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ABSTRACT Objective: To investigate whether spautin-1, a specific and potent autophagy inhibitor, can enhance sunitinib-induced
apoptosis in renal carcinoma cells via inhibiting autophagy. Methods: Renal carcinoma cell line 786-O was used as cellular model and
Western Blot was used to detect the effect of spautin-1 on sunitinib-induced autophagy; Cell Counting Kit-8 (CCK-8) was used to detect
the effect of sunitinib on the proliferation of 786-O cells in the presence or absence of spautin-1. Flow cytometry was used to detect the
effect of spautin-1 on sunitinib-induced apoptosis. Western Blot was used to detect the effects of spautin-1 on the PI3K/AKT/GSK3 sig-
naling pathway and the expression of the anti-apoptotic proteins Bcl-2 and Mcl-1. Results: Spautin-1 markedly inhibited sunitinib-in-
duced autophagy by downregulating the autophagy protein beclin-1. Co-treatment with spautin-1 enhanced sunitinib-induced inhibition
of cell proliferation. Spautin-1 enhanced sunitinib-induced apoptosis. Spautin-1 can decrease the phosphorylation levels of AKT and
GSK3p in the PI3BK/AKT/GSK3 signaling pathway, co-treatment of spautin-1 and sunitinib downregulated anti-apoptotic proteins in-
cluding Bcl-2 and Mcl-1. Conclusions: Spautin-1 enhanced sunitinib-induced autophagy and promoted sunitinib-induced cell apoptosis
by activating GSK3 in PI3K/AKT/GSK3( signaling pathway, which downregulated the expression of anti-apoptotic proteins Bcl-2 and
Mcl-1.
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Fig.1 Spautin-1 inhibits sunitinib-induced autophagy in 786-O cells. A: Protein expression of LC3 [, LC3 II and Beclin-1 were detected by Western

Blotting; B: LC3 I, LC3 Il and Beclin-1 relative protein expression level.
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