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Effects of artesunate on cell proliferation, collaging generating and KLF6 expression in hepatic stellate cells
ZHANG Xiao—yan, MA Shu-jing, XU Ya-jie, FANG Bu—wu

(Department of Pharmacology, Tianjin Medical University, Tianjin 300070, China )

Abstract Objective: To explore the effect of artesunate on the proliferation of LX-2 cell and to understand the initiatory anti—fibrogenic
mechanisms of artesunate. Methods: Hepatic stellate cells (HSCs) LX-2 were divided into control group and artesunate groups with different
concentrations. The inhibition of cell proliferation was determined by MTT colorimetric assay. The content of LDH was determined by using
colorimetric method while the content of hydroxyproline (Hyp) was determined by colorimetric method. The Western blotting was used for
the detection of the expression of KLF—6 protein in  HSCs LX-2. Results: The artesunate had an inhibition effect on cell proliferation (P<
0.01) with dose and time—effect relationships; the activity of LDH in supernatant had no statistical significance compared with control group
(P>0.05). The content of Hyp was gradually decreased compared with control group (P<0.01) with dose—effect relationship. The expression of
KLF6 protein was decreased (P<0.01) in dose—dependent manner. Conclusion: Artesunate could markedly inhibit the proliferation of HSCs
LX-2; The mechanism may be associated with suppressing the expression of collagen and thus decreasing the expression of KLF6 protein.
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bition rate, IR),IR=( X R0 A {H-52562H A {8 )/
HEZH A fEx100%.
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Tab 1 Inhibition rate on HSCs caused by Art( % ,x+s,n=6)

A5 ZPYKIE/ (umol/L) 24 h 48 h 72h

Xof B4 0 0.00£0.00  0.00+0.00 0.00+0.00

T 100 5.41+0.38% 13.6243.12%% 292442 40%"
200 13.60+3.12% 31.60+5.88%" 43.20+5.40%"
300 25.18+2.17% 35.55+1.92%" 58.51+6.40%"
400 32.64+8.69% 43.57+1.01%* 65.81+4.23%"
500 37.86+3.88% 45.94+0.71%* 71.74+3.99%*

LXHIRALHLEE, #P<0.01; 55 24 h L4, “P<0.01; 55 48 h HLAL, "P<
0.01
2.2 HSCsIX-23&4r EiFik ' LDH &R T/
FHBRERVER] 24 h )5, AR EEZH 40 MG 3 LDH 6
ToWI AR Ak, 5 R LA, T i P25 7 (P>0.05)
(#£2).
23 HSCsLX-23%3 E&& P Hyp A0/
EBEEEE ] HSCs LX-2 24 h Ji , BEA SO AL 1S 33
1By HSCs B Hyp &, SXFRE Heds, 2
SEAGTE L (P<0.01) (K 3).
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Tab 2 Effect on LDH secretion of HSCs caused by Art(% ,x+s,n=6)

451 28 B/ (pumol/L) LDH {FH/(mU/mL)
X IR ZH 0 0.0817+0.032
SEE 250 0.0858+0.005*
350 0.109+0.022%
450 0.120+0.029%
EXF IR LU A, #P>0.05

£ 3 EEIEEEXT HSCs LX-2 4k Hyp BIZZHE (xs ,n=6)
Tab 3 Effect on Hyp secretion of HSCs caused by Art(x+s,n=6)

YR Hyp %t/ Hyp & TR
215
(mol/L) (pg/mL) B /%
X IR 2 0 2.833+0.024 0
SCER 250 0.810+0.014* 71.41
350 0.73020.021* 72.24
450 0.62320.049* 78.01

5% HR2H LA, #P<0.01
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R(P<0.01) (Kl 1.3 4),
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B 1 AFERYM LX-2 f KLF6 Hi&ix

Fig1 KLF6 expression on HSCs LX-2
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Tab 4 The Integral optical density value of tubulin and KLF6

- e L/ KLF6/ i F@’z‘ﬂsi
(umol/L) Tubulin TREE S %
Xof B ZH 0 0.943+0.058 0
S 250 0.565+0.045% 40.08
350 0.340+0.031* 63.94
450 0.245+0.036* 74.20
L5t R E AL, #P<0.01
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