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FHABHEP<0.0D.MEFELEEXUEFHEF (P <0.05 5% P<<0.0D.LXWFHeEHERE. CClL, EA B A
AL AMPK BB (b B Z . w K FETUNS ZEANBHRM(P <<0.05, &it WKTFETUKE CCL 5l RH
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Study on mechanism of osthole in improving experimental liver injury in mice
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Abstract: Objective To investigate the effects of osthole on liver injury induced by carbon tetrachloride
(CCly) in mice and its related mechanism. Methods Eighteen C57BL/6 mice were randomly divided into 3
groups: DBlank control group: mice were intraperitoneally injected with 80 pl. corn oil every day; @ CCl,
model group: mice were intraperitoneally injected with CCl, (0. 07 g/kg) three times a week for 3 weeks to in-
duce liver tissue injury; @ Osthole group: After three-week intraperitoneal injection with CCl, (0. 07 g/kg),
mice were intraperitoneally injected with osthole (0.1 g/kg) 24 h in advance, once in total. And then the eye-
balls of the mice were extracted for plasma extraction, and the expression levels of alanine aminotransferase
(ALT) and aspartate aminotransferase (AST) were measured to understand the liver injury. Mice liver tissues
were extracted to detect the changes of oxidative stress indexes, malondialdehyde (MDA) and glutathione
(GSH). Real time fluorescence quantitative polymerase chain reaction (real-time PCR) was used to detect the

inflammatory indexes of mice liver tissues: the mRNA expression of interleukin-18 (IL-18), IL.-6 and tumor
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necrosis factor-a (TNF-a). The phosphorylation of AMPK protein in liver tissues was detected by Western
blot.  Results After CCl, treatment, AST and ALT significantly increased ( P <C0.01); MDA level in oxida-
tive stress significantly increased ( P <{0. 01); GSH production was inhibited ( P <{0.01), and the mRNA ex-
pression levels of inflammatory factors I1L.-13, 11.-6 and TNF-a increased ( P <{0.01). These indexes were sig-
nificantly reversed after osthole treatment ( P <Z0. 05 or P <{0. 01), indicating that liver function was signifi-
cantly improved. The phosphorylation of AMPK in liver tissue was significantly enhanced after CCl, treat-
ment, and osthole could inhibit the phosphorylation of AMPK protein ( P <<0.05). Conclusion Osthole can

reduce CCl, induced liver injury. The specific reasons may be related to reducing oxidative stress, down-regula-

ting the expression of inflammatory factors, and associated signaling pathways may be related to its inhibition

of AMPK phosphorylation.
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1.3.3 RIEMK T real-time PCR #ll %M Tagman
W S ) &L K RNA 3 5 5 B cDNA. Real-time
PCR %l SYBR Premix ExtaqTM (& 4 T4,
AR ZE A SYBR Premix ExtaqTM 5 pL iR 2.5
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% Applied Biosystems 7500 real-time PCR System
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IL-18 F:GAATGACGCCCTCAATCAAAGT
R: TCATCTTGGGCAGTCACATACA
1L-6 F:CCTGAACCTTCCAAAGATGGC
R: TTCACCAGGCAAGTCTCCTCA
TNF-« F:GAGGCCAAGCCCTGGTATG
R:CGGGCCGATTGATCTCAGC
GAPDH F: TGTTCGTCATGGGTGTGAACC

R:GCAGTGATGGCATGGACTGTG
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2 HR
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JHF 2 B 45 A 56 L £ 4 25 48 1 L WA W N e T
i CCL 470N BRI JHF 448 i g o 25 FR Bl 385, JFF 240 i
22 V) £F 24 160 B 4 5 v P 200 B L 9 5L 400 5 % 4 e =
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IR TFEA 6 96. 4445, 97¢ 86.37+5.03"
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A E¥ A B4 HE 2 8;A1 EF A B A RXRE DL E;B.
CCl, #H 4 HE % #;:B1.CCl, ## A KRR E ML e;C 8K
FEAHE L6 Cl. KK FEARRE L6,
Bl AH/PNRHF4% HE 20
ABEOLFREHETEN
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Z 2], A AR K P MDA Y %3k B L,
CCl, A2 /N B MDA 3 P B &5 T 1E % 6 BE 2 /)N
(P <C0.01),GSH 5 Z [ #& th W ik > (P <
0.0D) ;iR T &R A /MR GSH A s i /& T CClL, i
B /NELCP <<0.05), MDA % T B E K (P <
0.05), W 3, /NEIE CClL, 2 MGE, H
JHE N F TL-1B,1L-6 F1 TNF-« mRNA £ ik B & 7t
LB FEETIE®RMNBACP <<0.01), KT E4H /)
BRAE P F mRNA FiEH BT CCL (P <
0.05 3% P <C0.01), W& 4,
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a mRNA ZKF-H] 8 T XA (P <<0. 01, IE IR F &
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TR M R A B DGR IE RS A

I R 28 o 10 B R RS 4 (PDE4) ., |
cAMP JKF, AT & A5 R BT RAE . TEARDF 58
BRI T I R 2 0T DU ] 9 5 - (TL-18,11L-6 . TNF-
@) HI TR K AHZ A0 PKA #1415 H89 J5 ., 3F A fig
T2 0 PR - 25 1 S A 47 AR, 2R B g IR - X CCL,
JHA5 05 AL ) A 98 5 OF AN J2 38 it cAMP/PKA {5 5
o ST R T2 09 AR WA s M 2R T LU B
20 0L 4 0 A B0 B 0T A0 A A R . B, R
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R, e M PR - 22 B8 06 350 0 U 88 L 43 403 28007 o JHE A% i
JFAHHT cAMP/PKA 38 ¥, AJ fig 2 3 i 4 15 AMPK
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