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ABSTRACT

Objective : The purpose of this study was to investigate the anti—inflammatory effects of aqueous extract from
Scolopendrae Corpus (SC) on lipopolysaccharide (LPS)—induced inflammatory response,

Methods : To evaluate the anti—inflammatory effects of SC, we examined the inflammatory mediators such as
nitric oxide (NO) and pro—inflammatory cytokines (TNF—a, inteleukin (IL)—18 and IL—6) on RAW 264.7 cells,
We also examined molecular mechanisms such as mitogen—activated protein kinases (MAPKs) and inhibitory
kappa B a (Ix —Ba) using western blot, Furthermore, we also investigated the effect of SC on LPS—induced
endotoxin shock,

Results : Extract from SC itself had not any cytotoxic effect in RAW 264.7 cells, Aqueous extract from SC
inhibited LPS—induced NO production and iNOS expression, SC pre—treatment also inhibited IL—15 , IL—6
production in RAW 264.7 cells, To investigate inhibitory effects of SC on inflammatory mediators, activation of
MAPKs was examined, SC inhibited the phosphorylation of p38 kinases (p38), c—Jun NHy—terminal kinase (JNK)
and also the degradation of Ix —Ba in RAW 264.7 cells stimulated with LPS, Furthermore, SC administration
reduced LPS—induced endotoxin shock,

Conclusion : SC down—regulated LPS—induced production of inflammatory mediators through inhibition of
activation of p38, JNK and degradation of Ix —Ba. Taken together, our results suggest that SC may be a
beneficial drug against inflammatory diseases such as sepsis,
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TNF-¢ : 5 =TCT CTT CAA GGG ACA AGG CTG-3 (forward)
5 —ATA GCA AAT CGG CTG ACG GT-3" (reverse)
5 —CCC GAC TAC GTG CTC CTC ACC CA—3" (probe)
IL-18 : 5 —TTG ACG GAC CCC AAA AGA T-3 (forward)
5 —GAA GCT GGA TGC TCT CAT CTG-3" (reverse)
universal probe, M15131.1V (probe)
IL—6: 5 —=TTC ATT CTC TTT GCT CTT GAA TTA GA-3 (forward)
5 —GTC TGA CCT TTA GCT TCA AAT CCT-3" (reverse)
universal probe, M20572.1V (probe)
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Fig. 1. Effect of SC extract on cytotoxity in RAW 264.7 cells.

RAW 264.7 cells were incubated with SC extract as indicated
concentration, After 24 h, cell viability was measured by MTT
assay as described in materials and methods. Data are means of
three independent experiment. *, 2 ¢ 0.05 vs, control,
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Fig. 2. The inhibitory effects of SC extract on LPS—induced NO

(A) production.
12 - The cells were pre—treated with SC extract as indicated
! - concentrations for 1 h, and then incubated with LPS (500 ng/mQ)
= g for 24 h. (A) NO production was measured by Griess assay. (B)
3 8 % The level of INOS was measured by Western blot. Data are
é 6 & “ means of three independent experiment, *, P ( 0.05 vs, control;
S ., *t T, P (0.05 vs. LPS treatment alone.
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Fig. 3. Effect of SC extract on the production of TNF—a, IL—18 , IL—6 on RAW 264.7 cells.
The cells were pre—treated with SC extract as indicated concentrations for 1 h, and then incubated with or without LPS (500 ng/md) for

24 h. The level of cytokine was measured by ELISA. Data are means of three independent experiment. *, 2 ¢ 0.05 vs, control;

0.05 vs. LPS treatment alone.
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Fig. 4. Effect of SC extract on the mRNA expression of TNF—a, IL—18 ,
The cells were pre—treated with SC extract as indicated concentrations
24 h, TNF—a, IL—-18 ,

* P (0.05 vs, control; T, P (0.05 vs. LPS treatment alone.

IL—=6 on RAW 264.7 cells.

for 1 h, and then incubated with or without LPS (500 ng/md) for

IL—=6 mRNA transciption level was measured by real time RT-PCR. Data are means of three independent experiment.
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Fig. 5. Effect of SC extract on the expression of Ix —Ba
degradation and MAP kinase activity on LPS—stimulated of RAW
264.7 cells.

The cell were pre—treated with SC (1 mg/ml) for 1 h, and then
incubated with LPS (500 ng/md) for indicated time. Detail methods
were described in Materials and Methods. Representative western
blots of at least three separate experiments are shown.
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Fig. 6. Effect of SC on LPS—induced endotoxin shock.

Mice were administrated intraperitoneally with SC (0.1 g/kg, 1 g/
kg) and then after 1 h, mice were injected with lethal dose LPS
(50 mg/kg). The survival rate was monitored for 5 days. Detail
methods were described in Materials and Methods, Data are
means of three independent experiment (n=5 per each
experiment, totally 15 mice).
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