease. Methods Female C57BL/6N mice were randomly divided into six groups: control group, model group, silymarin
(63 mg-kg™!) group, and WIBF high, medium, and low dose (5.40, 2.70, 1.35 g-kg™") groups. Except for the control group, the other
groups were treated with Lieber DeCarli liquid feed to replicate the alcoholic liver disease mouse model. The effects of WIBF on body
weight, liver coefficient, and histopathological changes in the liver were observed. Serum levels of alanine aminotransferase (ALT),

aspartate aminotransferase (AST), triglycerides (TG), and total cholesterol (TC) were measured; Liver tissues were collected to
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determine levels of TC, TG, superoxide dismutase (SOD), malondialdehyde (MDA), ethanol dehydrogenase (ADH), aldehyde
dehydrogenase (ALDH) and 8-hydroxydeoxyguanosine (8-OHdG); Western blotting was used to determine the protein expression
levels of cytochrome P4502E1 (CYP2E1), silencing information regulatory factor (SIRT1), and peroxisome proliferator activated
receptor-y co-activator-la (PGC-1a) in liver tissue. Results Compared with the model group, the medium dose of WIBF significantly
slowed down the reduction in body weight (P <0.01); Both medium and low doses significantly reduced the liver coefficient (P < 0.05,
and 0.01); All doses significantly decreased serum ALT and AST activity (P <0.05, and 0.01); All doses significantly lowered serum
and liver tissue TG levels (P <0.01); WIBF significantly improved histopathological changes in liver tissues; All doses significantly
increased ADH and ALDH activity in liver tissues (P < 0.05, and 0.01); Medium and low doses significantly increased SOD activity
in liver tissues (P < 0.05); All doses significantly decreased MDA levels in liver tissues (P < 0.01); All doses significantly reduced
8-OHdG levels in liver tissues (P < 0.01); All doses significantly decreased CYP2E1 expression in liver tissues (P < 0.05, and
0.01); The high dose significantly increased SIRT1 protein expression in liver tissues (P < 0.05); All doses significantly increased
PGC-1a protein expression in liver tissues (P < 0.01). Conclusion WIBF has good therapeutic effects on alcoholic liver disease,

which may be related to its ability to accelerate alcohol metabolism, inhibit metabolic enzyme CYP2E] in liver tissue, and ac tivate

the SIRT1/PGC-1a signaling pathway.
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Fig. 8 Effects of WIBF on expression of CYP2E1, SIRT1 and PGC-1a protein in liver tissue of model mice ( X £s, n=6)
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