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Gambogic acid induces apoptosis of lung cancer H1975 cells by activating JNK signaling pathway and upregulating ROS HE Lei,
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[ Abstract ] Objective To investigate the effect of gambogic acid (GA) on apoptosis of human lung cancer H1975
cells and its mechanisms. and JNK signaling pathway in killing lung cancer cells by GA. Methods Human lung cancer
H1975 cells were treated with GA (1, 2.5 and 5umol/L). Cell proliferation was analyzed by MTT assay; cell apoptosis was detect—
ed by Annexin V-FITC/PI double staining. The Reactive oxygen species (ROS) was measured by DCFH-DA method; the
changes of mitochondrial membrane potential (MMP) were detected by JC-1 probe method; the activation of JNK signaling
pathway and the expression of mitochondrial apoptosis—related proteins were detected by Western blot. Results Compared
with control group, the proliferation of H1975 cells was inhibited by GA in a dose—-dependent manner (P<0.05 or 0.01): the
apoptotic rates were increased by 25.2%, 51.8% and 75.1%, after cells were treated with 1, 2.5 and 5umol/L of GA for 24h. The
expression of cleaved caspase-9, cleaved caspase—-3 and cleaved PARP in GA group were significantly higher than those in
control group in a dose—dependent manner (P<0.05 or 0.01). Compared with control group, the ROS levels were significantly
increased and the expression of phospho-JNK(p—-JNK) was up-regulated after treated with GA for 2h. After treated by GA for
16 h, the MMP in GA group was decreased significantly compared with the control group(P<0.05). GA increased the expres—
sion of pro—apoptotic protein Bax, Bak, Bik and decreased the expression of pro-survival protein Bcl-2 (P<0.05 or 0.01).
Conclusion  Gambogic acid can induce the apoptosis of human lung cancer H1975 cells through up-regulating the intracellular
level of ROS to activate JNK signaling pathway, the latter triggers loss of MMP and activation of mitochondria apoptosis path—
ways.
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