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Inhibitory Effect of Luteolin on Epithelial-mesenchymal Transition of Hepatocytes in Hepatic Fibrosis Process
LI Xing-xia', LI Jie', WANG Shao-zhan®, GUO Cheng', ZHANG Jun-ping”(1.Dept. of Pharmacy, The Affiliated
Sixth People’s Hospital of Shanghai Jiaotong University, Shanghai 200233, China; 2.Dept. of Biochemical Phar-
macy, Collage of Pharmacy, Second Military Medical University, Shanghai 200433, China)

ABSTRACT OBIJECTIVE: To study inhibitory effect of luteolin on epithelial-mesenchymal transition (EMT) of hepatocytes in
rats with hepatic fibrosis. METHODS: Rat liver fibrosis model was induced by subcutaneous injection of 50% CCL 1 ml/kg sc
twice a week for consecutive 12 weeks. Luteolin was administered intragastrically with daily dose of 100 mg/kg once a day for con-
secutive 12 weeks after the first injection of CCl.. 30 SD rats were randomly divided into solvent control group (5% CMC-Na) ,
model group (5% CMC-Na) and luteolin group (100 mg/kg). The pathological changes of liver tissue were observed by HE and
VG staining. The expressions of a-SMA, TGF-1, vimentin and E-cadherin in liver tissues were detected with immunohistochemis-
try. In vitro, rat primary hepatocytes were isolated by portal vein intubation and type IV collagenase in situ perfusion method. They
were divided into normal control group (blank culture solution), model group (blank culture solution) and luteolin high-dose, me-
dium-dose and low-dose groups (40, 20, 10 mmol/L). The expressions of a-SMA, Collagen I , Collagen Il , E-cadherin, Snail,
ALB, GS gene were detected by real-time RT-PCR. a-SMA, vimentin and E-cadherin protein were detected by western blot. RE-
SULTS: Compared with model group, the expressions of a-SMA, TGF-f, and vimentin in liver tissue were decreased in luteolin
group, while the expression of E-cadherin was increased; ;pathological changes of liver tissue were relieved. Compared with model
group, the expressions of a-SMA ,Collagen I .Collagen Il and Snail gene in liver tissue were decreased in luteolin high-dose, me-
dium-dose and low-dose groups, while the expression of E-cadherin , ALB.GS mRNA was increased gene in luteolin high-concentra-
tion, medium-concentration groups. the expressions of a-SMA. Vimentin protein in liver tissue were decreased in luteolin
high-dose, medium-dose and low-dose groups, while E-cadherin protein was increased. CONCLUSIONS: Luteolin significantly at-
tenuate hepatic fibrosis induced by CCL in rats, and the mechanism may be related to the inhibition of hepatocyte EMT.
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Tab 1 Primer base sequence

HRS - ma (-1 R G-3) PR
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E-cadherin GGGTTGTCTCAGCCAATGTT CACCAACACACCCAGCATAG 185
Snail GTTCACCTTCCAGCAGCCCTAC  TCCTCATCGGACAGAGAAGTCA 201
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Fig 1 The pathological changes of liver tissue in model rats
(40%)

A.normal control group (HE) ; B.model group (HE) ; C. luteolin group
(HE) ; D. normal control group(VG) ; E. model group (VG) ; F. luteolin
group(VG)
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Fig 2 The expressions of a-SMA, TGF-$,, Vimentin and
E-cadherin in liver tissue of model rats
A.normal control group a-SMA ; B.model group a-SMA; C. luteolin gr-
oup a-SMA ; D. normal control group TGF-B,; E.model group TGF-B,;F.
luteolin group TGF-B,; G.normal control group Vimentin; H.model group
Vimentin; I.luteolin group Vimentin;J.normal control group E-ca- dherin;

K.model group E-cadherin; L.luteolin group E-cadherin
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Fig 3 The expressions of EMT related gene in hepatocyte of
model rats induced by TGF-$1
blank control group: “P<<0.05;vs.model group:*P<<0.05
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Fig 4 The expressions of a-SMA, TGF-B,, Vimentin and
E-ca-dherin protein in liver tissue of model rats
1.blank control group; 2.model group; 3.luteolin low-concentration gro-
up; 4. luteolin medium-concentration group; 5. luteolin high-concentra-
tion group
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