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The Influences of CYP2D6-inhibitory Drugs on the Clinical

Effects of Tramadol-acetaminophen Combination Tablets
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Abstract: Tramadol is metabolized by CYP2D6 and the metabolite exerts a strong analgesic effect. Therefore,
inhibition of CYP2D6 might decrease this analgesic effect. However, interactions between tramadol and CYP2D6-
inhibitory drugs are not included in Japanese drug information. Therefore, we retrospectively investigated whether
there might be interactions between the analgesic effects of tramadol and CYP2D6-inhibitory drugs in Japan. We
studied all patients admitted to our hospital who were prescribed tramadol-acetaminophen combination tablets
during the 12 months of 2013. Clinical analgesic effects were assessed by NRS before and at 1 and 3 days after
prescription. Patients were divided into 3 groups, i.e., those receiving drugs inhibiting CYP2D6 (inhibitory drugs),
those given drugs which are metabolized as a substrate of CYP2D6 (substrate drugs), and patients prescribed
neither CYP2D6 inhibitory nor substrate drugs. No apparent influence on NRS was observed between patients with
versus without inhibitory drugs, or between patients with versus without inhibitory and/or substrate drugs. In
conclusion, co-prescription of tramadol and CYP2D6 inhibitory drugs or substrate drugs did not influence the anal-
gesic effects of tramadol. CYP2D6 metabolizing activity in the Japanese population or the inhibitory potential due
to CYP2D6 inhibitory drugs might explain these results.

Key words: tramadol, CYP, CYP2D6, inhibition, interaction, competitive inhibition, NRS



