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The Resurgence of Flecainide
John Somberga, b

Over the last couple of years, there has been a marked increase 
in use of flecainide in the United States [1]. Sales of flecainide 
have dramatically increased. The increase in flecainide use 
has been to prevent recurrence of atrial fibrillation (AF) [2]. 
For prevention of AF, flecainide is very effective [2-6]. The 
recent American Heart Association/American College of Car-
diology (AHA/ACC) guidelines for AF therapy list flecainide 
as a 2a indication with a level of evidence of A [7]. Given that 
there is no warning in the flecainide package insert against 
starting flecainide out of hospital, the use of flecainide can 
be very convenient for patients, unlike sotalol or dofetilide 
that instructs a 3-day hospital load. The side effect profile of 
flecainide is minimal unlike amiodarone that has side effects 
affecting every organ.

In fact, the use of flecainide is quite safe in patients with 
normal ejection fractions without structural heart diseases. 
The reason flecainide was of limited use was the results of the 
Cardiac Arrhythmias Suppression Trial (CAST) reported in 
1991, which found that flecainide increased mortality in post 
myocardial infarction (MI) patients with ventricular prema-
ture beats [8]. The outcome was attributed to pro-arrhythmic 
action of flecainide in patients with the substrate for sustain-
ing re-entrant ventricular arrhythmia. The surprising results of 
the CAST study dramatically changed medical practice. Ven-
tricular premature contraction (VPC) suppression was out, 
and the use of Ic agents like flecainide markedly decreased. 
I can recall the concern of referring physicians when I pre-
scribed flecainide for their young patients with symptomatic 
paroxysmal supraventricular tachycardia (PSVT) who had 
normal hearts. I always would receive calls with marked con-
cern for pro-arrhythmia risk in light of the CAST study. A 
risk without supporting evidence in patients without structural 
heart disease.

Another concern with the prescribing of flecainide is that 
the drug can reduce concealed conduction at the atrioventricu-
lar (AV) node, causing 1:1 AV node conduction by slowing 
atrial rate [9]. Flecainide can also cause AF to organize to 
atrial flutter with 1:1 conduction causing a marked increase in 
ventricular rate with hemodynamic collapse [9, 10]. It is thus 
essential to co-prescribe flecainide with an AV node blocking 

agent, beta blocker, verapamil, or diltiazem. Verapamil is neg-
atively inotropic and can combine with the negative inotropic 
actions of flecainide. Diltiazem can increase flecainide blood 
levels by decreasing flecainide hepatic metabolism.

After four decades the specter of CAST has subsided, and 
the medical community has learned that the pro-arrhythmia 
risk of flecainide is not a problem given to patients with nor-
mal hearts. However, we must not forget that this is not the 
case for patients with ischemia, structural heart disease, con-
duction problems and patients post MI or with heart failure. 
These patients are at risk from flecainide, and its use should be 
avoided in patients at risk. Memories are short, and we must 
not forget the lessons of the CAST study and our understand-
ing that antiarrhythmics such as flecainide are pro-arrhythmic 
in patients with the substrate for arrhythmias. This concern 
is not inconsequential since perhaps half of patients with AF 
have structural heart disease of the ventricles and are probably 
at increased arrhythmic risk from flecainide.
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