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Episodic Amiodarone Flops for Atrial Fibrillation
B Y  B R U C E  J A N C I N

Denver Bureau

D E N V E R —  Episodic amiodarone ther-
apy is a losing strategy for maintenance of
sinus rhythm in patients with persistent
atrial fibrillation, according to the first
randomized trial comparing this approach
to continuous amiodarone.

“Episodic amiodarone therapy is no
option for pharmacologic rhythm con-
trol,” Dr. Isabelle C. Van Gelder declared
at the annual meeting of the Heart
Rhythm Society.

She presented the results of the Contin-
uous Versus Episodic Amiodarone Thera-
py for Prevention of Permanent Atrial Fib-
rillation (CONVERT) trial. In this
multicenter Dutch study, 206 patients with
persistent atrial fibrillation (AF) under-

went cardiover-
sion followed
by a loading
dose of amio-
darone at 600
mg/day for 4
weeks and were
then random-
ized to continu-
ation of the an-
t iar rhythmic
agent at 200
mg/day or dis-
continuation of
amiodarone .
The patients in

the episodic treatment arm who experi-
enced AF recurrences went back on amio-
darone for up to 1 month following each
cardioversion.

Amiodarone is widely recognized as the
most effective antiarrhythmic agent at
maintaining sinus rhythm in AF patients.
It is also the antiarrhythmic drug least like-
ly to cause proarrhythmias. But amio-
darone causes a wide variety of noncar-
diac side effects in what has been thought
to be a cumulative dose-related fashion.
The hypothesis in CONVERT was episod-
ic amiodarone would be as effective as
continuous therapy at suppressing AF, be-
cause the drug has a very long half-life of
up to 100 days, but that episodic therapy
would be associated with markedly less
toxicity.

Contrary to expectation, however,
CONVERT showed that episodic amio-
darone brings significantly more morbid-
ity, not less, said Dr. Van Gelder of the Uni-
versity of Groningen (the Netherlands).

After a median 1.8 years of follow-up,
32% of the episodic amiodarone group
and 25% on continuous therapy had pro-
gressed to permanent atrial fibrillation. In
the episodic treatment arm, 70% experi-
enced AF recurrences and cardioversions,
compared with 39% of controls. The pri-
mary CONVERT end point—a composite
of adverse drug-related cardiac and non-
cardiac effects—occurred at a rate of 21.5
cases per 100 person-years with episodic
therapy and 16.7 cases per 100 person-
years with continuous amiodarone, a non-
significant difference.

“What was surprising to us was there
were more events related to underlying
heart disease in the episodic amiodarone

group. They had more hospitalizations
for heart failure because of atrial fibrilla-
tion after discontinuation of amiodarone
and not that much rate control,” Dr. Van
Gelder explained.

Indeed, 13% of patients in the episodic
amiodarone arm experienced an end point
related to AF or underlying heart disease,
compared with only 3% on continuous
amiodarone.

The most common amiodarone-relat-
ed adverse events were hypo- and hyper-

thyroidism, which occurred in 9% on
episodic therapy and 7% on continuous
amiodarone, and sinus bradycardia or
other cardiovascular events, which oc-
curred in 5% on episodic and 3% on con-
tinuous therapy. Rash, GI side effects,
and neurologic events each occurred in
1%-3% of the continuous amiodarone
group and no one on episodic treatment.
No pulmonary or hepatic complications
were noted in the study.

The influential Atrial Fibrillation Fol-

low-up Investigation of Rhythm Manage-
ment (AFFIRM) and Dutch Rate Control
Versus Electrical Cardioversion (RACE)
trials suggested that rate control may be
preferable to rhythm control in many AF
patients. However, rhythm control re-
mains first-line therapy in a substantial
number, including those whose AF is high-
ly symptomatic, relatively young patients
with a reversible tachycardia myopathy,
and those with poor ventricular rate con-
trol during AF, Dr. Van Gelder noted. ■
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