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Effects of glucagon like peptide-2 (GLP-2) on apoptosis, cell cycle arrest and Ras—Raf~-MEK-ERK signaling
pathway induced by gemcitabine in intestinal epithelial cells YE Lei, DU Xiaoxiang. Department of Pharmacy, The
First Affiliated Hospital of Wenzhou Medical University, Wenzhou 325000, China.

[Abstract] Objective To investigate the effect of glucagon like peptide—2 (GLP-2) on apoptosis, cycle arrest and
Ras—Raf~MEK-ERK signaling pathway induced by gemcitabine (GEM) in intestinal epithelial cells. Methods Caco2
cells were randomly divided into three groups:control group that treated with solvent only, GEM group that treated with
10 mg/LL. GEM, and GLP-2 group that treated with 10 mg/L. GEM combined with 1 p mol/L. GLP-2.After culturing for
24 hours, cell cycle was detected by flow cytometry Pl monochrome staining. Apoptosis was detected by flow cytometry An-
nexinV=FITC/PI double staining. The mRNA expressions of cycle-related molecules CDK4, apoptosis—related molecules
BAX and FAS, Ras—Raf-MEK-ERK pathway-related molecules MEK were quantified by real —time RT-PCR. Results
Compared with the control group, GEM not only significantly increased the ratio of G1 phase in cell cycle and the ratio of
apoptosis (P<<0.05) , but also decreased the mRNA expression of CDK4, and increased the mRNA expression of BAX,
FAS and MEK in Caco2 cells(z =12.15, —12.80,-19.30, -4.55, P<<0.05).However, after the intervention of GEM with
GLP-2, the ratio of G1 phase in cell cycle and the ratio of apoptosis were both down-regulated, the mRNA expression of
CDK4 was up-tegulated and the mRNA expressions of BAX, FAS and MEK were significantly down-regulated (=
-25.23, 5.16, 15.51,4.78, P<0.05).Conclusion GLP-2 can inhibite even reverse the cycle arrest, apoptosis and
the overactivation of Ras—Raf-MEK-ERK signaling pathway induced by GEM in intestinal epithelial cells.
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