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The involvement of HMGB1-RAGE on the development of central post-stroke pain

Tokuyama, Shogo
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In this study, we investigated whether the interaction between spinal glial
cells and HMGB1 signaling is directly involved in the induction of CPSP. Spinal HMGB1 expression
increased on day 3 after bilateral carotid artery occlusion (BCAO). Intrathecal (i.t.) injection of
LPS-RS and LMWH significantly blocked mechanical allodynia on day 3 after BCAO. BCAO-induced
activation of spinal microglia and astrocyte were suppressed by i.t. anti-HMGB1 monoclonal antibody
(mAb) and LPS-RS administration. In addition, i.t. injection of a nonselective nitric oxide
synthetase (NOS) inhibitor significantly blocked mechanical allodynia on day 3 after BCAO and i.t.
administration of anti-HMGB1 mAb, LPS-RS, and LMWH significantly inhibited the increase of NOS
activity in the spinal cord on day 3 after BCAO. These results showed that the interaction between
spinal glial cells and HMGB1/TLR4/NOS or HMGB1/RAGE/NOS is directly involved in the induction of
CPSP.
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