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Combination of artemether with etoposide inhibits cell proliferation and inva-

sion in small cell lung cancer cell line H446
CHEN Jiajia, BEI Yuncheng, ZHANG Dongmei, SHEN Pingping *
School of Life Science, Nanjing University, Nanjing 210093, China

Abstract This study was to investigate the inhibitory effects of artemether in combination with etoposide on the
proliferation and invasion ability of human small cell lung cancer cell line H446. H446 cells were treated with dif-
ferent concentrations of artemether or etoposide alone or their combination. The inhibitory effects on proliferation
were detected by MTT assay, while cell cycle and apoptosis of H446 cells in each group were analyzed by flow
cytometry using PI and Annexin V/Pl-staining, respectively. The invasion capability of H446 cells in different
groups was tested with matrigel-coated transwell. The results implicated that artemether or etoposide or their
combination does inhibit proliferation of H446 cells dose-dependently. Artemether alone had little effect on the
apoptosis of H446 cells while its combination with etoposide resulted in significantly apoptosis of H446 cells
comparing with other groups (P <0. 05). Etoposide blocked H446 progression markedly by arresting cell cycle in
G, phase with percentage of cells in G, phase decreasing significantly while artemether alone or in combination
with etoposide had little synergetic effect on cell cycle. Artemether or etoposite alone or their combination could

dramatically inhibit the invasion ability of H446 cells.
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Figure 1 Inhibitory effects of artemether on the proliferation of H446
cell (x £s5,n=6)
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Figure 2 Inhibitory effects of etoposide (vp-16) on the proliferation of H446 cell (x +s,n=6)

A:24 h;B:48 h
**P<0.01," " *P<0.001 vs control group
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Figure 3 Inhibitory effects of artemether in combination with etoposide on the proliferation of H446 cell (x +s,n=6)
A; Artemether 100 nmol/L-10 wmol/L,vp-16 100 nmol/L-10 wmol/L 24 h;B: Artemether 100 nmol/L-300 nmol/L, vp-16 100-300 nmol/L (24 h)

*P<0.05,"*P<0.01," " " P<0.001 vs control group
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Figure 4 Annexin V-FITC/PI assay of apoptosis of H446 cells treated by artemether ( Area) ,etoposide ( vp-16)or their combination
A ; Artemether 100 nmol/L-1 pmol/L,vp-16 100-300 nmol/L 48 h;B: Artemether 100 nmol/L-1 pwmol/L,vp-16 100 nmol/L-300 nmol/L 72 h
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Figure 6 Influence of artemether,vp-16 or their combination on the cycle of H446 cells
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Figure 7 Influence of artemether,vp-16 or their combination on invasion ability of H446 cells
A :Invasion ability of H446 cells in each group was tested with Matrigel-coated transwell ; B: MMPs and TIMPs are analyzed by Q-PCR;C:The expres-
sion level of MMP2 was assayed by Western blot in different groups
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