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(namely CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 and CYP4A11). Figure 4 Correlation of alfentanil N-dealkylation, testosterone 6p-hydroxylation and midazolam 1'-hydroxylation by human liver microsomes
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Alfentanil is a synthetic analgesic cleared exclusively by hepatic metabolism. Alfentanil undergoes The sa.mpl.e to-sample variation in the r.at?s of AMX formation from alfentanil w.ere compared by correlation " samples) ® Figure 1 shows that alfentanil is converted to two N-dealkylated metabolites
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Since AMX is a direct metabolite of alfentanil4, not a secondary metabolite of noralfentanil, and since (at a concentration approximately Ky,) was added to the incubation mixture and the incubation was contin- é - LE = o O % = - * Figure 3 shows that the rate of formation of AMX varied more than 6 fold in
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To a reaction mixture containing 5 mL of water and 200 pL of aniline-d; was added a few drops of O A Biphasic Alfentanil N-dealkylation Alfentanil N-dealkylation ed reasonably well with the 63-hydroxylation of testosterone.
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carbonate solution until formation of bubbles ceased. An additional 2 mL of water was added to pre-
cipitate the AMX-ds, which was recrystalized from hexane. Purity check of an aliquot of an AMX-ds Figure 6 Direct and metabolism-dependent inhibitory effects of ketaconazole, Figure 9 Comparison of alfentanil
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l l Kinetic data for alfentanil metabolism to AMX by human liver human liver microsomes Alfentanil concentration was 40 pM (=K,,,) and protein yIa;tnon activities in liver and intestinal AMX is one of two metabolites of alfentanil formed by CYP3A4. Although it is the
Metabolism of alfentanil 7 microsomes K,,; and V,,,,.; represent the high-affinity site; K, and V concentration was 0.1 mg/ML. ;T;rﬁfl?nn;zs from mouse, rat, dog, monkey minor metabolite, it has the advantage of being commercially available, and a deu-
All incubations were performed with an automated liquid handling system (Tecan Genesis RSP150). represent the low-affinity site. terated analog of AMX can easily besynthesized.
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