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Fig. 2 Proposed mocel of peripheral pain transmission produced by low and high dose of nociceptin thmugh a
substance P-release from nociceptors of palymodal C fibers. Details are described in the text
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Fig. 4. Nociceptive effects of NFOF(CI evaluated by nociceptive SBL responses {5).
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Flg. 5. N/OFQ induced SBL responses through a SP release. {5)
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Fig. 6 Inhibitory effects of N/OFQ on SP-induced nociceptive responses in the spinal cord (5).
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Fig. 7 Model of the in vivo role of N/QFQ in the postsynaps of dorsal

horn of spinal cord under the physiological condition.
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HENICE 2 HO MM T EE. *P < 0.05 vs PBS (Dunn’s muitiple comparisons test)

EE
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EARIZB VT, [F/IGINC(1-13)NH; i nociceptin & [@) 4% 12 i BE W FF 69 12 forskolin 3§
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BIZBES TARGE = —aXRTF ¥ —~Er#MiT L, @/ L 7F
Y it BWFIC L oTHE SRS SBL fTEN AT A E T F 5 —¥
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Phe-Gly-Gly-Phe-Thr-Gly-Ala-Arg-Lys-Ser-Ala-Arg-Lys-Leu-Ala-Asn-Gln

endopeptidase-24.11 (NEP)

»

nociceptin (1-13) nociceptin (14-17)
Phe-Gly-Gly-Phe-Thr-Gly-Ala-Arg-Lys-Ser-Ala-Arg-Lys + Leu-Ala-Asn-Gln

Fig.1 Scheme for degradation of nociceptin by synaptic
membranes of mouse spinal cord
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1 R EBfTEHIEH D 0

2B S AEEATT O30 501 T — 5L B T T
K3-FTEA1 REZEEEEE T H A naloxone

F7zid,

K1-AEF 1 RZEREPLE TH S nor-binaltorphimine (n-BNI, 4.9
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Fig. 1. Effects of nociceptin on percent
alternation in Y-maze (A) and step-down
latency in passive avoidance task (B) in
normal mice.

Mice were treated with nociceptin (0.5 -
2.0 nmol/mouse, i.c.v.) 30 min before
testing. Values are shown as the median
and range. N shows the number of mice
used. *p<0.05, **p<0.01 vs. control
(Bonferroni's test).
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YOBEE 28/ JEITdE L7,
scopolamine (2 K D FFHE I NSE
X ETHOREFZWET S
A 2 @ nociceptin DER IT1,
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Z @A TT 3073 /i1 K = A~
RETHE, ATy 7T E
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Fig. 2. Effects of nociceptin on

scopolamine-induced  impairment  of
spontaneous alternation in Y-maze (A)
and step-down latency in passive avoi-
dance task (B) in mice.

Mice were treated with nociceptin (1 -
1,000 fmol/mouse, i.c¢.v.) 30 min before
testing. Scopolamine was injected

immediately before nociceptin. Values
are shown as the median and range. N
shows the number of mice used.
**p<0.01 vs. control (Mann-Whitney's
U-test). - #p<0.05, ##p<0.01 vs.
scopolamine alone (Bonferroni's test).
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HLERE) S & D nociceptin i, DARG2 S O8E™ & —B L [FE~
DATHE - lETHLZEET 25, KM ED nociceptinid, 1
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