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Background. Flecainide and propafenone are used to revert and prevent atrial fibrillation (AF), these drugs are metabolised by the citocrome P450 system, mainly by the enzymes CYP2D6 and CYP3A. The gene  that codifies CYP2D6 is very polimorfic. Aims. To investigate the prevalence of different CYP2D6 phenotypes in patients (pts) with AF treated with propafenone or flecainide and to investigate the relation these phenotypes wit the answer to propafenone or flecainide in pts with AF.Methods. We studied 40 pts with at least one previous episode of AF and normal heart. To determine cytocrom P450-2D6 polimorfism we used the metabolic ratio (MR) between dextrometorfan and its main metabolit, dextrorfarn. Mean follow-up was 3.4 years, and there were no pts lost to follow-up. Results. There were 18 men and 22 women, with mean age 54.6 years, . 27 (67.5%) received flecinide, 6 propafenone (15.0%) and 7 (17.5%) both drugs in different periods. Nine pts had a MR measurement before receiving anthyarritmic treatment and a second measurement during treatment, with a mean increase of 0.13+-0.15, p=0.03.  We found 19 poor metabolizers (PM) (MR>0.3) and 21 extensive metabolizers (EM) (MR 0.3-0.005), no patient was ultrarapid metabolizer (<0.005). Adverse effects during the first six months of treatment were more frequent in pts PM (21.1%) than in EM (4.8%), p=0.12, only PM presented adverse effects that motivated drug withdrawal and adverse effects with both drugs. Multivariate analysis showed an OR for PM compared with EM of 2.9 (95% CI 0.3-26.3). Antiarrhitmic treatment was effective in 27 pts (67.5%), similar in PM (63.2%) and EM (71.4%), p=0.74.Conclusion. Treatment with flecainide and propafenone decreases CYP2D6 activity and this could be related with adverse effects, mainly in PM.

