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Antinociceptive effects of opioid analgesics in the chronic stress-induced
depression model mice
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The influence of unpredictable chronic mild stress (UCMS) on the antinociceptive
effects of opioid analgesics remains to be fully investigated. The present study examined the influence
of UCMS on the thermal pain sensitivity and antinociceptive effects of opioid analgesics. We also
examined the effects of pretreatment with maprotiline (a noradrenaline reuptake inhibitor) and
escitalopram (a serotonin reuptake inhibitor) on_the antinociceptive action of morphine in mice under an
UCMS condition. We demonstrated that the antinociceptive effect of morphine but not tramadol was reduced
in mice that had experienced UCMS. The reduced antinociceptive effect of morphine under the UCMS
condition was ameliorated by pretreatment with maprotiline but not escitalopram. These results suggest
that the reduced antinociceptive effects of morphine under conditions of chronic stress may be
ameliorated by activation of the noradrenergic but not the serotonergic system.
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