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p38 MAPK in Spinal Microglia Mediates Mechanical Allodynia Induced by rrIL-13
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Abstract: [Objective] To observe the role of p38 mitogen-activated protein kinase (MAPK) in pathological pain induced by
peri-sciatic administration of recombinant rat IL-1B (rrIL-1B). [ Methods] To test whether peri-sciatic administration of 1IL-18
could induce neuropathic pain in rats, we detected the changes of 50% paw withdrawal threshold. By immunohistochemistry, we
also observed the activation of p38 and microglia in spinal dorsal horn 1,7 d after administration of rrIL-18.  [Results] Peri-
sciatic administration of 1rlL-1f at the concentrations of 0.1 and 1 pg/L induced mechanical allodynia in bilateral hindpaws,
lasting for around 50 days. In addition, rrlL-1B at the concentrations of 1 pug/L induced p38 and microglia activation in L5 ipsilateral
spinal dorsal horn. P-p38 colocalized with microglia marker OX-42. Pretreatment with p38 inhibitor prevented the mechanical
allodynia induced by rll-18. [Conclusion] P38 MAPK in spinal microglia mediates mechanical allodynia induced by peri-
sciatic administration of rrllL-13.
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Flg.l rrIL-lB induced mechanical allodynia

rrlL-1B at the concentrations of 0.1 and 1 pg/L induced mechanical allodynia compared with baseline, lasting for around 50 days. A

significant decrease in 50% paw withdrawal threshold on the ipsilateral side was detected on day 5 when rrIL-1f at 0.1 pg/L was applied (A)

and on day 1 at 1 pg/L (B). In the vehicle (1 mL/L BSA) treatment group, no change in paw withdrawal threshold was detected (C).

Intrathecal injection of p38 inhibitor SB203580 started 10 min before IL-1f3 significantly suppressed the abnormal pain behaviors induced by rrllL-

1B(D). Data are presented as means * standard error. 1) P<0.05, n=5.
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Fig.2 1 pg/L rrIL-1 induced p38 activation in LS ipsilateral spinal dorsal horn

A, D: Representative experiments show the changes of p38 activation and OX-42 in L5 ipsilateral spinal dorsal horn following peri-sciatic

administration of 1 mL/L BSA. B, C, E, F. Representative experiments show the changes of p38 activation and 0X-42 in L5 ipsilateral spinal

dorsal horn 1, 7 days following peri-sciatic administration of rrlL-18. (n = 6/group, scale bar = 100 pm)
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Fig.3 Double immunofluorescence staining in L5 ipsilateral spinal dorsal horn

p-p38 (A) colocalized with OX-42 (B) 1 day after peri-sciatic administration of rrlL.-1B. Scale bar =50 pm.
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