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Dynamic observation on relevant data of acute liver injury induced by lipopolysaccharide in D-galactosamine-sensitized rats
Chen Sheng' , He Nianhai'® ,Luo Zejia®
(1. Department of Pediatric ,the Southwest Hospital , Third Military Medical University ,Chongqging 400038, China;
2. Department of Medical Administration ,Chengdu Military General Hospital ,Chengdu,Sichuan 610083, China)

Abstract: Objective To observe the changes of pathology of liver,serum ALT, AST,total bilirubin,IL-18 and TNF-a levels of
acute liver injury induced by lipopolysaccharide in D-galactosamine-sensitized rats,in order to investigate the pathogenesis of liver
injury and provide the basis data for clinical treatment. Methods The mouse liver injury models were established by intraperitoneal
injection of LPS(50 pg/kg)and D-GalN(300 mg/kg). At 6,24 and 46 h after LPS/D-GalN administration, pathological damages of
liver tissues were observed with unaided eye and light microscope. Serum ALT, AST,and total bilirubin were detected by automatic
biochemistry analyzer. Hepatocyte apoptosis was detected by TUNEL,and serum IL-18 and TNF-a level were measured by ELISA.
Results By naked eyes,the change on the whole liver was not distinct at 6 h after LPS/D-GalN administration, but the liver looked
dim and pale slightly,and had a flexible texture at 24 h and 48 h. Mild degeneration and cellular swelling in liver cells were observed
under microscope at 6 h,and extensive cellular swelling, local necrosis,and infiltration of inflammatory cells appeared at 24 h. At 48
h,the changes were more obvious. The levels of ALT in model group at 24 h and 48 h were significantly higher than those of the
control group(P<C0. 01). The levels of AST in model group began to ascend at 6 h,reached to climax at 24 h,and then decreased at
48 h,but they were higher than those in the control group(P<C0. 01). The serum level of TBIL in model group at 24 h and 48 h
were higher than those in the control group(P<C0. 01). Apoptotic liver cells were not seen in control rats at all time points. In model
group,apoptotic cells were gradually increased at 6 h,24 h and 48 h(P<C0. 01). The levels of TNF-a and IL.-1f reached a peak value
at 6h after administration, then decrease at 24 h,and significantly decreased at 48 h,but it was still higher than those in the normal
group (P<C0.01). Conclusion Apoptosis is the important morphological feature in this process. Liver injury induced by LPS may
be associated with the early high expression of IL-18 and TNF-a. Inhibiting the release of inflammatory medium in early stage is the
key to decrease liver injury induced by LPS,
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1,55 10 % P B REE 2 oP BB 5 . A I AL, HE e fa .0k
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L LA M DNA R fig o $R A L TG B (2 40 B 5 A7 00 40 i R
AR EHURLERE A SR —FLE . BRI TR
REE IR MR R 1 HR )2 25 T 25 1 H
BT, AR S5 i & B i 7 LPS fEH] 6 h J5 sl i 8L T 4

T, e bt S T A HE RS o R T A0 R R s B 2 S A A
EEPIEE SR Z —, LPS % 5 1 41 8 98 12 52 &2 il 59 P
P, B E W, TNF-o 76 LPS 4545 & A= 40 M 8 7= b 35 3
T kA0, Morikawa 2517 f] LPSH+D-GalN #5 5 iy 2 1 iT
TEVR A5 Al R BT A0 A kR R T Al AT B 5T B g8
HU TNF-o BHUIR AT LLBHE b 33X Fp i T2/ & 4E s HE 4 TNF-o 1
N AT 5|2 D-GalN 5y B 2B JH 40 6 9 98 T B O #E I8
TNF-o fEAFA0 M T 30 78 7 R WA /A . Liu £ 00
LPS 55 77 40 M 98 T 78 200 B BL 5 5 5 2 — S AL A A R I
GNOS) 3 i 125 22 35 %5 YA O, 1hi 76 b J5 W 52 3 7 p53 3k
P 3 5 5 Kuhla 2507 4090 5240 il 2 4 T 9k 03 40 i (NKO B ik
1 28 £ % (perforin) . UKL B (granzyme) # /- % T LPS % F 11
FEA M JH T A LPS+D-GalN i3 6 h R UL 2 (9 K o Bk
o0 Y 8 T B NG . BR Bk 2 b R A e X A7 i
(PXR)OMZ 5T LPSiEF AT A0 IE 1=, 78 PXR B & BUAR 4>
ZAZ 3G AL B (MAP) BUEF IS N R, 9 B g K T JAK2/
STAT3 4™ T ({5 538 6 (9 75 1 . 51 e JF 40 e 0 T4 o ™7,
LPS |6 Al 35 4% 5| A2 40 i 32 B2 41 38 ] 51 B Kupffer
4L Ckuptfer cell, KC) & B {if Ak, fiff Ho = A= Bl R 09 16 M
A B (AN TNF-o (IL-1,10-6 55, J A V8 A 200 X AL 142 T A 56
TORAT R o — I E BT, B Ah L LPS iE fE i 5 g
WE NALP3 & NALP1 & 4E /MA (inflammasome) , 3 3F — 2
WO B2k e &R 1Y R A &R 2R 1K % i (caspase)-1, 3% 1L 11
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