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                                    Abstract
The central analgesic tramadol has become a drug of increasing interest due to its apparent success in the management of pain. It is formulated as a racemic mixture (± tramadol) with each enantiomer displaying different opioid-receptorbinding properties, monoaminergic re-uptake inhibition, and differences in their metabolic pathways [1, 2]. Like codeine, tramadol has a methyl group substitution on the phenolic moiety, which explains its weak affinity for opioid receptors [3]. Tramadol was initially reported to lack selectivity for μ-, k-, or δ-receptors [3], but in a more recent study it has been shown to be selective for the μ-receptor [2]. Furthermore, the M1 metabolite of tramadol, which is produced by O-demethylation [4], shows higher affinity for opioid receptors than the parent drug [3]. In a more recent study it has been shown that tramadol also inhibits norepinephrine and serotonin re-uptake in rat brain synaptosomes. Moreover, pretreatment with yohimbine and iadoxane (both α2-adrenoceptor antagonists) can significantly reduce the antinociceptive effect of intravenous tramadol [5, 6].
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