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High - fat diet induces high expression of CYP4A involved in the

pathogenesis of nonalcoholic fatty liver disease in mice
Gao Huifang Cao Yaru Xia Hongguang et al
( Dept of Pharmacy School of Pharmacology Anhui Medical University Hefei 230032)

Abstract Objective To investigate the regulatory effect of cytochrome P450 4A ( CYP4A) in nonalcoholic fatty
liver ( NAFLD) and to detect its changes in fatty liver. Methods C57BL/6 mice were given high-fat emulsion ga—
vage to establish NAFLD animal model and divided into control group and high-fat emulsion group. The high-fat e—
mulsion group was further divided into 4 6 8 and 10 weeks groups. Liver tissue sections were stained with HE.

The levels of alanine aminotransferase ( ALT) aspartate aminotransferase ( AST) malondialdehyde ( MDA)  su-
peroxide dismutase ( SOD) and triglyceride ( TG) in serum of mice were detected by biochemical kit. The expres—
sion of CYP4A in liver tissue was detected by Western blot. The content of 20-hydroxyeicosatetraenoic acid ( 20—
HETE) a product of arachidonic acid hydroxylated by CYP4A was found by LC/MS/MS. Fluorescence intensity
of reactive oxygen species in liver tissue detected by frozen section immunofluorescence. Results HE staining of
liver tissue showed that fat vacuoles appeared at 10 week. The serum levels of ALT AST MDA SOD and TG in
C57BL/6 mice fed with high-fat emulsion increased gradually with the prolongation of time and the contents of
SOD showing a downward trend. The expression of CYP4A and 20-HETE in liver tissue increased with the accumu—
lation of lipid in liver. The fluorescence intensity of reactive oxygen species in liver tissue was the strongest at 10
week. Conclusion CYP4A participates in lipid metabolism in NAFLD which increases the synthesis of arachi—
donic acid metabolite 20-HETE and induces the production of reactive oxygen species to cause oxidative stress and
promote lipid peroxidation.
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