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Abstract: Objective To investigate the mechanism of ziyuglycoside II on inhibiting liver cancer cell proliferation, inducing liver
cancer cell apoptosis and autophagy. Methods HepG2 and Hepal-6 cells were treated with different concentrations (0, 10, 20, 40
umol/L) of ziyuglycoside II, and the effect of ziyuglycoside II on proliferation of HepG2 and Hepal-6 cells were observed by CCK-8
and EdU experiments; Flow cytometry was used to detect the effect of ziyuglycoside II on cell apoptosis; Western blotting was used to
detect the effect of ziyuglycoside Il on expressions of apoptosis and autophagy-related proteins, including cysteine-aspartic acid
protease-3 (Caspase-3), Caspase-8, Caspase-9, B-cell lymphoma-2 (Bcl-2), Bcl-2-associated X protein (Bax), cleaved Caspase-3,
microtubule-associated protein light chain3-II (LC3-II), microtubule-associated protein light chain3-1 (LC3-I), p62, Beclinl and key
proteins in protein kinase B (Akt)/mammalian target of rapamycin (mTOR) pathway. Results Ziyuglycoside II significantly inhibited
the viability of HepG2 and Hepal-6 cells in a dose-dependent manner; Flow cytometry showed that the apoptosis rate was significantly

increased after administration of ziyuglycoside II (P < 0.01, 0.001); Western blotting results showed that comparison with control
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group, the expressions of Caspase-3, Caspase-8, Caspase-9 and Bcl-2 were significantly decreased after treatment with ziyuglycoside
II (P <0.05, 0.01, 0.001), cleaved Caspase-3 and Bax protein expressions were significantly increased (P < 0.05, 0.01), LC3II/LC3I
was significantly increased (P <0.05, 0.01, 0.001), Beclin1 protein expression was significantly increased (P < 0.05, 0.01), p62 protein
expression was significantly decreased (P < 0.05, 0.01), and p-Akt/Akt and p-mTOR/mTOR were significantly decreased (P < 0.05,

0.01, 0.001). Conclusion Ziyuglycoside II can induce autophagy and apoptosis in HepG2 and Hepal-6 cells through Akt/mTOR

pathway to inhibit the proliferation of hepatoma cells, which provides pharmacological evidence for the development of novel therapies

for hepatocellular carcinoma.
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Fig. 4 Effect of ziyuglycoside II on protein expressions in cell apoptosis of HepG2 and Hepal-6 cells (X + s, n=3)
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Fig. 6 Effect of ziyuglycoside II on expressions of Akt/mTOR signaling pathway related proteins in HepG2 and Hepal-6
cells (Xxs,n=3)
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Fig. 7 Ziyuglycoside II regulates autophagy and apoptosis

in liver cancer cells through Akt/mTOR signaling pathway
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