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Practice Commentary

Recently, information has been gleaned from both in vitro and in vivo studies concerning the metabolism of psy-
chotropic agents by specific P-450 isozymes and their inhibition by commonly prescribed medications. This has
permitted the development of a rudimentary structure for rationalizing and anticipating some drug-metabolic in¬

teractions, but it is important in this regard to discern the sources of information; whether they are in vitro microsomal
experiments, case reports, or pharmacokinetic experiments in well-characterized subjects.1'2 Additional complexities in¬
clude the possibility that a drug may act as a substrate for 1 cytochrome (CY) P-450 at a time, or simultaneously for more
than 1, and that a drug can act as both a substrate and a competitive inhibitor for the same isozyme or as a noncompetitive
inhibitor for a different enzyme. To date, the most significant interactions that family physicians should currently be con¬
cerned about occur at the loci of CY P-450's 1A2, 2D6, and 3A4 isozymes.

A great deal of attention has been focused on the potential for antidepressants to inhibit CYP2D6. The most significant
substrates for this enzyme are type 1C antiarrhythmics (encainide, flecainide, propafenone) and tricyclic antidepressants.
However, caution should be exercised whenever these "high-risk" medications are prescribed, regardless of the potential for
interactions, since 5% to 10% of the white population lacks a functioning 2D6 enzyme. Conversely, much less attention has
been given to the interactions of antidepressants and the CYP3A4 enzyme. The CYP3A4 enzyme is responsible for the me¬
tabolism of many commonly used medications including calcium antagonists, terfenadine, astemizole, triazolam, alpra¬
zolam, zolpidem, midazolam, and cisapride.3 Fluoxetine, nefazodone, and fluvoxamine are potent inhibitors of CYP3A4 and
concern exists about sertraline. There are as yet only 2 case reports of interactions of fluoxetine and sertraline with terfena¬
dine.4·5

Nonetheless, serious complications are possible when the CYP3A4-mediated clearance of terfenadine, astemizole, and
cisapride is diminished.6 This would suggest the need for considerable caution when coprescribing these medications with
known inhibitors of CYP3A4. If there is no alternative to the coprescribed 3A4 inhibitor, loratadine may be a safer alterna¬
tive for the nonsedating antihistamines, and metoclopramide may be used instead of cisapride. Finally, it should be noted
that the inhibition of CYP1A2 caused by fluvoxamine may cause significant clinical interactions with theophylline, tacrine,
clozapine, and haloperidol.
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