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ABSTRACT DSIP produced antinociceptive effects in both the mouse and the
rat. I.c.v. and i.cist. injections of DSIP were, but i.t. injection was not, effective
in the tail - pinch and hotplate tests. This shows the site(s) of antinociceptive
action of DSIP to locate in the supra-spinal regions. These DSIP - induced
antinociceptive effects were antagonized with naloxone pretreatment and showed
cross — tolerance with morphine, suggesting that the endogenous opioid system(s)
plays an important role in modulating the antinociceptive action of DSIP. We further
investigated on the action of DSIP on opioid receptor(s). DSIP dit not have a
binding ability to any subtypes of the opioid receptor. In superfusion experiments,
DSIP at doses }of 1 pM -100 pM significantly increased the release of Met —enk
from superfused slices of the rat lower brainstem. These results demonstrate that
Met — enk releasing effect of DSIP in the lower brainstem is one of possible
mechanisms of the antinociceptive effect of DSIP. In addition, the lower brainstem
is related to sleep induction. Coupled with the naloxone —reversible sleep —inducing
effect of DSIP, Met—enk, released in the lower brainstem by DSIP, may therefore,

play an important role in the induction of sleep.
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