R EmiE Modern Food Science and Technology 2018, Vol.34, No.10

B ARZ RPN CELREEN S & R TR

XNE, T, XRK, "mek, HD#E
SR K FEFIRARERGARLPT, #LE g 443002)

TE: AIRAATARF At CBERAE: (APAP) #5369 ST IR 49 PRI AE ) BALE], 4RI FIe AR AT AT 40t LO2 1 E
OB TR R E AT A% (Dios) TALAKIE 6h /&, 4T APAP (10mM) 5 FH 24h. 4RA 525 40 R C57BL/6 J s KA
AEF4E. APAP 28, Dios 30 mg/kg #= Dios 60 mg/kg 72240, 420 10 2, Dios 28/ AT R 7249 Dios - F 1 Ky %54 7d. £
R, BRIEFAHARLALT APAP 300 mo/kg 22 5 S MATARAGALAL, M Rfeid ALT. AST; AT GSH. MDA K-F; HE #&;
Western blot 3450 Nrf2 #9&3%; PCR #-% mNgol, mG6pdx, mSOD2 #9&ik. 4R kAL LO2 afi¥, 5 APAP 2848k, Dios 1
SRR MR B mliE /1 Fe GSH A%, 57 48T vARA B &0 R fn i ALT. AST AK-F, T4 MDA 25485 GSHA &
H i Nrf2 445 A4%, rtm#faaéma Ngol. G6pdx. SOD2 4.2 % FH. ZH7| L THrd” APAP 7| A& M &AM, FHiztk
AR 5 E R BARL K NIf2IARE 12 53834 %.

Xea): AtAE; & éﬂﬂmﬁ; 2t LB RILE; Nrf2/ARE 12585 4L

M ERS: 1673-9078(2018)10-8-14 DOI: 10.13982/j.mfst.1673-9078.2018.10.002

Diosmetin Ameliorated Acetaminophen-induced Hepatotoxicity via
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Abstract: In order to examine the protective effect of diosmetin against acetaminophen-induced hepatotoxicity in vitro and vivo, Human
non-tumor hepatic cells LO2 were pretreated with either vehicle or Dios (15, 30 pM), for 6h, followed by incubation with or without APAP (10
mM) for 24 h. In an in vivo assay, male C57BL/6J mice were randomly divided into control group, APAP group, low dose Dios group (30
mg/kg) and high dose Dios group (60 mg/kg). Each group.included 10 mice. The mice were treated with different doses of diosmetin once daily
for consecutive 7 days. At the end of the experiment, acetaminophen (300 mg/kg) was given intragastrically to induce liver injury in all groups
except for the control group. Twenty-four hours later, the levels of serum alanine aminotransferase (ALT), aspartate aminotransferase (AST)
were detected. The contents of glutathione (GSH) and'malondiadehyde (MDA) in liver tissue homogenates were measured through commercial
kits. HE staining was performed to observe pathologic changes of the liver. The protein expression of Nrf2 was detected by Western blotting and
the mRNA expressions of Ngol, G6pdx, SOD2 was tested by quantitative real-time PCR. The results showed that in LO2 cells, APAP exposure
decreased the cell viability and glutathione (GSH) content, which were both greatly restored by Dios pretreatment. Compared with the model
group, the serum activities of ALT and AST as well as MDA content remarkably decreased by the administration of diosmetin (60 mg/kg), while
GSH contents were elevated in liver tissues; Nrf2 protein expression in the nucleus as well as mRNA expressions of Ngol, G6pdx, SOD2
increased. High-dose diosmetin can inhibit acetaminophen-induced hepatotoxicity, and the mechanism may be associated with the activation of
Nrf2 /ARE signaling pathway.
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Fig.1 Effects of Dios on cell viability in LO2 with 10 mM APAP
exposure
JE: **p<0.01, ***p<0.001 vs Control; #p<0.01, #p<0.001

vs Model.
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Fig.2 Effects of Dios on serum ALT and AST levels of acute
liver-injury mice induced by APAP (xds, n=10)

JE: **p<0,01, ***p<0.001 vs Control; #p<0.01, #p<0.001
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Fig.3 Effects of Dios on Liver GSH and MDA levels of acute
liver-injury mice induced by APAP (xds, n=10)
7E: **p <0.01, ***p <0.001 vs Control; p <0.01, *p
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Fig.4 Effects of Dios on liver tissue pathological changes of
acute liver-injury mice induced by APAP(><100)
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Fig.5 Effects of Dios on protein expression of Nrf2 in liver of
acute liver-injury mice induced by APAP

7E: *p<0.05, **p <0.01 vs Control; *p <0.05, #p <0.01 vs
Model.
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Fig.6 Effects of Dios on mRNA expression of mNQO1, G6pdx,
SOD?2 in liver of acute liver-injury mice induced by APAP
7E: *p <0.05, **p <0.01 vs Control; #p<0.05, *p <0.01 vs
Model.
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