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Effect of toosendanin on proliferation,apoptosis and epithelial-mesenchymal transition
of malignant melanoma cells by inhibiting AKT/GSK-3p/p-catenin pathway
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Abstract: Objective To investigate the effects of toosendanin (‘TSN) on the proliferation,apoptosis and epitheli-
al-mesenchymal transition (EMT) of malignant melanoma (MM) cells and its mechanism. Methods The MM cells
were divided into control (NC) group, TSN low dose group (10 pmol/L), TSN medium dose group (20
pmol/L) . TSN high dose group (40 pmol/1.) ,SC79 group [ TSN 40 pmol/L+ protein kinase B (AKT) activa-
tor (SC79) 10 nmol/L],SC79+CP21R7 group [ TSN 40 pmol/L+ SC79 10 nmol/L~+ glycogen synthase ki-
nase 38 (GSK-3B) inhibitor (CP21R7)10 nmol/L]. CCK-8 assay was used to detect cell viability,{low cytome-
try was used to detect cell apoptosis, scratch test and Transwell were used to detect cell migration and inva-
sion. The expression of B-cell lymphoma-2 (Bcl-2) ,Bcl-2 associated X protein (Bax) ,enzyme digestion of cys-
teinyl aspartate specific proteinase-3 (C-caspase-3), Vimentin, E-cadherin, N-cadherin, AKT, phosphorylated
AKT (p-AKT) Ser'”,GSK-38,phosphorylated GSK-38 (p-GSK-38) Ser’,B-catenin were detected by Western
blot. Results The viability of MM cells decreased gradually with the increase of TSN concentration (P <<
0. 05). Compared with NC group,the cell viability,scratch healing rate.invasion ability,Bcl-2,N-cadherin, Vi-
mentin, p-AKT Ser'™, p-GSK-38 Ser’ and B-catenin levels were decreased, and the apoptosis rate, Bax, C-
caspase-3, E-cadherin levels were increased in TSN low dose group, TSN medium dose group and TSN high
dose group (P <C0. 05). Compared with the TSN high dose group, the cell viability,scratch healing rate,invasion abil-

ity Bcl-2, N-cadherin and Vimentin levels were significantly increased.and the apoptosis rate,Bax, C-caspase-3, E-cad-
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herin levels were decreased in the SC79 group (P <C0. 05). CP21R7 reduced the inhibitory effect of SC79 on TSN
treatment. Conclusion TSN can inhibit the proliferation of MM cells, promote apoptosis and reduce the occurrence of
EMT. The mechanism may be related to the inhibition of AKT/GSK-3B/B-catenin pathway.
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TSN 57 2 21 6 0.5340.07° 1.0340. 15" 0.974+0.12° 0.4240.10° 1.1640. 26" 0.38+0.05"
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