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The new strategy of asthma treatment by controlled the sphingosine signals.

KOBAYASH, KAZUYUKI
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Immunohistochemistry showed the increase of Sphingosine-1-phosphate receptor 1 (S
1PR1) and S1PR3 in alveolar and bronchial epithelial cells in asthma model mice. The number of eosinophil
granulocytes and eosinophil peroxidase (EPO) activity in bronchial alveolar fluid (BAL) suppressed by admi
nistration of non-selective S1PR inhibitor (DMS, FTY720) or selective agonists (S1PR1,3; VPC23019 and S1PR
2; JTEO13). These mice treated by S1PR inhibitors showed the suppression of airwayl hyperreactivity and th
e expression of IL-4 and IL-13 in BAL. There were no difference of protein levels in BAL between trans tra
cheal and intra-penetrial injection of every inhibitors.

The uptake of antigen in dendritic cells was suppressed by FTY720 administration, while that in mice admi
nistrated by JTE043 was not influenced. These data demonstrated that S1PR2 influences the airway inflammat
ion of asthma not concerned the antigen uptake of dendritic cells.
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