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Glycogen synthase kinase 33 inhibitor lithium chloride increased the proliferation of

endothelial progenitor cell by activating Wnt signaling pathway
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[ ABSTRACT] Aim  To investigate the mechanism of glycogen synthase kinase 38 ( GSK-3B) inhibitor lithium chlo-
ride on the proliferation of endothelial progenitor cells (EPC). Methods Mononuclear cells were isolated from bone
marrow in rats by density gradient centrifugation combined. After 7 days, EPC were cultured with different concentrations
of GSK-3B inhibitor lithium chloride. EPC proliferation were assessed by cells count and 3-{4,5-dimethylthiazol-2yl | -2
5-diphenyltetrazolium bromide (MTT) assay. The cell cycle of EPC was measured by fluorescence-activated cell sorting
(FACS). The expression of phosphor-GSK-3B ( pGSK-3B), B-catenin and cyclinD1 in EPC were detected by Western
blot. Results Lithium chloride improved EPC proliferation. The number of EPC was obviously increased in lithium
chloride group than that in control group. Compared with control group, EPC proliferation was enhanced in a dose-depend-
ent manner in lithium chloride groups. S phrase in cell cycle was increased in lithium chloride group in comparison with
control group by FACS assay. The protein expression of pGSK-3B, B-catenin and cyclinD1 were significantly higher than
that in control group. Conclusion GSK-38 inhibitor lithium chloride could enhance EPC proliferation by activating

Wnt signal pathway.
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Figure 1. Morphology and identification of endothelial progenitor cells(200x )

x 1. SCEEMKA MR ERIGFHEE S (n=5)
Table 1. lithium chloride increased endothelial progenitor

cell proliferation(n=5)

S| EPC 4ifd % (4>) LSS NEREN

X HE 20 37.0+2.0 0.265+0.0232
5 mmol/ L F AL R4 42.4+2.7 0.3658+0.0304"
10 mmol/L G fb#H2H 54.2+3.8" 0.4436+0.0347"
20 mmol/L G fk4H 4 58.6+3.0" 0.6528+0.0338"

a  P<0.05,b K P<0.01, 5% B4 Lh#K

2.3 SULSE XS A 7 4H 40 Bt 4 B JE) HA B 2 M

56 TS A0 M gy B A 4 B & BR, 5. 10,
20 mmol/ LEALEEIG I EPC 19 S 1 e, 5 % B 40
b2 S B ME(P<0.05;3%2)

2. SEXAREAHBMPEER#NE(n=3)
Table 2. Lithium chloride influenced the cell cycle of endo-

thelial progenitor cell(n=23)

Al Gy/G, Hi(%) S(%) G,/M (%)
X} 2 82.88+2.82 14.62+0.62 2.50+0.26

5 mmol/L S fLHHZH  79.28+3.09 17.21+0.85" 3.51+0.32"
10 mmol/L G AL 71.23£3.22" 24.38+1.14" 4.39+0.48"
20 mmol/L S b4 62.66+4.14" 33.15£2.42" 4.19+0.36"

a N P<0.05,b Jy P<0.01, 5% FE4H LL#
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Figure 2. Lithium chloride increased the expression of pGSK-

3B, B-catenin and CyclinD1

3B MRz A o I R Tk 22 2R N K I
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1M 40 mmol/L V& J&£ 1% 58 T4 2 U)o 240 Jfd 7™ 2= 2 PR A
FH, 1 B2 MLy R st T, FRATAY 45 R 5 Rl
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PRAEHE EPC 958 04 T REMLHI HEAT R4, =X 40
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