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Abstract: Objective Study the mechanism of gemmazone induced apoptosis in A549, CNE-1, and HepG2 cells. Methods After 50,
150, 200, 250, and 300 umol-L™" germacrone treated in HepG2, A549, CNE-1, and Caco-2 cells for 24, 48 and 72 h, the MTT assay
was preformed to detect the changes of cell viability. When 100, 150 and 200 umol-L™" germacrone treated in A549, HepG2 and
CNE-1 cells for 48 h, the changes of cell apoptosis were detected by flow cytometry, and the Western blotting was used to detect the
changes of cleaved-Caspase 3, Caspase-3 HBXIP, and P53 proteins. The expressions of HBXIP and P53 were detected by Western
blotting after HBXIP knocked down in A549, HepG2 and CNE-1 cells. The effect of knockdown of HBXIP on the inhibitory

proliferation induced by germacrone was detected by MTT assay. Results Gemmazone had a strong inhibitory effect on the
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proliferation of nasopharyngeal carcinoma CNE-1 and liver cancer HepG2 cells, compared with the solvent control group, the cell
survival rate of the 200, 250, and 300 umol-L™" group significantly decreased (P < 0.05). At high concentrations, the inhibitory effect
on the proliferation of lung cancer A549 cells was better, compared with the solvent control group, the cell survival rate of the 250,
300 umol-L™" group significantly decreased (P < 0.05). The effect on colon cancer Caco-2 cells was relatively weak. Compared with
the control group, after 48 hours of treatment with 100, 150, 200 pmol-L™' gemmazone, the apoptosis rate of A549, HepG2, and
CNE-1 cells significantly increased (P < 0.05), and the expression of cleaved-Caspase-3 and p53 proteins significantly increased
(P < 0.05). After 48 hours of treatment with 150, 200 umol-L™" gemmazone in A549, HepG2, and CNE-1 cells, the protein
expression of HBXIP was significantly reduced (P < 0.05). After 48 hours of siRNA-HBXIP treatment, compared with the control
group, the protein expression of HBXIP significantly decreased (P < 0.05) and the expression of p53 protein significantly increased
(P <0.05). Compared with the same concentration of gemmazone used alone, silencing HBXIP significantly increased the sensitivity
of A549, HepG2, and CNE-1 cells to gemmazone, with values of 150, 200, and 250 pmol-L™" group showed significant differences
(P < 0.05). Conclusion Gematone can inhibit the proliferation of A549, HepG2, and CNE-1 cells and induce cell apoptosis, and the
mechanism of action may be related to the regulation of the HBXIP/p53 signaling pathway.

Key words: gemmazone; liver cancer; lung cancer; nasopharyngeal cancer; colon cancer; A549 cells; CNE-1 cells; HepG2 cells;

proliferation; apoptosis; HBXIP; p53
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