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Abstract : The antinociceptive effect of Gosha-jinki-gan and its mechanism of
action were examined in streptozotocin-induced diabetic mice and rats. Gosha-jinki-
gan (0.1-1.0 g/kg, p.o.) administered to diabetic mice, which had lower nociceptive
threshold values than non-diabetic mice, exhibited more potent antinociceptive activ-
ity than in non-diabetic mice, as determined by the tail-pressure test. The
antinociceptive effect of Gosha-jinki-gan (0.3 g/kg, p.o.) in diabetic mice was inhib-
ited by administration of either anti-dynorphin A (1-13) antiserum (5 g g, i.t.) or nor-
binaltorphimine (10 mg/kg, s.c.), a x-opioid receptor antagonist. The antinociceptive
activity of Gosha-jinki-gan (0.3 g/kg, p.0.) was eliminated by a combination of anti-
dynorphin antiserum (5 ug, i:t.) and N€-nitro-L-arginine methyl ester (1-NAME; 5
mg/kg, i.p.), a nitric oxide synthase inhibitor. When .-NAME (10 xg) or methylene
blue (500 xg) was topically administered to the intraplantar of the hind paw, the
region used for the paw-pressure test, the antinociceptive activity of Gosha-jinki-gan
(0.3 g/kg, p.o.) in diabetic rats was decreased. These results suggested that the
increased-antinociceptive effect of Gosha-jinki-gan on diabetic animals resulted from
the stimulation of spinal x-opioid receptors via dynorphin release and the peripheral
action of ‘increasing levels of nitric oxide. Gosha-jinki-gan was considered useful for
treating painful diabetic neuropathy.
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