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Abstract :There is much evidence indicating that the serotonergic system involves in the

central regulation of nociceptive sensitivity. However, the exact mechanism of serotonergic
system and also its interaction with other neural systems has not yet been understood. In this
study, the effect of serotonin (5-HT) and fenfluramine, as a serotonin releaser, on formalin
induced pain and also its possible interaction with opioidergic system have been studied.
Results obtatned from this study show that serotonin in intrathecal (100 pg/rat, i.t.) and
intracerebroventricular (100 pg/rat, i.c.v.) administration produces significant (P <0.05)
analgesia in early and late phase of formalin test. These analgesic effects were abolished by
pretreatment with the naloxone hydrochloride (2 mg/kg, i.p.). Furthermore, fenfluramine (10
mg/kg, i.p.) induced analgesia in both phases which has been reversed by pretreatment with
the naloxone (2 mg/kg, i.p.). The results of our study may indicate that serotonin induces
antinociceptive effect in chronic inflammatory pain through activation of opioidergic
neurons, but it needs more investigation in order to clarify the mechanism of this interaction.
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