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[Abstract] Objective To investigate the antitumor effect of longikaurin A (LK-A) on colon cancer
cells and its potential molecular mechanism. Method Colon cancer HCT116 and HT-29 cells were divided
into control group and experimental group, and the control group was administered dimethyl sulfoxide solvent,
while the experimental group was administered different concentrations of LK—A. The cell proliferation ability
was evaluated by CCK-8 assay. The cell apoptosis was analyzed by flow cytometry. The tumor suppressive
effect of LK—A was evaluated by subcutaneous xenograft assay in nude mice. The protein changes of PI3K/
AKT/mTOR pathway were detected by western blot. Result Low concentrations of LK~A can significantly
inhibit the growth of colon cancer cells and increase their apoptosis. The half maximal inhibitory concentration
(IC50) of LK-A intervening HCT116 and HT-29 cells for 24 h were 2.18 pmol/L and 1.42 pwmol/L, respectively,
and the 1C50 for 48 h were 0.88 pmol/L and 0.72 pmol/L, respectively. In HCT116 cells, the apoptosis rates
of 2 or 4 pmol/L LK-A intervened for 24 h were (17.36+2.05)% and (34.75+7.01)%, which were higher than
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that of the control group (6.60+£1.10)% (P<0.05); while in HT-29 cells were (15.47+1.65)% and
(26.30+2.25)%, higher than that of the control group (4.69+0.91)% (P<0.05). Western blot analysis
showed that with the increase of LK —A concentration, the protein expressions of phosphorylated
phosphatidylinositol -3 kinase (p—PI3K), phosphorylated serine—threonine kinase (p—AKT) and phosphorylated
mammalian target of rapamycin  (p—mTOR) showed a significant downward trend. After adding AKT agonist
SC79, the ability of LK—A to inhibit the proliferation and induce apoptosis of HCT116 and HT-29 cells was

significantly decreased. The results of experiments on nude mice suggest that LK—A has obvious anti—tumor

43

effect in vivo. Conclusion LK —A inhibits the proliferation of colon cancer cells and increased their

apoptosis, and its mechanism is related to the inhibition of PI3K/AKT/mTOR signaling pathway.
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