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As neuropeptide S (NPS) contaning neurons are existed in the locus coeruleus (LC)
area that plays crucial role in the descending anti-nociceptive system, we hypothesized that NPS may
interact LC-noradrenergic (NA) neuron to produce analgesia. In in vitro study, NPS did not evoke NA
release from rat cerebrocortical slices. However, in 1n vivo study, icv NPS significantly prolonged
percentage of maximum possible effect (%MPE) of reaction time of hot plate latency. The depletion of
LC-NA neuron by DSP4 inhibited the NPS effect on the hot plate latency. In addition, there was a
significant correlation between NA content of the cerebral cortex and %MPE. Therefore, NPS produced its

analgesic effect, in part, by activation of the LC-NA descending anti-nociceptive system.
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