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Development of a novel therapeutic strategy for the treatment of spinal cord
injury by modulating sphingosine 1-phoshate metabolism

Kimura, Atsushi
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Here, we investigated whether modulation of sphin?osine 1-phosphate (S1P)
lyase enhances functional recovery after spinal cord injury (SCI). We employed a mouse contusion SCI
model, induced by the Infinite Horizons impactor using a force of 60 kdyn at the level of T10.
Functional outcome was assessed with the Basso Mouse Scale. Mice were divided into two groups: Mice
treated with per os administration of 4-deoxypyridoxine (DOP), a S1P lyase inhibitor, via drinking
water at a concentration of 50 mg/L and saline-treated control mice.

Mice treated with DOP showed significantly better BMS score compared with that of control mice. A
proteome cytokine array analysis revealed that DOP-treated mice show significantly decreased
expression of inflammatory cytokines, including TNFa , 1L-27, CCL-1, G-CSF, IL-13, IL-1B , IL-23,
and CXCL-9. These results suggest that inhibition of SIP lyase can be a novel therapeutic strategy

for the treatment of SCI.
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