


































































































Figure 7.6 A schematicillust ing 2 =2vant changes to spinal PG-

and NO-syntt  s/signaling early after SNL. 193

Figure 8.1 A summary of tt SNL-induc | changes to spinal PG and

NO effecting early hyperexcitability and allodynia in the rat. 211













sGC Soluble guany e cyclase

SNL L5/L6 spinal nerve ligation

(v




























































































































































































































































parallels the development ‘ n  anical allodynia in the SNL model.
Electrophysiological change v ‘e s ‘eo-selectively attenuated by i.t. IBU given

three days after SNL providir _ ft 1er evidence for the early role of spinal PG in

central sensitization and allc " /nia in this model.
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Eisenach, 2003; O'Rielly Loomis, 2006); b) the brush-evoked release of
PGE;in spinal CSF from SNL s but not sham-controls (Hefferan et al., 2003a);
c) the ability of i.t. COX inh 's, gi 'n two to eight hours after SNL, to prevent
the development of allody! r . least twenty days (Hefferan et al., 2003b); d)
the marked increase (2855-fold in vii and 362-fold in vi ) in pharmacodynamic
sensitivity to PGE; in SNL (i.e. lodynic) rats (O'Rielly and Loomis, 2006); e) the
increase in EP receptor oreactivity in the injured nerve following partial
sciatic nerve ligation (M anach, 2003), and f) the reversal of tactile

allodynia (i.e. ~2 h du 1) by SC-51322 starting two ¢ s after SNL (Hefferan

et al., 2003a).














































hyperexcitability and allodyr 1 (Figu 5.8A-D). The effect of i.t. S(+)-IBU on
spinal hyperexcitability was dose-def 1dent (e.g. ICs0=36.3 ug for the response
magnitude of AFRR,; 1C50=50.8 ug for 1e CFRR). S(+)-IBU, R(-)-IBU and DMSO
were without effect in sham controls  the contralateral DH of SNL rats (Figure

5.785.8).
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