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HE: LT B2 W (lipopolysaccharide, LPS) & il {528 11 o Jo 4 A A 20, 26 S S AN W Ak 19 B 400t
{32 K-y (peroxisome proliferator-activated receptor y, PPAR-y) 1] &5 = BT 45145 52 &AL . K5 70 X Sprague-
Dawley (SD) KEBENLIE 2 Jon B4 . LPS 4 (2.8 mg-kg ). 24 (2£245 2.16 g-'kg ")« PPAR-y Mz 74 (0.5
mg-kg ). PPAR-y BEh7I+LPS 4 (0.5 mg-kg ' 2.8 mg-kg ). M HZ+LPS 4 (4:252.16 g'kg '\ 2.8 mg'kg ") K
A Z+LPS+PPAR-y WahI4H (4£252.16 g-kg™'s 2.8 mg-kg™'s 0.5 mg-kg ") FZLIN 4> HIHE B 45T PPAR-y i3h
A, H IR, ESAH 2 R, 53 RERXHEAEE B S 228K, A0 50 B ME S, 3 h 5N BRIk
VEST LPS, 7 h J5 R 0 B E 2B X ORI, T IS KB I R AT A bR A, R 28 TR 26 B8 % 28§ (alanine
transaminase, ALT) FlR& R R M (aspartate aminotransferase, AST), A4l L3¢ i /& $K B K - (tumor necrosis
factor, TNF-a). 40/ Z-18 (interleukin-18)~ 408/ %-6 (interleukin-6) FIFHL -y (interferon-y), FFHLY) A
e A5 B S AU AN R T, Sy AL e i SR AL 48] - PPAR-y %A F-xB (nuclear factor-«B, NF-xB) p65
HIRIE AR BIR, B LR PPAR-y Rik i 501 53 G MR = BT 2 UHE, 45T PPAR-y SEhI W] 23 FE(K
AT 0 S S R 35405 K BRI 2% 7R ALT AT AST 7K°F (33 P<0.05), e FFAH 0% B AT A i 12, B B IR Bk e,
21 PPAR-y HIR X I3 NF-«B p65 HIZRiE ($P<0.05), [FIH &35 AR M3 A TNF-a 2 4E R T & (3 P<0.05).
T2 45 AN, )8 1 G MR S 5 493 1) & A2 5 PPAR-y 3 % 57 5 $0 1 FRE 9% 48 0E IR 73 3545 5%, PPAR-y
B T ] R T RS, D R S A S AR A LA S R R A PR B T SRR .
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Abstract: To investigate the effects of peroxisome proliferator-activated receptor gamma (PPAR-y) on the

liver injury of Polygonum multiflorum, we established a model of immunological idiosyncrasy liver injury
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induced by lipopolysaccharide. The 70 Sprague-Dawley (SD) rats were randomly divided into control group,
LPS group (2.8 mg-kg "), PM group (crude drug, 2.16 g-kg '), PPAR-y agonist group (pioglitazone, 0.5 mg-kg '),
PM+LPS group (crude drug 2.16 g-kg ', 2.8 mg-kg '), PPAR-y agonist+LPS group (0.5 mg-kg ', 2.8 mg-kg )
and PM+LPS+PPAR-y agonist group (crude drug, 2.16 g-kg ', 2.8 mg-kg ', 0.5 mg-kg ). The rats were orally
given PM, once a day for consecutive 2 days. The control rats were given the same amount of distilled water.
Liver injury was induced by intravenous injection of LPS. Sodium pentobarbital was injected intraperitoneally
for anesthesia, and liver samples were collected together with blood. The plasma levels of alanine transaminase
(ALT), aspartate aminotransferase (AST), tumor necrosis factor-a (TNF-a), interleukin-14 (IL-1/), interleukin-6
(IL-6) and interferon-y (IFN-y) were measured. Pathological changes and hepatocellular apoptosis were examined
by liver biopsy, and immunohistochemical observation of liver tissue expression of PPAR-y and NF-«B p65.
A negative correlation was observed between the expression of PPAR-y in hepatic tissue and liver injury of
Polygonum multiflorum. PPAR-y agonist significantly reduced the PM-induced idiosyncratic liver injury in
rats according to serum ALT and AST (P<0.05), reduced liver pathological injury and hepatocyte apoptosis,
decreased serum TNF-a and other inflammatory cytokines (P<0.05), liver tissue PPAR-y expression, and inhibited
expression of NF-«B p65 (P<0.05). The results suggest that the occurrence of immunological idiosyncrasy
liver injury of PM is related to inhibition of the PPAR-y pathway and elevation of inflammatory factors.

PPAR-y agonist can reverse the idiosyncratic liver injury induced by PM, and provide a reference for elucidating

mechanism of idiosyncratic liver injury induced by Polygonum multiflorum.
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Figure 1 Detection of alanine transaminase (ALT, A) and

aspartate aminotransferase (AST, B) in serum of rats in groups.
LPS: Lipopolysaccharide; PM: Polygonum multiflorum; PlO:
Pioglitazone. n=10, ¥+s. P<0.05 vs LPS group; "P<0.05
vs PM+LPS group

Figure 2  Effect of pioglitazone on histologic change of hepatic
tissue of rats. A: Control group; B: LPS group; C: PM group;
D: PIO group; E: PIO+LPS group; F: PM+LPS group; G: PM+
LPS+PIO group. HE staining (x200)
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Figure 3 Effect of pioglitazone on hepatocytes apoptosis in
liver tissue of PM+LPS induced liver injury rats detected with
TUNEL staining (x200). A: Control group; B: LPS group; C:
PM group; D: PIO group; E: LPS+PIO group; F: LPS+PM group;
G: LPS+PM+PIO group. "P<0.05 vs LPS group;
*P<0.05 vs PM+LPS group
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Figure 4 Effect of inflammatory cytokine on PM+LPS induced
liver injury. TNF-a (A), IL-18 (B), IFN-y (C) and IL-6 (D) secre-
tion was measured by ELISA. #=10, x+s. P<0.05 vs control
group; "P<0.05 vs LPS group; "P<0.05 vs PM+LPS group
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Figure 5 Effect of pioglitazone on the expression of PPAR-y in
liver tissue of rats detected with immunohistochemistry staining
(x200). A: Control group; B: LPS group; C: PM group; D: PIO
group; E: LPS+PIO group; F: LPS+PM group; G: LPS+PM+PIO
group. n=3, ¥+s. P<0.05 vs control group; "P<0.05 vs
PM+LPS group
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Figure 6 Effect of pioglitazone on the expression of p65 in
liver tissue of rats detected with immunohistochemistry staining
(x200).  A: Control group; B: LPS group; C: PM group; D: PIO
group; E: LPS+PIO group; F: LPS+PM group; G: LPS+PM+PIO
group. n=3, X£s. P<0.05 vs control group; P<0.05 vs
LPS group; “P<0.05 vs PM+LPS group
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