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Study on Protective Effect of Grape Seed Proanthocyanidins against Acute Liver Injury Induced by CCl,
in Mice and Its Mechanism

LI Xiaoli', WANG Kaiyang’, HU Jianhui’, LI Bin', CAI Yongging'(1.Pharmacology Teaching and Research Sec-
tion, Dept. of Pharmacy, Third Military Medical University, Chongqing 400038, China; 2.Student Eighteenth
Camp, Dept. of Pharmacy, Third Military Medical University, Chongqing 400038, China; 3.Student Brigade
Tenth Team, Second Military Medical University, Shanghai 200433, China;4.Dept. of Pharmacy, the Third Af-
filiated Hospital of Third Military Medical University, Chongging 400042, China)

ABSTRACT OBJECTIVE: To study protective effect of grape seed proanthocyanidins (GSPE) against acute liver injury in mice
and its mechanism. METHODS: 24 mice were randomly divided into normal group (normal saline) , model group (normal sa-
line), GSPE low-dose and high-dose groups (100, 200 mg/kg). They were given relevant medicine intragastrically for consecutive
4 days, once a day. After the last administration, those groups were given vegetable oil solution containing 0.2% CCl, intraperitone-
ally to induce liver injury model except normal group; after modeling, those groups continued intragastric administration of medi-
cine for 3 d. The effects of GSPE on liver appearance, pathological and liver coefficient in mice with acute liver injury were ob-
served; the activity of ALT and AST were detected in serum; the expression of apoptosis-related protein Bcl-2 and Bax, that of au-
tophagy-related protein p62 were detected in liver tissue; the expression of PCNA protein in liver tissue was determined. RE-
SULTS: Compared with normal group, liver coefficient, the activity of ALT and AST in serum increased in model group; mice liv-
er tissue pathological changes mostly concentrated in the grade Il ; the expression of Bel-2 and p62 protein were significantly low-
ered in liver tissue, while Bax expression was increased, the Bcl-2/Bax was decreased (P<<0.05 or P<<0.01), the expression of
PCNA protein was decreased in liver tissue. Compared with model group, liver volume, necrosis of liver cells and inflammatory
cell infiltration decreased significantly, and lesion degree (concentrated in the grade I and II ) and liver coefficient decreased; the
activity of ALT and AST in serum decreased; the expression of Bcl-2, p62 and Bcl-2/Bax increased, while protein expression of
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Bax decreased (P<<0.05 or P<<0.01), the expression of PCNA protein increased in liver tissue. CONCLUSIONS: GSPE exerts a
protective effect on CCl; induced oxidative liver injury in mice, and its mechanism may be related to promoting the proliferation of

liver cell, inhibiting the apoptosis and autophagy of liver cells.
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Tab 1 Pathological lesion degree of liver tissue of mice in
each group(case)
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Fig 1 Pathological observation of liver tissue of mice in each
group (x400)
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Tab 2 Liver index of mice in each group(x +s,n=06)

215 N, e FFIERE R, HFIERE %
1B 25.93+0.87 1.15+0.08 4424033

HERIZ 19.13 +1.41 1.89+£0.12 9.93+1.23"
GSPE R4 22.55+1.33 1.46+0.10 6.47 +0.43"
GSPE 54l 23.80+1.25 1.3140.10 5.52+0.35"

W HIEH AL, *P<0.01; SHOTIZH b ds,"P<<0.01

Note: vs. normal group, “P<<0.01; vs. model group,”P<<0.01
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Tab 3 The activity of ALT and AST in serum of mice in
each group(¥+s,n=6,U/L)
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e FIEF LR, " P<0.01; SR LA, "P<<0.05,7P<<0.01
Note: vs. normal group, * P<<0.01; vs. model group, ‘P<<0.05,
#p<0.01
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Fig 2 Electrophoretogram of the expression of Bcl-2 and
Bax protein in liver tissue of mice in each group
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Tab 4 The expression of Bel-2 and Bax protein in liver tis-
sue of mice in each group (¥ +s,n=06)
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EFA 0.34+0.02 0.30+0.05 1.11£0.10
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GSPE {7l 2l 0.32+0.06"*  0.32+£0.03"*  0.99+0.11"

F: HIEW A HE, " P<0.05, " " P<0.01; SHMA K, P<
0.05,7P<<0.01

Note: vs. normal group, * P<<0.05, * * P<<0.01; vs. model group,
"P<<0.05,%P<<0.01
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Fig 3 Electrophoretogram of the expression of p62 protein
in liver tissue of mice in each group
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Fig 4 The expression of p62 protein in liver tissue of mice in
each group
Note: vs. normal group, *P<<0.01; vs. model group,’P<<0.01
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Fig 5 The expression of PCNA in liver tissue of mice in each
group (x400)
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