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THE MAJOR ISSUES IN SELECTING AN ANTIARRHYTHMIC DRUG IN PATIENTS WITH HEART FAILURE (Invited Lecture)
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For both heart failure (HF) and non-HF patients, the major issues in selecting an antiarrhythmic drug (AAD) are the same.  For lethal arrhythmias (VT/VF) the primary issue is will the drug work, and does it have an acceptable safety profile; for symptomatic but non-lethal arrhythmias (e.g., atrial fibrillation, AF), the primary issue is will it be safe, and does it have a reasonable efficacy profile.  Relative differences in important safety considerations do exist, however, which differentiate AAD selection in HF and non-HF patients, most prominent of which are proarrhythmic and inotropic actions, which are of such magnitude as to substantially change the drug selection sequence for both VT/VF and AF patients.  Based on clinical trials, sotalol and amiodarone are now the primary AAD considerations in VT/VF.  As regards HF patients: although sotalol does not usually reduce LVEF, its beta blocking actions are of sufficient magnitude that it may not be tolerated by patients with overt CHF unless such patients are already on a substantial beta blocking regimen.  Hence, amiodarone, despite its organ toxicity profile, most commonly is the first choice in such patients.  Amiodarone is most effective if used concomitantly with a beta blocker (the dosing of which can be individualized in timing, magnitude, and specific drug selection).  In patients with ICDs, because sotalol lowers DFTs whereas amiodarone usually raises them, sotalol is preferred if feasible.  Because amiodarone also slows VT rates (increasing antitachy pacing options but also altering device recognition criteria) when amiodarone is selected, retesting/reprogramming of the ICD is routinely required.  Based on clinical trials involving more benign arrhythmias, such as AF, all AAD appear to work in 50 +/- 10 % of patients. In patients with AF, the safety profile of the AAD is most important.  Organ toxicity is an intrinsic property of each drug.  Safest are dofetilide, flecainide, propafenone, and sotalol (alphabetically).  In patients with structural heart disease (SHD) (e.g., ischemia, cardiomyopathy), regardless of HF status, the proarrhythmic risk of class I AAD (particularly IC) is so increased that the recent ACC/AHA/ESC guidelines exclude such agents. In contrast, in AF patients without SHD, the current AAD selection guidelines recommend flecainide or propafenone plus a rate control agent, or sotalol as first line therapy.  In patients with SHD, however, the guidelines indicate only sotalol, dofetilide, and amiodarone as first line considerations for AF, with sotalol chosen first in IHD patients without overt CHF, and dofetilide (with a rate control drug) or amiodarone being recommended in SHD patients with HF.  [Significant ventricular hypertrophy is an additional factor to consider as it would exclude dofetilide through an increase in proarrhythmic risk.]  When sotalol is chosen, in the U.S. the FDA has indicated that it must be the Betapace AF brand.   There are liability issues raised by this mandate, if alternative sotalol preparations are chosen, which are true in both HF and non-HF patients alike.  Thus, HF alters the selection process involving AAD therapy by limiting the appeal of drugs with negative inotropic properties (e.g., disopyramide, flecainide), by limiting the appeal of drugs with significant beta blocking actions when overt CHF is present (e.g., sotalol), and by increasing the incidence of proarrhythmia, such that class IC agents (and probably class IA agents) should not be used in patients with SHD unless no other alternative exist.  As patients with HF may be wasted (with altered volume of distribution), often have azotemia (both prerenal and renal), and may have electrolyte disturbances (particularly with vigorous diuresis), AAD dosing adjustments of renally excreted drugs (e.g., sotalol, dofetilide) and electrolyte repletion are essential in order to minimize the already enhanced proarrhythmia incidence present in HF.
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