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Sphingosine kinase (SK), a key enzyme in sphingosine-1-phosphate (S1P) synthesis,
is known to be overexpressed in various cancer cells. The effects of anti-cancer agents on SK1/S1P
signaling have not been fully assessed in melanoma cells. We investigated the effects of combination of
FTY720, an S1P receptor antagonist, and cisplatin, an anti-cancer drug, on cell viability and molecular
mechanisms in human melanoma line, SK-Mel-28 cells. By combination of FTY720 and cisplatin, the viability
of melanoma cells was reduced, and expression of apoptosis-associated cleaved-PARP was significantly
enhanced. In addition, combination of FTY720 and cisplatin reduced SK1 expression and also reduced the
expression of phosphorylated PI3K, Akt, and mTOR. These findings suggest that FTY720 and cisplatin

synergistically induce cell death and apoptosis through downregulation of the PI3K/Akt/mTOR pathway in
SK-Mel-28 cells.
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