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Fig.1 The effect of varying doses (0.3-3000 fmol) of nociceptin administered
intratheacally in mice. The duration of scratching, biting and licking induced by
nociceptin was determined over a 20 min period starting immediately after

injection. The data are given as means=x S.€.M. for groups of 10 mice."P<0.05,
**P<0.01 when compared to CSF-controls.
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Figure 1.
Effect of nociceptin on nociception as measured in the tail-flick test in
diabetic (closed circle) and non-diabetic (open circle) mice. Mice were tested
10 min after intrathecal (i.t.) administration of nociceptin. The voltage was set
at 65 V, and cut off time of 60 s.
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Figre. 2
Effect of opioid receptor antagonists on nociceptin-induced antinociception in
diabetic. and non-diabetic mice. P-Funaltrexamine (FNA, 20 mgkg) was
injected s.c. 24 h before nociceptin administration. Naltrindole (NTL, 1 mg/kg)
was 1njected sc. 15 min before nociceptin administration. Nor-
binaltorphimine (BNI, 20 mgkg) was injected s.c. 3 h before nociceptin
administration.
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Figure.3
Effect of 1.t pretreatment with capsaicin (diamond symbol) on the
antinociceptive effect of nociceptin in diabetic {closed symbol) and non-
diabetic (open symbol) mice. Capsaicin was injected i.t. 24 h before
nociceptin administration. Mice were tested 10 min after the nociceptin
administration. The voltage was set at 50 V, and cut off time of 60 s.
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Fig. 1. Receptor binding affinities of nociceptin and its C-terminal shortened
analogs in the membrane preparations of 293 cells, rat brain, and guinea pig
brain.
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Table 1. Receptor binding affinities of nociceptin and its analogs in rat brain.

Peptides ICs509 (nM) Relative
potency (%)

nociceptin 28 + 1.1 100

[Ala'Jnociceptin 640 <+ 110 0.44
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[Ala'“4nociceptin — inactive
[Ala®Inociceptin — inactive
[Ala'*nociceptin — inactive
[Ala'®]nociceptin 240 + 92 13
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Fig. 2. CD spectrum of nociceptin in 60% trifluoroethanol.
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Fig.1. Effect of [Pheol17]retru-nociceptin on tail-pinch task

after I.c.v. administration tc mice.

-[1- saline

-@- [Pheol17]retro-nociceptin 100 xg/mouse

-B- Naloxone 2mg/ kg were given 15 min (s.c.) before administration of
[F’heu:::l1 "Iretro-nociceptin 100 x g/mouse

*p < 0.01, vs saline

+ p < 0.01, vs saline
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Fig. 1 The induction by carrageenan injection of the expression of
prepronociceptin - mRNA 1n  the dorsal root gangha, nociceptive
hypersensitivity and inflammation in the rat. The animals were given
carrageenan (@) or saline (O) into either hind paw. A: Carrageenan-induced
expression of PPN mRNA (normalized to the level of GAPDH; mean and
SEM, »n = 6) in the dorsal root ganglia. B: Carrageenan-induced edema
(mean and S.D., n = 6). C: Carrageenan-induced nociceptive hypersensitivity
(mean and SEM., n = 6) of the same rats as those in B. * P < 0.05 when

compared to the contralateral side (paired #-test).

HEWMNARD LN, FEZBBRTHITEEAEEL L 2o T,
BESRESTHORKNBED LN-ORERENLBE 1 r T, T RF
{ERBEINZOBRI B THo7=T &iZ. PPN mRNA ORBEHEBE{L




DIREZBERSTHEORRIZETLIEZILDZEZFRL TS,
Nociceptin DFHE 7 R TIENER N ERESFRRERZIHERZERE TS -
CEEETDLE AEBROKBRIL., XHEHEBORIEIZ LV £ BRHEES
(BZ 5 —RIEREMHER)IZFH I L7~ nociceptin MR EZ FIBBZMHEO R
TEZD 7 &b~ HESTIWEENHMIND, Z ORItk % ik
(29 ST IZ, 51, nociceptin DA T T FOBELRAL & nociceptin
DFEHGLHVIBEOHEEFIIL 2RBFXFRRMEORIE~OREEL
BH 5027 HHEN B D, Nociceptin DB 7 EETIENEHIZ LV IE
RMMPBRT DI EORENHDLIDT, —REEHERLTRHREAL -
nociceptin 23R EH X B iREE EOIH(EIR)ICEBb > TW D alaEtE S &
oo bHNR, UL, REMEBORIEN DR EH 6 hr LA
EFFRE L7 B 69, BIBAHREIZI1T 5 PPN mRNA DR EIE
ik, ERFEELEEL 0min 27 & LT, FORLEESLHIZE
Bl REXHEERRZENY —7 2R 1723 hr %1213, PPN mRNA
VUL NI REEIZEN VR ETED LT, fE- T, DA<
E b —IRERAPRE THEL L 72 nociceptin M2 EZ F BRSO EIEIZ
53 5 etk b ianwtEZX N5, —F, carrageenan LLFEIZ Y,
HHEE A IV T preprodynorphin mRNA OB ELIRMMAEE S 553,
FOEIFIL 2 hr L REZXFBRZIHEORIERBIZETT 5(7). #€- T,
REXF@BEEOEIEIE, —KEFEAREIZEIT D nociceptin & 9 T
LAKRERARBIT 544, FXTF RAR ORI AOEER X
FWNEZEZbND,

BEFERETIE, 7 v FOFHE A nociceptin 1X, —RET#FEH ¥
TRV EWVPbND8), L Lahsb, KFMBEORIENBET D L
—IREE AR T PPN mRNA OFRBEN/FE I, FzicEdkans
nociceptin S FRHE A H I URE L . REXF @R HEORBIIDR L
b —HE G T OR[N EZEZ DD,
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