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Effect of Pesl on mice with cholestatic liver disease
via PI3K/AKT /GSK-3 signaling pathway

Yang Renjun Wang Jing Sun Jie et al
( Dept of Gastroenterology The First Affiliated Hospital of Anhui Medical University Hefer 230022)

Abstract Objective To investigate the expression of proteins in Pescadillo homologue 1( Pesl) and PI3K/AKT/
GSK-3 signaling pathways in mice with cholestatic liver disease and their effects on diseases. Methods C57BL/
6 fed with 3 S-diethoxycarbonyld 4-dihydrocollidine ( DDC) was used as the experimental group and normal
C57BL/6 was used as the control group. The level of biochemical indicators in the serum of mice were first meas—
ured. Western blot was used to detect the expression of proteins in Pesl and protein phosphoinositide-3 kinase
( PI3K) /protein kinase B ( PKB/AKT) / glycogen synthase kinase 3 beta ( GSK3B) signaling pathway in mouse
liver at the same time the level of mRNA expression of the Pesl was detected by Real time-PCR( RT-PCR) . Re-
sults The levels of total bile acid( TBA) total bilirubin( TBIL) alkaline phosphatase( AKP) and y-glutamyl-
transpeptidase ( GGT) in serum were higher in the mice with cholestatic liver disease than that in the control group.
The levels of Pes] mRNA and protein were lower in the mice with cholestatic liver disease than those in the control
group. The phosphorylated protein levels in the PI3K/AKT/GSK-3B signaling pathway were significantly lower in
the mice with cholestatic liver disease mice than those in the control group. Conclusion Pesl is lower expression
in mice with cholestatic liver disease and decreased Pesl inactivates the PI3K/AKT/GSK-3( signaling pathway
which leads to a decrease in phosphorylated protein levels of PI3K and AKT in the signaling pathway. Finally the
expression of phosphorylated GSK33 is down-regulated and the inhibitory effect of phosphorylated GSK-33 on
hepatocyte apoptosis and the reduction of cell damage is attenuated thereby aggravating the progression of choles—
tatic liver disease.
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