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Study on the effects of dysfunctional sphingosine 1-phosphate signal on
arteriosclerosis and thrombosis
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Sphingosine 1-phosphate (Sph-1-P), abundantly stored in platelets,
is released by the platelets’ activation. However, the role of released Sph-1-P from activated
platelets is remained unclear. In the present study, it was revealed that, in vascular
endothelial cells, 1) the supernatant of the activated platelets (Plt-sup) enhanced
TNF-o-induced expression of tissue factor (TF), an initiator of coagulation system, that was
stimulated by Sph-1-P into the Plt-sup, 2) that Sph-1-P could enhance the expression of TF
induced by inflammatory mediators, and 3) that Sph-1-P promoted TF expression by the
induction of the transcriptional factors such as Egr-1, NF-xB and AP-1 through MAPK
cascade. These results suggest that Sph-1-P would closely be involved in the exacerbation

of arteriosclerosis and thrombosis disease.
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