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The sphingolipid mediator, sphingosine-1-phosphate (S1P), which is generated
by the action of sphingosine kinases (SphK1/2), acts through cell surface receptors (S1P1-S1P5) to
exsert diverse biological activities. We have reported that S1P2 receptor expressed in blood vessels
are required for maintenance of vascular barrier function and inhibition of tumor angiogenesis. In

this study, we investigated whether and how the sphingolilid signaling system regulates macrophage
functions, by employing two disease models. First, deletion of S1P2 markedly ameliolated
bleomycin-induced lung fibrosis. We found that S1P2 expressed in macrophages potentiates expression
of inflammatory cytokines such as interleukin-13 to aggravate pulmonary inflammation and resustant
fibrosis. Second, deletion of SphK2, but not SphKl, markedly aggravated high fat diet-induced
atherosclerosis. We found that SphK2 is required for degradation of phagocytosed lipid droplets
through autophagy-lysosome system.
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