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Inhibition of S1P receptor signal transduction by extracellular alpha-synuclein
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Alpha-synuclein (ASN) is considered to be involved in the pathogenesis of
Parkinson®s disease. ASN is know to be localized outside of neurons but its physiological and/or
pathological relevance has not known. In this study | showed extracellular ASN inhibits S1P1
receptor-G protein coupling for the first time. Interestingly the effect of ASN was specific to
S1P1 receptor and S1P2 receptor-G protein coupling was not inhibited by extracellular ASN at all.
Majority of S1P1 receptor is localized in raft fraction in the cells and extracellular ASN treatment
cause "exit" of S1P1 receptor from the raft fraction. These results are important because specific
action of extracellular ASN has not been known and we already reported that S1P1 receptor plays

important role in hippocampal neurons.
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