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Abstract: In recent years the role of sphingosine kinase 2 (SphK2), a key enzyme in the sphingolipid pathway,
in the process of tumorigenesis has gradually been elucidated. Recent research has shown that SphK2 inhibitors
can be used as anticancer drugs alone or in combination with existing drugs to increase the therapeutic sensitivity
of drug-resistant tumors. Among them, one selective SphK2 inhibitor, ABC294640, shows excellent oral bioavail-
ability and biodistribution in vivo and has now entered Phase II clinical research. Therefore, developing innovative
drugs based on SphK2 is of great interest. Herein, we discuss progress in understanding the role of SphK2 in

tumorigenesis and review the recent development of inhibitors of SphK2.
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Figure 1
sphingosine-1-phosphate. CDase: Ceramidase; CerS: Ceramide syn-

thase; SphKs: Sphingosine kinase; SPP: Sphingosine-1-phosphate
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Figure 2  Expression of SphK2 mRNA in different cancers in

Oncomine database
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Table 1 SphK2 inhibitors currently used in anti-tumor research
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K145 - 6.4 JC, U937
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FTY720-OMe 50 17 HEK293, T-ALL, MCF-7 and MDA-MB-231, LNCaP?*
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MP-A08 27 6.9 A549, Jurkat, BJ7, MCF-7 and MDA-MB-231¢
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25 BRI, SphK2 38 i 75 5 40 Mo 4 T W L 3
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