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Studies on _effects of serotonin in neuron-glia interaction for opioid-induced
hyperalgesia.
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In this study, a model of opioid-induced hyperalgesia (OIH) with repeated
intraperitoneal administration of morphine was developed to elucidate the pathogenesis of
paradoxical opioid-induced hyperalgesia, and the involvement of serotonin was investigated.
Morphine-induced OIH was inhibited by the 5-HT3 receptor antagonist ondansetron (OND) and the
serotonin synthesis inhibitor para-chlorophenylalanine (PCPA). On the other hand, there was an
increase in pain-related protein phosphorylated ERK and astrocyte activation during the onset of
OIH, but no inhibitory effect of OND or PCPA administration.

These results suggest that serotonin in the dorsal horn of the spinal cord is largely involved in
OIH and that astrocyte activation may be secondary.
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