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8h 24 h 3d 1 2 4
(g 40.8 £5.3 43.1+3.1 41.2£1.7 40.1 £4.7 40.5 +4.5 39.5+2.1 40.6 £2.3
(g 2.21 +£0.27 2.27 +0.23 2.59 +0.24" 2.49 +0.37 3.09£0.56** 3.46+0.36%* 4.04+0.46*%
(%) 0.054 +£0.00 0.053 £0.00 0.063 +0.00** 0.062 +0.00** 0.076 +0.01** 0.087 £0.01** 0.100 +£0.01**

* P<0.05

**P<0.01
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2 4 TG 1 200 mg/kg RIF
3 RIF HE x 100
A: ;B:RIF8h ; C:RIF24h ; D:RIF3d ; E:RIF1 ; F:RIF 2 ; G:RIF 4
2 RIF (n=6 x+5)
RIF
8 h 24 h 3d 1 2 4
TG( mmol /L) 1.97 £0.30 2.12 +£0.47 2.44+0.68  2.82+0.26**  1.34£0.38"  1.01 £0.34** 0.89£0.20**
TCH( mmol /L) 4.40 £1.10 2.96+0.19%* 3.66+0.72  3.86£0.90 2.86£0.47%% 2.57+1.34" 1.94 £0.62**
HDL( mmol /L) 4.26 £1.10 2.70 £0.14** 3.30+0.78  3.40 £0.65 2.85+0.48" 2.55%1.19" 1.95+0.58**
VLDL( mmol/L)  0.73 +0.11 0.79 £0.17 0.90 +£0.25  1.04 £0.27" 0.50 +0.14** 0.37+0.13** 0.33+0.07**
2" P<0.05 **P<0.01
3 RIF (n=6 x+s)
RIF
8 h 24 h 34d 1 2 4
TG (umol/g)  8.00£1.09  11.09 +1.98" 10.63 £1.99"  24.27+2.36**  36.25£3.08%* 30.17 +1.36* ** 26,79 £1.97* **
TG ( pmol ) 17.57 £2.16  25.31 +6.38" 27.35+4.67°  60.43 £10.94** 111.99 £22.43** 104.26 +10.49** 108.38 =17.02* *
Y P<0.05 **P<0.01; 1 : #P<0.05 #P<0.01

(C)1994-2023 China Academic Journal Electronic Publishing House. All rights reserved.

http://www.cnki.net



* 040 - Acta Universitatis Medicinalis Anhui 2015 Jul; 50(7)

4 RIF
A: B:RIF8h ; C:RIF24h ; D:RIF3d
6 (8 h\24 h.3d.1 2 4 )
. RIF
« RIF ALT
4 ALT
9
10 RIF 1
A
RIF .
VLDL TG
VLDL
o, RIF 8 h.24
h.3 d TG 3d
VLDL TG
RIF 8 h.24 h.3 d
VLDL
TG TG TG
TG /
TG
VLDL 12 1 :TG
B VLDL
;2 TG

o x 100
; ECRIF 1 ; FIRIF 2 ; GIRIF 4
VLDL TG  VLDL
VLDL TG
B, RIF TG 3d
1 2 4 RIF
VLDL
TG o RIF
1 2 .4
TG 1
TG
TG 1
VLDL RIF
24 VLDL
VLDL
TG TG
TG TG

Begriche K Massart ] Robin M A et al. Drug-induced toxicity
on mitochondria and lipid metabolism: mechanistic diversity and
deleterious consequences for the liver J . J Hepatol 2011 54
(4): 773 -94.

Stravitz R T Sanyal A J. Drug-induced steatohepatitis J . Clin
Liver Dis 2003 7(2): 435 -51.

Vinken M Maes M Vanhaecke T et al. Drug-induced liver inju—
ry: mechanisms types and biomarkers J . Curr Med Chem
2013 20(24): 3011 -21.

(C)1994-2023 China Academic Journal Electronic Publishing House. All rights reserved. http://www.cnki.net



Acta Universitatis Medicinalis Anhui 2015 Jul; 50( 7) * 041 -

4 . 10
J . 2007 27 ] 2011 46(7): 648 —
(7): 439 -42. S51.

5 Chen X Zhang C Wang H et al. Altered integrity and de— 11 WangS ChenZ Lam V et al. IRE1aXBPls induces PDI ex—
creased expression of hepatocyte tight junctions in rifampicin-in— pression to increase MTP activity for hepatic VLDL assembly and
duced cholestasis in mice J . Toxicol Appl Pharmacol 2009 lipid homeostasis J . Cell Metab 2012 16(4): 473 -86.
240( 1) : 26 -36. 12 Sundaram M Yao Z. Recent progress in understanding protein and

6 . lipid factors affecting hepatic VLDL assembly and secretion J .

J. 2010 45(1) :34 -8. Nutr Metab ( Lond) 2010 7: 35.
7 . Besp 13 Bamberger M J Lane M D. Possible role of the Golgi apparatus in
Mrp2 J . 2010 26 the assembly of very low density lipoprotein J . Proc Natl Acad
(12): 1581 -6. Sci US A 1990 87(7): 2390 -4.

8 Zhou]J ZhaiY MuY etal. A novel pregnane x receptor-media— 14 Rusinol A Verkade H Vance J E. Assembly of rat hepatic very
ted andsterol regulatory element-binding protein-independent lipo— low density lipoproteins in the endoplasmic reticulum ] . J Biol
genic pathway J . J Biol Chem 2006 281(21): 15013 -20. Chem 1993 268(5): 3555 -62.

9 ZhuL Baker SS Liu W et al. Lipid in the livers of adolescents 15 Lettéron P Sutton A Mansouri A et al. Inhibition of microsomal
with nonalcoholic steatohepatitis: combined effects of pathways on triglyceride transfer protein: another mechanism for drug-induced
steatosis J . Metabolism 2011 60(7): 1001 —11. steatosis in mice J . Hepatology 2003 38(1): 133 -40.

Mouse model of fatty liver induced by rifampicin
Huang Jiahui' Chen Xi' Zhang Cheng” et al
('Dept of Gastroenterology The First Affiliated Hospital of Anhui Medical University The Key Laboratory of
Gastroenterology of Anhui Province Hefei 230022;°Dept of Toxicology Anhui Medical University Hefei 230032)

Abstract Objective To observe the time-course of rifampicin( RIF) -induced fatty liver in mice in order to lay the
foundation for investigating the mechanism of the drug-induced fatty liver. Methods Forty-two healthy male mice
were randomly divided into seven groups( control 8 h 24 h 3 d 1 week 2 weeks 4 weeks) and mice were admin—
istered with RIF 200 mg/kg daily by gavage. All mice were sacrificed at 6 h after the last administration to collect
serum and liver tissues. All their body weight and liver weight was measured for calculating liver to body weight ra—
tio. The levels of alanine aminotranferase( ALT) in serum was measured. Hepatic pathological changes were ob—
served by HE staining. The levels of triglyceride ( TG) cholesterol ester( TCH)  very low density lipoprotein
( VLDL)  high-density lipoprotein( HDL) in serum were measured. Liver tissue was dissected for measuring TG.

The lipid accumulation of liver was observed by oil red O staining. Results Compared with control group liver
weight and liver to body weight ratio began to rise gradually 24 h after RIF-reated mice. Compared with mice in
control group the serum levels of ALT slightly increased in 8 h 24 h 3 d 1 week and 2 weeks groups and sig—
nificantly increased in 4 weeks group. HE staining showed 8 h and 24 h after RIF treatment liver tissue did not see
clear change. 3 d group was smaller vacuoles part of the nucleus to one side and starting from 1 week liver tissue
that was dramatically increasing number of large circular cavity. The levels of TG VLDL in the serum were moder—
ately elevated in 8 h 24 h groups the most obvious was elevated in 3 d group and begin to decline from 1 week.

Serum levels of TCH HDL in RIF-reated groups were relatively lower than control group. The liver TG levels sig—
nificantly increased from 8 h and peaked in 1 week group then presented downward trend in 2 weeks and 4 weeks
groups but higher than control group. The results of oil red O staining showed that 8 h and 24 h after RIF treat—
ment there was a small amount of lipid deposition in the liver and large circular lipid drops in liver tissue dramat—
ically increased after 3 d. Conclusion Administration of rifampicin causes hepatic steatosis in mice and shows the
obvious time-effect relationship.
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