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Evodiamine induces apoptosis of small-cell lung cancer H1688 and H446 cells via

inhibiting PI3K/AKT pathway

Qi Di, Tan Qunyou, Wang Ruwen, Deng Bo, Fang Chunshu, Wei Zhuangin, Kang Boming, Tao Shaolin,
Fan Xiaoqging, Liu Ling ( Department of Thoracic Surgery, Institute of Surgery Research, Daping Hospital, Third
Military Medical University, Chongging, 400042, China)

[ Abstract | Objective To study the role of evodiamine (EVO) in inducing apoptosis of small-cell
lung cancer H1688 and H446 cells by inhibiting PI3K/AKT pathway. Methods H1688 and H446 cells were
treated with EVO at different concentrations (1, 5, 20 wmol/L) for different time periods (3, 6, 12, 24 and
48 h) , respectively. Thereafter, p-AKT was assayed by Western blotting. After pretreatment with PI3K/AKT
pathway activator IGF-1 or inhibitor LY294002 , H1688 and H446 cells were treated with EVO. Subsequently,
p-AKT was detected by Western blotting. After H1688 cells were pretreated with IGF-1 and then treated with
EVO, they were stained with Annexin-V/Pl, and analyzed by flow cytometry. The expression of Bel-2, Bax
and Caspase-3 was detected by Western blotting respectively. After H1688 cells were treated with different
concentrations of EVO, the expression levels of PTEN and t-AKT were assayed byWestern blotting, and AKT
mRNA level was detected by RT-PCR. Results Compared with the control group, p-AKT expression was
decreased in H1688 and H446 cells treated with different concentrations of EVO for different times ( P <
0.05). In addition, IGF-1 attenuated down-regulation of p-AKT in H1688 and H446 cells induced by EVO
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(P <0.05), and inhibited the apoptosis of H1688 cells induced by EVO. There was no significant difference
between EVO and L.Y294002 in the effect of down-regulating p-AKT (P >0.05). EVO showed no significant
effect on the expression of t-AKT protein and AKT mRNA (P >0. 05). However, EVO significantly increased

the expression of PTEN protein( P <0.05). Conclusion

Inhibition of PI3K/AKT pathway plays a key role

in EVO-induced apoptosis of small-cell lung cancer H1688 and H446 cells.
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