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'Fig 1. Analgesic effect of icv metorphamide and

morphine in mouse hot plate test at 55+(0.5°C
(8 mice/group).
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Tab 1. Analgesic effect of metorphamide.

Hot plate 55+ (0.5°C. The cut off time of paw lick latenéy

120 s. Pain threshold measurement by K*iontophoresis for skin pain and splanchnic nerve stimulation

for visceral pain. X+SD.

MET Morphine Artificial CSF
Skin pain model
nmol/mouse icv 6.1 1.33 10l
Paw lick latency (s) 81140 85+45 19+9
Duration of analgesia (min) 10 50 —
nmol/rabbit icv 406.4 66.5 100 pl
Elevation of pain threshold (mA) 2.2+1.6 2.5+1.0 0.25+0.29
Duration of analgesia (min) 40 60 —
Visceral pain miodel
nmol /rabbit icv 406.4 — 100 ul
Elevation of pain threshold (mA) 0.61+0.49 — -0.01+0.14
Duraticn of analgesia (min) 30 — —
MRk 2 £, UL 1 R Rny EDg 2250 nE  me/kg, JLTAESEA RS BT MET KU ER G
w34t 2).
IR OBEE 0 Bkf B0 ,
. () biLies MET 6.5 nmol i, smin 1o Nlene evses he sl et of
IKWUE, A 163 s B9 55 81440, % nmol/mouse or ip naloxone 1 mg/kg 10 min prior
icv CSF 1} MALEL 4% p<<0.01, ﬁEFH Y H5 to MET. For splanchnic nerve stimulation test, icv
min, WynjE 1,33 nmol icv )5 5 min k&g, é‘ﬂ rf:DlliiOl:nl::;l‘;rj::): ;;;:,lrv r:il?pxil;e (?1)2 me/Ke.
#%5 50 min, (2) % fyicv MET 406.4 nmol J5

20 min YUK, E RS T 2.2£1.6
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nmol 41 fyf & 74 Hif 1] AT 60
min, { N IERRLE |, G icv MET 406, 4 nmol
Ji 10 min [ EUTAEA], HifE 35 min(3 1),

LR, MET HAy 5660 1 81 e 1

icv g,

40 min,

JH, HEFFNF A 10-40 min,

;5 R} MET %ﬁrar WERIER  (EM
SR b, /NELID 497 1 mg/kg )5 10 min,
Fiicv MET 6.1 nmol, 65 min XN, A

Wik, Siglicv MET 6.1 nmol #4{/NE
Bp<0.01(E 2), FEPNMLHERIM |, WMELH
icv. MET 406.4 nmol )5 20 min, 58 3%
Frigie, v 447sEd 0.2 mg/kg, 5-10 min pgiy
P BRI, 5 MET A:idh /K 4HEL B, 481
P<C0.01 %1 0,02, £54% 451, 447% fid 0.2-1

Drugs Skin pain Vlsccral pain
model (s) model (mA)
MET 814+40(n=8) 0.612-0.49 (n=8)
MET + - _ K o —
Naloxone 1978 (n=8) 0,04+0,19"""(n=238)
CSF 1949 (n=8) -0.014£0.14 (n=7)
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5l NALA®) 50 ug, 24 h PN B TE 0 58 k.4
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YA icv bestatin 145 nmol + MET 6.1 nmol
Ja 5 min, SRR A GLEE; AR ELHURAT
A IR 0 S 4 G, 2 25 TS 10 F0 20 min I,
ANGUER T IO AR JITE R MET 2, 2550
£, DPEASM<0.02F10.05(K 3), #HEE
A bestatin 7] §2. 3% 4 MET Ry EUEIEH,

Tab 3, Bestatin (145 nmol/mouse) prolonged the
analgesic effect of MET (g.1 nmol/mouse) on hot

plate (55--0.5°C) latency. x+SD (compared with
MET, **p<0.05).
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Mice — . 2L o
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ANALGESIC EFFECT OF METORPHAMIDE ON SKIN PAIN AND

VISCERAL PAIN

XU Shao-fen, LU Wen-xiao,
XU Wei-min, ZHANG An-zhong,
(Shanghai Medical University, Shanghai 200032)

ABSTRACT Skin pain model (mouse hot
plate test and rabbit potassium iontophoretic
colorimetry) and visceral pain model (rabbit
splanchnic nerve stimulation test) were used
to measure the analgesia of metorphamide
(MET), an endogenous opioid peptide iso-
lated recently from bovine caudate nucleus
and human pheochromocytoma tumor. MET
elicited a potent analgesia in both models
injected intracerebroventricularly (icv). The
ED;, for MET icv on skin pain model were
0.86+0.35 nmol/mouse and 65--33 nmol/
rabbit; while ED;, for morphine were (.42 +
0.13 nmol/mouse and 20+ 7 nmol/rabbit, re-
spectively. The analgesic effect of MET was
slightly milder and shorter than that of mor-
phine. The analgesic effect of MET was pre-

ZHOU Kai-rong.

HUANG Xijao-hua, MO Wan-ying,

CHANG Jaw-Kang!

vented by naloxone (1 mg/kg, ip 10 min before
icv. MET in mice) and naloxonazine (50 ug,
icv 22 h before icv of MET in rabbits), a
selective blocker of mu 1 opiate receptor, in-
dicating that the analgesic effect of MET is
mainly mediated by mu ] opiate binding site.
Bestatin, an inhibitor of aminopeptidase,
potentiated the analgesic effect of MET. It
suggests that aminopeptidases play an impor-
tant role in MET degradation in vivo.

KEY WORDS analgesia; metorphamide;
naloxone; morphine; endorphin receptors
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