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Hepatotoxicity Effect of Xanthii Fructus on Immune-sensitive
Rat Model Induced by Endotoxin
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[Abstract] Objective: To investigate the pharmaceutical idiosyncratic hepatotoxicity effect of Xanthii
Fructus on the immune-sensitive rat model induced by endotoxin lipopolysaccharide (LPS). Method: The SD
rats were randomly divided into five groups: control group, model group, and three Xanthii Fructucs groups.
The immune-sensitive rat model was established by LPS (iv. 0.7 mg-kg', twice every 7 days). Then, the rats
in control and model groups received the equal volume of distilled water, while the rats in Xanthii Fructus

groups were administrated with water extract of Xanthii Fructus intragastrically (1.67, 5.01, 16.7 g-kg",
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respectively) for 14 days. The serum and liver of the rats were collected on the 7" and 14" day to examine the
levels of hepatotoxic biomarkers, including alanine aminotransferase (ALT) , aspartate aminotransferase
(AST) , total bilirubin (TBil) , alkaline phosphatase (ALP) , and total bile acids (TBA) , and liver
histopathology. In addition, inflammatory factors, including interleukin-18 (IL-18) , interleukin-2 (IL-2) ,
interleukin-6 (IL-6) , interleukin-10 (IL-10) and tumor necrosis factor- @ (TNF- «) of the idiosyncratic
hepatotoxicity rats, were determined by enzyme-linked immunosorbent assay (ELISA). Result: The immune-
sensitive model rats showed elevated levels of IL-18, IL-6 (P<0.05, P<0.01), and mild inflammatory cells
infiltrated in portal area of liver significantly (P<0.05), with no significant changes in hepatotoxic biomarkers.
Meanwhile, there was no significant change between Xanthii Fructus groups and model rats in the levels of
hepatotoxic biomarkers, inflammatory factors and hepatic lesions. Conclusion: Water extract of Xanthii Fructus
intragastrically does not affect the levels of hepatotoxic biomarkers, inflammatory factors and hepatic lesions in

rats induced by LPS intravenously. That is to say, Xanthii Fructus does not induce pharmaceutical idiosyncratic

hepatotoxicity.
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Table 1 Effect of Xanthii Fructus on inflammatory factors in serum of immune-sensitive model rats(x+s,n=8) ng-L!
21 51 s i IL-18 IL-6 IL-10 TNF-a
/g kg /d
%5 - 7 26.14+2.16 151.91£13.09 122.84+14.87 15.13+0.32 10.56+1.95
14 25.13+1.15 141.34£8.05 137.28+10.72 15.13+0.39 10.96+3.21
% - 7 36.55+9.81" 154.36+14.92 216.92+61.81% 15.11+0.21 11.47+2.83
14 36.82+11.52Y 145.39+£15.23 242.85+72.23% 15.14+0.31 13.99+2.74
tHT 1.67 7 29.85+1.94 146.21+11.46 191.33+£24.62 15.28+0.21 11.58+3.62
14 33.76+7.34 137.53+7.85 202.29+66.88 15.13+0.29 10.99+3.05
5.01 7 30.64+4.51 149.39£13.95 223.13+£70.23 15.04+0.16 12.87+3.21
14 33.03+28.53 149.58+16.11 300.05+80.39 15.22+0.24 10.94+3.54
16.7 7 28.69+1.86 155.07+18.87 199.84+64.72 14.87+0.25 9.43+1.25
14 32.03+6.98 144.14+13.66 222.09+39.80 15.05+0.32 13.78+2.90

T 52 HA L VP<0.05,2P<0.01(F£ 3 1H]) .
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*2 BEFHEESALRARLBFSEEDREWHEIM(I+s,n=8)
Table 2 Effect of Xanthii Fructus on hepatotoxic biomarkers in serum of immune-sensitive model rats(x+s,n=8)
- Frilkes I} i) ALT AST ALP TBil TBA
/g kg! /d /U-L! /U-L! /U-L"! /pmol-L! /pmol-L!
=M - 7 35.20+6.87 138.71£16.03 246.21+£33.49 0.24+0.28 21.48+7.16
14 35.51+7.44 126.75+20.18 241.86+97.36 0.21+0.12 15.52+5.60
iR - 7 30.144£9.15 137.54+27.75 239.22+86.57 0.2940.11 25.33+£7.69
14 27.03+6.05 107.13+£18.76 227.75+74.88 0.26+0.13 20.47+5.11
TEHT 1.67 7 34.51+9.46 125.52418.39 241.21+66.51 0.39+0.38 27.87+7.36
14 30.22+4.32 102.71+£14.74 219.62+66.92 0.284+0.16 17.68+0.97
5.01 7 34.57+6.43 130.33+17.48 230.29+44.78 0.37+0.31 22.35+5.85
14 34.13+11.53 103.75+15.05 230.63+£71.26 0.28+0.11 22.52+2.07
16.7 7 30.38+8.12 110.41+10.71 230.12+63.48 0.284+0.23 20.13£3.68
14 28.88+7.34 114.57+9.05 222.29+78.57 0.30+0.22 16.41£3.21
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Fig.2 Effect of Xanthii Fructus on liver pathology changes in immune-sensitive model rats(HE, x200)
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Table3

Effect of Xanthii Fructus on liver pathology changes in

immune-sensitive model rats (n=8)

AL A5 5
A5 e i TREAR AR S 4y
/g-kg! /d
0 1
A - 7 8 0 0
14 8 0 0
i - 7 4 4 0.50"
14 2 6 0.75%
tHT 1.67 7 3 5 0.63
14 3 5 0.63
5.01 7 5 3 0.38
14 2 6 0.75
16.7 7 4 4 0.50
14 5 3 0.38
T AL 2,3, 4953 0.
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