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Atrial fibrillation (AF) is the most frequently diag-
nosed arrhythmia, affecting an estimated 2.3 million
people in the United States. Prevalence increases
with age, occurring in 3.8% of people age 60 and
older and in up to 9% of people over age 80."

One of the fundamental considerations in the
management of AF is whether or not to attempt
to restore sinus rhythm or to allow AF to continue
while controlling the ventricular rates. The decision
depends on the severity of symptoms, associated
heart disease, age, and other comorbidities that
may limit therapeutic options.

AF can be classified as paroxysmal, persistent,
or permanent. Paroxysmal AF terminates sponta-
neously, with episodes typically lasting less than
24 hours but possibly lasting up to 7 days. Persis-
tent AF requires cardioversion (pharmacologic or
electrical) to terminate, and episodes last greater
than 7 days. Permanent AF describes continuous
AF that has failed cardioversion or where cardio-
version never has been attempted. Recurrent AF
describes two or more episodes of paroxysmal
or persistent AF.

Determining how symptomatic patients are from
AF can be difficult. Symptoms of palpitations,
dyspnea, lightheadedness, or syncope generally
are related to rapid, irregular ventricular rates. By
slowing the heart rate with atrioventricular (AV)
nodal blocking agents, these symptoms may
abate. Some patients may notice a subtle decline
in exercise tolerance or complain of generalized

fatigue despite adequate rate control resulting
from loss of atrial mechanical function. Patients
who have hypertension, left ventricular hypertro-
phy, impaired diastolic relaxation, and restrictive
cardiomyopathy are particularly sensitive to the
loss of AV synchrony and the resultant decrease
in diastolic filling. Patients who clearly are symp-
tomatic from AF may benefit from an attempt to
control rhythm. In asymptomatic patients who
have no appreciable decline in functional status
in AF, rate control may be sufficient.

RHYTHM VERSUS RATE CONTROL

Multiple prospective randomized studies have ex-
amined the issue of rhythm versus rate control.
The two largest trials, Atrial Fibrillation Follow-up
Investigation of Rhythm Management (AFFIRM)
and Rate Control Versus Electrical Cardioversion
for Persistent Atrial Fibrillation (RACE), failed to
show any benefit in the rhythm-control arm.?3
The AFFIRM trial enrolled more than 4000 patients
who had paroxysmal and persistent AF. Patients
were randomized to receive rate control or antiar-
rhythmic drug therapy. All patients initially were
anticoagulated, but patients in the rhythm-control
group who had remained in sinus rhythm for at
least 3 months could stop warfarin. There was no
significant difference in the primary end point of
overall mortality, with a trend toward increased
risk in the rhythm-control group (5-year mortality,
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24% versus 21%). A trend toward higher risk for
ischemic stroke was seen in the rhythm-control
group, however, mainly in patients who were not
receiving adequate anticoagulation. This empha-
sizes the need for indefinite anticoagulation for
rate- and rhythm-control methods in high-risk pa-
tients, because asymptomatic recurrences of AF
predispose to thromboembolic events.

The RACE trial randomized 522 patients who
had persistent AF, despite previous electrical
cardioversion, into rate- or rhythm-control groups.
All patients were anticoagulated. The study protocol
allowed patients in the rhythm-control group who
had maintained sinus rhythm for 1 month the option
of discontinuing warfarin therapy. The primary end
point was a composite of death from cardiovascular
causes, heart failure, thromboembolic complica-
tions, bleeding, implantation of a pacemaker, or se-
vere adverse reactions to drugs. After a mean of 2.3
years of follow-up, the trial found rate control was
not inferior to rhythm control for the prevention of
death or morbidity. Only 39% of the rhythm-control
group was in sinus rhythm compared with 10% of
the rate-control group. Within the rhythm-control
group, hypertension and female gender were asso-
ciated with a higher risk for an event. Higher rates of
thromboembolic events occurred in the rhythm-
control group, with most of the events associated
with subtherapeutic anticoagulation. Cessation of
anticoagulation also was associated with a higher
risk for thromboembolic events.

To address the issue of whether or not patients
had any difference in exercise tolerance with rate
versus rhythm control, a substudy of the AFFIRM
trial performed serial 6-minute walk tests on 245
study patients.* Walk distances improved in both
groups over time, with slightly longer distances
observed in the rhythm-control group. It was
unclear whether or not the difference in walk
distances was clinically significant.

Focusing on the heart failure population, a recent
multicenter, randomized study from the Atrial Fibril-
lation and Congestive Heart Failure investigators
compared rhythm versus rate control in 1376 pa-
tients with a left ventricular ejection fraction of 35%
or less. There was no difference between the two
groups in cardiovascular mortality, all-cause mortal-
ity, stroke, or worsening heart failure.®

The results from the AFFIRM and RACE trials are
most applicable to elderly patients (mean ages of
study patients were 70 and 68, respectively) who
have few or no symptoms from AF, for whom anti-
coagulation and a strategy of rate control may be
most appropriate. For younger, symptomatic
patients who do not have underlying heart
disease, restoration of sinus rhythm must still be
considered a valid approach.

RATE CONTROL AGENTS

The goal of rate control is to control the resting
heart rate and the heart rate during exercise while
avoiding excessive bradycardia. Persistent
tachycardia may lead to development of cardio-
myopathy, which usually is reversible with ade-
quate rate control. Although criteria for adequate
rate control vary among trials, typical goals for
ventricular rates range from 60 to 80 beats per
minute at rest and between 90 and 115 beats per
minute during exercise.® Given that rates may be
well controlled at rest but may increase signifi-
cantly during exercise, it is useful to record heart
rates during exercise stress testing or by 24-hour
ambulatory EKG monitoring.

Ventricular rate during AF is a function of the
refractoriness of the AV node, sympathetic and
parasympathetic tone, and intrinsic conduction.
Agents that prolong the refractory period of the
AV node effectively control ventricular rate.
B-Blockers, calcium channel blockers, and digoxin
all slow conduction through the AV node and may
be used alone or in combination for rate control.

B-Blockers are the most effective monotherapy
for rate control, especially in high adrenergic
states. In the AFFIRM trial, 70% of patients on
B-blockers achieved adequate rate control (as de-
fined previously) compared with 54% of patients
on calcium channel blockers.? In the acute setting,
intravenous B-blockade with esmolol, metoprolol,
propanolol, or atenolol has a rapid onset. Esmolol
may be given as a continuous intravenous infu-
sion. Caution is advised when starting B-blockers
in patients who have heart failure or hypotension.
In hemodynamically stable patients, oral 3-block-
ade is safe and effective for controlling ventricular
rates. Sotalol, a B-blocker with Vaughan-Williams
class lll antiarrhythmic properties that suppresses
AF, is associated with slower ventricular rates with
AF recurrences.

Calcium channel blockers (nondihydropyridines)
may be preferred in patients who have preserved
left ventricular systolic function and severe chronic
obstructive pulmonary disease. Verapamil and
diltiazem are equally effective in controlling ventric-
ular rates. Given intravenously, calcium channel
blockers have a rapid onset of action (2-7
minutes). To maintain effectiveness, a continuous
drip usually is given because of the drugs’ short
half-lives.

Digoxin, once considered first-line treatment for
rate control in the acute management of AF, is less
effective than p-blockers or calcium channel
blockers. Intravenous digoxin requires 60 minutes
to take effect, whereas its peak effect may not be
seen for 6 hours. Digoxin is not shown more



effective than placebo in converting AF to sinus
rhythm. Digoxin may be used in patients who can-
not tolerate B-blockers or calcium channel
blockers because of heart failure or hypotension.
Digoxin is less effective in settings of high sympa-
thetic tone and does not slow heart rates during
exercise. In sedentary patients who do not exer-
cise, digoxin alone may be sufficient to control
rates at rest.® Often, patients require combination
therapy to achieve sufficient rate control.

RHYTHM CONTROL: PHARMACOLOGIC
CARDIOVERSION

Once the decision is made to proceed with resto-
ration of sinus rhythm, it can be pursued pharma-
cologically or electrically. The duration of AF is an
important factor. Patients who have recent-onset
AF (<48 hours) have a high rate of spontaneous
conversion, up to 60% at 24 hours.” Pharmaco-
logic or electrical cardioversion in this setting al-
lows faster restoration of sinus rhythm, with
resolution of symptoms and shorter lengths of
stay. Success rates for direct current electrical
cardioversion range from 75% to 93%. Adminis-
tration of antiarrhythmic drugs before electrical
cardioversion increases long-term success rates.
Achievement of sinus rhythm with pharmacologic
cardioversion alone varies by agent, averaging ap-
proximately 50% after 1 to 5 hours.® Biphasic elec-
trical cardioversion may be more effective than
pharmacologic cardioversion but requires pain
control (general anesthesia or conscious sedation)
and a 6- to 8-hour fasting period.

Once an episode of AF is present for more than
7 days, electrical cardioversion is preferred. Spon-
taneous conversion rates are much lower after
1 week, and pharmacologic therapy also is less ef-
fective. With either method, adequate anticoagula-
tion must be achieved before cardioversion and for
a period of 4 weeks after, as the risks for thrombo-
embolic events are similar.

MAINTENANCE OF SINUS RHYTHM

For patients who have recurrent paroxysmal or
persistent AF, the choice of agent for long-term
antiarrhythmic therapy must be individualized.
The benefit of maintaining sinus rhythm must be
balanced against the side-effect profile of the anti-
arrhythmic drug. Even after successful cardiover-
sion, recurrence of AF is high in untreated
patients, with relapse rates of 71% to 84% at
1 year.® Using a rhythm control strategy, recur-
rence is reduced by 30% to 50%.°

Amiodarone is the most effective drug for
preventing recurrence of AF.®'" In the Sotalol
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Amiodarone Atrial Fibrillation Efficacy Trial, 665
patients who had persistent AF were randomized
to receive amiodarone, sotalol, or placebo and fol-
lowed for 1 to 4.5 years. Recurrence rates at 1 year
were 48% with amiodarone, 68% with sotalol, and
87% in the placebo group. A higher incidence of
minor bleeding episodes was seen in the amiodar-
one group, likely because of interaction with war-
farin levels.'”> The Canadian Trial of Atrial
Fibrillation found similar results among 403 pa-
tients assigned to amiodarone, sotalol, or propafe-
none. After a mean follow-up period of 16 months,
the recurrence rate for the amiodarone group was
35%, compared with 63% in the sotalol or propa-
fenone group. A total of 18% of patients in the
amiodarone group withdrew because of adverse
events, however, compared with 11% in the
sotalol or propafenone group.'® In a post hoc
analysis of the Veterans Affairs Congestive Heart
Failure: Survival Trial of Antiarrhythmic Therapy,
amiodarone facilitated conversion to and
maintenance of sinus rhythm in patients who had
left ventricular systolic dysfunction. Furthermore,
the subset of patients who were maintained in
sinus rhythm had lower overall mortality. Amiodar-
one was not linked to worsening of heart failure.3
Despite its effectiveness over other agents, the
lengthy list of potential adverse effects associated
with amiodarone use makes it a second-line agent
in patients who do not have contraindications to
other antiarrhythmic drugs. Major side effects of
amiodarone include potentially fatal pulmonary
toxicity, thyroid dysfunction, hepatic toxicity, optic
neuropathy, peripheral neuropathy, gastrointesti-
nal upset, skin discoloration, and rarely torsades
de pointes.

In patients who have no evidence of structural
heart disease, class IC agents are first-line therapy
for maintaining sinus rhythm, based on the guide-
lines recently issued by the American College of
Cardiology, American Heart Association, and
European Society of Cardiology.® Propafenone
and flecainide generally are well tolerated, show
similar effectiveness, and have a low risk for
toxicity.® The Rythmol Atrial Fibrillation Trial,
a randomized control trial of 523 patients, tested
sustained-release propafenone in three doses
(225 mg, 325 mg, and 425 mg). At the end of the
39-week follow-up period, recurrence rate of AF
was 69% in the placebo group compared with
52%, 42%, and 30% in the propafenone groups
(225 mg, 325 mg, and 425 mg, respectively). Sim-
ilar results were found in the European Rythmol/
Rytmonorm Atrial Fibrillation Trial of similar de-
sign."® There were significantly higher withdrawals
because of adverse events in the 425-mg group
than any other group.'® Propafenone may cause
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gastrointestinal symptoms, such as nausea, and
should be avoided in patients who have severe ob-
structive lung disease. Flecainide may cause mild
neurologic side effects. Side effects of both agents
may include hypotension and bradycardia after
conversion to sinus rhythm. Class IC agents also
may convert AF into a slow atrial flutter. The slow
flutter rate may conduct 1:1, causing rapid ventric-
ular conduction with a wide complex QRS, which
may be mistaken for ventricular tachycardia. To
prevent rapid ventricular rates, an agent to slow
AV nodal conduction, such as a B-blocker or cal-
cium channel blocker, may be coadministered
with propafenone or flecainide. Because of the
negative inotropic effect and proarrhythmic poten-
tial of class IC drugs, they should be avoided in pa-
tients who have heart failure or ischemic heart
disease.

Sotalol, although not a useful agent for cardio-
verting AF to sinus rhythm, can be used to main-
tain sinus rhythm. Sotalol is a nonselective
B-blocker, in addition to its class lll potassium
channel-blocking effects. Sotalol has the added
benefit of slowing AV nodal conduction should
AF recur, which may decrease symptoms during
AF episodes. In the Sotalol Amiodarone Atrial
Fibrillation Efficacy Trial and Canadian Trial of
Atrial Fibrillation studies, recurrence rates of AF
with sotalol were significantly lower compared
with placebo, although higher than with amiodar-
one."'%2 Sotalol prolongs the QT interval and has
a risk for torsades de pointes. Sotalol should not
be used in patients who have significant left
ventricular hypertrophy or heart failure.

Dofetilide is a class Il antiarrhythmic drug that
selectively inhibits the delayed rectifier potassium
current and increases the atrial and ventricular
effective refractory period, prolonging repolariza-
tion. Plasma concentrations peak 2 to 3 hours after
oral dosing. The corrected QT interval (QTc)
lengthens in a linear, dose-dependent fashion.
Unlike class IC agents, dofetilide has no negative
inotropic effects. The safety of dofetilide in heart
failure has been studied by the Danish Investiga-
tions of Arrhythmia and Mortality ON Dofetilide
(DIAMOND) study group in two large randomized
control trials, DIAMOND-CHF and DIAMOND-
AF.7:18 DIAMOND-CHF enrolled 1518 patients
who had severe symptomatic left ventricular dys-
function randomized to dofetilide or placebo. The
primary end point was all-cause mortality. After
a median of 18 months’ follow-up, there was no
difference in survival in the two groups (41% ver-
sus 42%). DIAMOND-AF was a substudy of 506
heart failure patients who had baseline AF or flut-
ter. Over the course of the study, 44% in the dofe-
tilide group converted to sinus rhythm by 1 year

compared with 14% in the placebo group. At
1 year, patients receiving dofetilide had a 79%
probability of maintaining sinus rhythm versus
42% in the placebo arm.

Because of its QTc prolonging effect, dofetilide
use carries a risk for torsades de pointes. In the
DIAMOND-CHF study, the incidence of torsades
de pointes was 3.3%, with 76% of cases occurring
within 3 days of initiation of dofetilide. During the
study, dose reduction based on creatinine clear-
ance decreased the incidence of torsades de
pointes.'” The risk for torsades de pointes can
be minimized by adjusting the dose for renal func-
tion, along with instituting a 72-hour in-hospital
monitoring period on initiation of dofetilide.

The Symptomatic Atrial Fibrillation Investigative
Research on Dofetilide tested the safety and
efficacy of dofetilide in a group of 325 patients
who had persistent AF. The trial reported a 58%
efficacy for maintaining sinus rhythm at 1 year (ver-
sus 25% with placebo) along with a much lower in-
cidence of torsades de pointes (0.8%) compared
with DIAMOND-AF. Dofetilide dosing in this study
was reduced for impaired renal function and for
prolongation of the QTc over 15% of baseline.™®
Similar results were reported in the European
and Australian Multicenter Evaluative Research
on Atrial Fibrillation and Dofetilide study.?®
Because of the complexity of dosing regimens,
the US Food and Drug Administration has
restricted prescription of dofetilide to registered
hospitals, physicians, pharmacists, and nurses
who have completed specific training in the use
of the drug.

Selection of a specific antiarrhythmic agent
usually is determined by the presence or absence
of underlying cardiac disease (Fig. 1). Class IC an-
tiarrhythmic drugs are contraindicated in patients
who have marked left ventricular hypertrophy, cor-
onary artery disease, or congestive heart failure
because of the risk for ventricular arrhythmias. In
patients who do not have structural heart disease,
flecainide, propafenone, or sotalol is preferred
because of their effectiveness and low risk for tox-
icity. Among class lll drugs, dofetilide and sotalol
are associated with QT prolongation and torsades
de pointes and should be avoided in the presence
of marked left ventricular hypertrophy. In patients
who have congestive heart failure, only amiodar-
one and dofetilide are safe for use.

OUTPATIENT VERSUS INPATIENT INITIATION
OF THERAPY

For paroxysmal AF, inpatient versus outpatient
initiation of antiarrhythmic drug therapy is an
important  consideration. For symptomatic
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| Maintenance of sinus rhythm |

No (or minimal) heart disease Hypertension Coronary artery Heart failure
disease

Flecainide LVH = 1.4cm Sotalol Amiodarone

Propafenone Dofetilide
Sotalol
Yes No

Amiodarone Amiodarone Flecainide Amiodarone

Dofetilide Propafenone Dofetilide

Amiodarone
Dofetilide
Sotalol

Fig.1. Algorithm for antiarrhythmic drug selection for maintenance of sinus rhythm.

patients, the “pill-in-the-pocket” approach uses
self-administration of a single dose of a drug
shortly after the start of palpitations. The goal of
this method is to terminate an episode and prevent
recurrence while decreasing the need for emer-
gency room visits, hospitalizations, and direct cur-
rent cardioversions. This approach has been
studied in patients who do not have structural
heart disease, primarily with flecainide and propa-
fenone.2" After oral administration, an effect
usually is seen in 3 to 4 hours.??

Certain class Il agents may be started as outpa-
tient treatment in certain patient populations under
careful observation. Sotalol may be initiated as
outpatient treatment in patients who have little or
no heart disease, if the baseline QT interval is
less than 450 milliseconds, the electrolytes are
normal, and there are no predisposing factors to
development of torsades de pointes.® Amiodarone
has low proarrhythmic potential and may be
prescribed without an inpatient evaluation in pa-
tients who do not have severe conduction disease.
Dofetilide, by Food and Drug Administration man-
date, requires inpatient monitoring for initiation.

Patients maintained on antiarrhythmic drugs
need close follow-up.?® Those on class Ill agents
should have renal function, potassium, and mag-
nesium levels checked periodically. An EKG
should be performed every 6 months to measure
the QT interval. Echocardiograms and stress test-
ing should be checked at appropriate intervals for
ischemic disease in patients on class IC antiar-
rhythmics. Amiodarone use mandates semiannual
monitoring of thyroid, liver, and pulmonary
function and yearly ocular examinations.

FUTURE PHARMACOLOGIC THERAPY

The marginal efficacy and safety of commercially
available drugs has stimulated the development
of new compounds in two major directions: modi-
fication of existing drugs and designing drugs with
new targets. Table 1 is a list of investigational
compounds and their putative mechanism of ac-
tion.242% Although much interest has been gener-
ated by the modification of current class I
agents, the discovery and characterization of
novel ion channels believed to participate in onset
and perpetuation of AF has provided a new way
forward in drug development. Much of the
research has focused on blocking potassium
channels but several new ideas are being
explored. The next paragraphs review the current
evidence that supports the potential usefulness
of these novel compounds.

AMIODARONE ANALOGUES
Dronedarone

Dronedarone is an amiodarone-like compound
that lacks the iodine moiety that may be respon-
sible for the pulmonary, thyroid, hepatic, and oc-
ular toxicity of amiodarone. Like amiodarone,
dronedarone has complex antiarrhythmic proper-
ties that span all classes of the Vaughan-
Williams classification. Dronedarone inhibits
potassium currents INa, IKr, and IKAch and L-
type calcium current; has o- and B-adrenergic
blocking properties; and prolongs the action po-
tential duration in atria and ventricles with no
significant reverse-use dependence. Dronedar-
one and amiodarone have similar
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Table 1
Investigational antiarrhythmic drugs in development®

Modification of Existing Compound

Novel Mechanism of Action

Amiodarone analogues

Serotonin type 4 antagonists

Dronedarone (I, lxs B1 lca ko Ina) Piboserod
Celivarone (I, Ixs B1 lca lto Ina) RS100302
ATI-2042 (I, lks BT lca ho Inz) SB203186

ATI-2001 (Ik, Iks BT lca ho Ina)

Atrial selective repolarization delaying agents

GYKI-16638 (Ixr lki Ina)

AZD 7009 (lx, Ina lkur)

KB 130015 (Ikach lca lkarp Ina)

AVE 0118 (I, l1o)

Conventional class Il agents

AVE 1231 (I, o)

Azimilide (I, Ixs)

Vernakalant (I, lio Ina |ach)

Tedisamil (lkr o lktap lkur Ina)

Almokalant (IKr lto Ina IAch)

Bertosamil (Ixr lto lktap lkur Ina)

Terikalant (I, lio Ina lach)

SB-237376 (I,)

Nifekalant (Ix, lto Ina |ach)

NIP-142 (Ikur lkach)

$-9947 (Ixur)

L-768673 (Iks)

$-20951 (Ixur)

HMR-1556 (lgs)

Miscellaneous compounds

HMR-1402 (Igs Iatp)

ZP-123 (GAP 486)

Miscellaneous compounds

AAP 10 (connexin modulator)

Ersentilide (I, B)

GsMtx (stretch receptor)

Trecetilide (I, B)

CP060S (Ina Ica)

KB-R7943 (Iya lca)

Cariporide (Ina In)

JTV-519 (Ina lr Ica)

Abbreviations: B, B-adrenergic antagonist; ICa, inward calcium current; IKach, Ach-sensitive inward potassium current;
IKATP, ATP-sensitive inward potassium current; IKl, inward potassium rectifier; IKr, rapid component of the delayed rec-
tifier potassium inward current; IKs, slow component of the delayed rectifier potassium inward current; IKur, ultra rapid
component of the delayed rectifier potassium inward current; INa, inward sodium current; Ito, transient outward potas-

sium current.
@ The drugs are classified by mechanism of action.

Data from Goldstein RN, Stambler BS. New antiarrhythmic drugs for prevention of atrial fibrillation. Prog Cardiovasc Dis
2005;48:193-208; and Pecini R, ElIming H, Pedersen OD, et al. New antiarrhythmic agents for atrial fibrillation and atrial

flutter. Expert Opin Emerg Drugs 2005;10:311-22.

electrophysiologic properties in animal models,
but their pharmacokinetic profiles differ signifi-
cantly. Dronedarone has a 24-hour half-life and
far less tissue accumulation.?6-2”

The Dronedarone Atrial Fibrillation Study After
Electrical Cardioversion trial was designed to de-
termine the most appropriate dose of dronedarone
for prevention of AF after cardioversion. After
6-months’ follow-up, 800 mg daily was deemed
the optimal dose.?® Thyroid, pulmonary, ocular,
hepatic toxicity, or proarrhythmic effects were
not seen at any of the study doses.

In the European Trial in Atrial Fibrillation or
Flutter Patients Receiving Dronedarone for the
Maintenance of Sinus Rhythm and its sister trial,
the  American-Australian-African  Trial ~ with

Dronedarone in Atrial Fibrillation or Flutter Patients
for the Maintenance of Sinus Rhythm, dronedar-
one administered at a dose of 400 mg twice daily
was effective in preventing symptomatic and
asymptomatic recurrences of AF or atrial flutter,
the primary end point of the trials. A secondary
end point of both trials, mean ventricular rate dur-
ing AF atrial flutter at first recorded recurrence,
also was reduced significantly. The incidence of
adverse events in both trials was similar in the dro-
nedarone and placebo groups.?®

In the phase lll study, Efficacy and Safety of
Dronedarone for the Control of Ventricular Rate,
dronedarone was tested in patients who had
symptomatic permanent AF for its effect on heart
rate. Dronedarone significantly reduced average



resting and maximal exercise heart rates com-
pared with placebo.®°

The Antiarrhythmic Trial with Dronedarone in
Moderate to Severe Congestive Heart Failure Eval-
uating Morbidity Decrease (ANDROMEDA) was
a double-blind, placebo-controlled study evaluat-
ing the tolerability of dronedarone in high-risk pa-
tients who had congestive heart failure and
ventricular dysfunction. The primary end point of
the trial was death or hospitalization for heart fail-
ure. The study was ended prematurely after an in-
terim safety analysis showed an excess risk for
death in patients on active treatment.3"

Because ANDROMEDA raised concerns over
the safety of dronedarone in the heart failure pop-
ulation, further studies are needed. The ongoing
trial, A Trial With Dronedarone to Prevent Hospital-
ization or Death in Patients With Atrial Fibrillation,
was designed to examine further the safety and ef-
ficacy of dronedarone compared with placebo in
a larger study group of 4628 patients.3? Twenty-
nine percent of the study population had a history
of heart failure, although only 12% had evidence of
systolic dysfunction. Preliminary results after 21
months of follow-up demonstrated a significant
decrease in the combined end point of cardiovas-
cular hospitalization or death in the dronedarone
arm. This difference was mainly caused by a de-
crease in cardiovascular hospitalization and
deaths from arrhythmia.33

Celivarone

Celivarone (SSR149744C) is a new noniodinated
benzofuran derivative structurally related to amio-
darone and dronedarone. Like its parent com-
pounds, celivarone inhibits several potassium
currents: IKr, IKs, IKAch, IKv1.5, and the L-type
calcium current. Studies in canine models show
relative atrial selectivity.3* Two clinical trials cur-
rently are evaluating the role of celivarone in con-
version and maintenance of AF.

The Maintenance of Sinus Rhythm in Patients
with Recent Atrial Fibrillation/Flutter trial, a pla-
cebo-controlled, double-blind study of 673
patients, compared celivarone in a range of dos-
ages (50, 100, 200, or 300 mg daily) with placebo
for maintenance of sinus rhythm after electrical,
pharmacologic, or spontaneous conversion of AF
or atrial flutter.®® The primary end point was recur-
rence of arrhythmia by ECG or transtelephonic
ECG monitoring. Incidence of recurrence at 90
days was 52% in the celivarone, 50-mg arm,
compared with 67% in the placebo arm. No
thyroid dysfunction or proarrhythmia was seen.

The Double Blind Placebo Controlled Dose
Ranging Study of the Efficacy and Safety of

Drug Therapy for Atrial Fibrillation

ssr149744c 300 or 600 mg for the Conversion of
Atrial Fibrillation/Flutter trial has recently been
completed and assesses the efficacy of celivarone
in converting AF or flutter to sinus rhythm at the
time of planned electrical cardioversion.3®

ATI-2001 and Related Compounds

ATI-2001 is a synthetic amiodarone analogue
shown to retain the electrophysiologic properties
of amiodarone in regards to ventricular tachyar-
rhythmia initiation, perpetuation, and termination
in guinea pigs isolated hearts.” In the same animal
model, ATI-2001 was significantly more potent
than amiodarone in its atrial and AV nodal electro-
physiologic properties.3® A recent study, however,
showed that the half-life of ATI-2001 in human
plasma is only 12 minutes, making the drug more
suitable for acute termination of arrhythmias than
for long-term management.®® Of the ATI-2001
congeners, ATI-2042 may have more favorable
pharmacokinetic properties and currently is in
phase 2 development.*©

TRADITIONAL CLASS Il AGENTS
Azimilide

Azimilide is a selective once-daily class lll antiar-
rhythmic agent that prolongs action, potential
duration, and refractory periods in both atria and
lacks reverse-use dependence.*! The optimal
dose, as determined in the Azimilide Supraventric-
ular Arrhythmia Program, was 125 mg daily.*?
Unfortunately, after 180 days’ follow-up, only
50% of patients enrolled maintained sinus rhythm.

The Azimilide Postinfarct Survival Evaluation,
a large randomized ftrial of high-risk patients, as
defined by low ejection fraction and recent myo-
cardial infarction, showed no difference in all-
cause mortality. The azimilide group, however,
had fewer occurrences of AF and higher mainte-
nance of sinus rhythm at 1 year.*3

Three other studies have evaluated the role of
azimilide in the treatment of symptomatic supra-
ventricular arrhythmias.** The North American
Azimilide Cardioversion Maintenance Trial-l inves-
tigated the role of azimilide compared with pla-
cebo for maintenance of sinus rhythm after
electrical cardioversion of patients who had symp-
tomatic AF. There was no significant difference be-
tween placebo and azimilide.*®

The North American Azimilide Cardioversion
Maintenance Trial-l, conducted in Europe, com-
pared azimilide (125 mg daily) with sotalol (160
mg twice daily) or placebo in patients undergoing
electrical cardioversion. Although azimilide was
superior to placebo, it was inferior to sotalol with
regard to efficacy and safety.*® The Azimilide
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Supraventricular Tachyarrhythmia Reduction trial
also tested 125 mg of azimilide daily compared
with placebo in patients who had symptomatic
paroxysmal AF and structural heart disease. The
primary end point was the time to the first symp-
tomatic recurrence. No statistically significant dif-
ference was seen in the study groups.*’
Although in these trials azimilide generally was
well tolerated, early onset, reversible neutropenia
has been reported in 0.2% and torsades de
pointes in 0.9% of patients.*® Based on its modest
efficacy and these safety issues, it is unlikely that
azimilide will be available for the treatment of AF.

Tedisamil

Tedisamil is a class lll antiarrhythmic agent that
blocks multiple potassium channels and slows si-
nus rate. Tedisamil prolongs action potential dura-
tion more strongly in the atria than in the
ventricles.*® Tedisamil also possesses significant
antianginal and anti-ischemic properties.

In a study of 175 patients, tedisamil was shown
to be superior to placebo in acutely terminating AF
or atrial flutter.5° The study, however, showed sig-
nificant lengthening of the QTc. Two of the patients
receiving the higher dose of the drug developed
ventricular tachycardia during administration.
Larger-scale studies are in progress to assess
the safety and efficacy of tedisamil, although the
initial report of torsades de pointes may make it
a less desirable compound for widespread clinical
use. Bertosamil, a structural analog of tedisamil,
has similar pharmacologic properties. It has been
studied in vitro but no clinical trials to date have
been performed to validate its safety and efficacy.

ATRIAL REPOLARIZATION DELAYING AGENTS
Vernakalant

Vernakalant (RSD1235) is a sodium and potassium
channel blocker with atrial selectivity and a short
half-life (2-3 hours).5"%2 These attributes suggest
vernakalant may be an appealing agent for phar-
macologic cardioversion. Vernakalant has been
demonstrated to be safe in a variety of doses in
healthy volunteers.®2 Initial studies showed verna-
kalant superior to placebo in the acute termination
of recent-onset AF, with a 61% conversion rate.>*

Intravenous vernakalant has been studied in
four trials for pharmacologic cardioversion. Atrial
Arrhythmia Conversion Trial | and Ill (ACT I, N =
396; ACT lll, N = 285) were phase 3, randomized,
placebo-controlled trials of patients with AF or flut-
ter of either short duration (3 hours—7 days) or long
duration (8-45 days).%%%% Vernakalant, 3 mg/kg, or
placebo was administered over 10 minutes. If the
patient failed to convert to sinus rhythm after 15

minutes, a second infusion of vernakalant, 2 mg/
kg, was given. The primary end point was conver-
sion to sinus rhythm within 90 minutes of drug dos-
age. In both trials, 51% of patients who received
vernakalant converted to sinus rhythm, compared
with 4% in the placebo group. Median time to
conversion was 11 minutes in ACT | and 8 minutes
in ACT lll. Patients with short duration AF had the
highest success rates, with 78% and 71%,
respectively. Conversion rates fell to 8% to 9%
in the long-duration AF group. The results of ACT
IV, an open-label study of 167 patients, were pre-
sented at the Boston Atrial Fibrillation Symposium
in January 2008, and also demonstrated a 51%
conversion rate, with a median time to conversion
of 14 minutes.

ACT |l assessed the efficacy of intravenous
vernakalant for cardioversion in 150 patients who
developed AF within 7 days after coronary artery
bypass grafting or valve replacement surgery.5”
All patients had AF of short duration (3-72 hours).
Forty-seven percent of the vernakalant group con-
verted to sinus rhythm, compared with 14% in the
placebo group. Median time to conversion was 12
minutes.

The most commonly reported side effects of
verkalant were dysguesia, sneezing, and nausea,
occurring in 5% of patients. In ACT |, the QTc
was greater than 500 milliseconds in 24% of the
vernakalant group compared with 15% in the
placebo group. No episodes of torsades de
pointes were seen up to 24 hours postinfusion.
Analysis of data from two phase Il trials showed
5% of patients who received vernakalant devel-
oped ventricular arrhythmias in the first 2 hours,
and 9% in the 2 to 24 hours after dosing.%®

A phase 3 superiority study comparing intrave-
nous vernakalant with intravenous amiodarone
for pharmacologic cardioversion of recent-onset
AF is currently underway.5®

AVEO0118

AVEO0118 selectively blocks IKur, Ito, and IKACh in
atrial tissue in several preclinical models.®%81 In
animal models, AVEO118 successfully converted
63% of persistent AF and increased the fibrillation
wavelength significantly. Unlike dofetilide and ibu-
tilide, AVEO118 did not have any appreciable effect
on QT duration. Although preliminary studies of
AVEO118 in animal models show promise, safety
and efficacy in humans are not yet established.

AZD7009

AZD7009 is a mixed ion channel blocker (IKr, INa,
and IKur) that prolongs atrial repolarization.®? Ani-
mal models showed that AZD7009 effectively




terminated all sustained episodes of induced AF
and atrial flutter and prevented 95% of recur-
rences. Although QTc interval prolongation was
noted, torsades de pointes were not induced.®®
A phase Il clinical trial designed to assess the effi-
cacy and safety of intravenous AZD7009 in con-
version of AF currently is in progress.®*

SEROTONIN ANTAGONISTS

The serotonin type 4 receptors are found in the at-
ria but not in the ventricles. Stimulation of seroto-
nin type 4 receptors of atrial human cells in vitro
produces positive chronotropic effects and in-
duces arrhythmias.®®6¢ Efficacy of RS-100302,
a selective serotonin type 4 antagonist, was tested
in a pig model of AF and atrial flutter.5” In experi-
mental conditions, the agent terminated atrial flut-
ter in 75% of the animals and AF in 88% of the
animals and prevented reinduction of sustained
tachycardia in all animals. At this time, there are
not any positive clinical trial data with serotonin
type 4 antagonists.

ADJUVANT THERAPY FOR PREVENTION
OF ATRIAL FIBRILLATION
Angiotensin-Converting Enzyme Inhibitors

Remodeling of atrial tissue may contribute to the
initiation and perpetuation of AF, especially in the
heart failure population (Table 2). Recent studies
show that blockade of the renin-angiotensin-aldo-
sterone system prevents left atrial dilatation and
atrial fibrosis, slows atrial conduction velocity,
and reduces inflammation.?8% Several human
and animal models show that the inhibition of the
renin-angiotensin-aldosterone system may help
prevent AF.”® A substudy of the Trandolapril Car-
diac Evaluation trial analyzed patients who had
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sinus rhythm at the time of randomization. After 2
to 4 years of follow-up, significantly more patients
in the placebo group developed AF compared with
the trandolapril group.”! Similarly, a retrospective
analysis conducted by a single center participating
in the Studies of Left Ventricular Dysfunction
revealed that treatment with enalapril markedly re-
duced the risk for developing AF in patients who
had heart failure.”? In a longitudinal cohort study
that included hypertensive patients treated with
angiotensin-converting enzyme inhibitors or cal-
cium channel blockers, angiotensin-converting
enzyme inhibitors were associated with a lower in-
cidence of developing AF.”3 This favorable effect
of angiotensin-converting enzyme inhibitors is
supported further by meta-analyses of published
data.”*">

In the Heart Outcomes Prevention Evaluation
Study, however, which randomized 8335 patients
without heart failure or left ventricular dysfunction
to receive either ramipril or placebo, there was
no difference in the incidence of new AF after me-
dian follow-up of 4.5 years. The overall incidence
of new AF in the study was low (2.1%).7°

The addition of enalapril to amiodarone in-
creases the chances of maintaining sinus rhythm
after cardioversion compared with amiodarone
alone.”” A study currently in progress is testing
the hypothesis that angiotensin-converting en-
zyme inhibition with ramipril or aldosterone recep-
tor antagonism with spironolactone decreases the
incidence of AF in patients undergoing cardiotho-
racic surgery.”®

Angiotensin Receptor Blockers

Clinical and experimental data support the notion
that angiotensin-receptor blockers have similar
effects as angiotensin-converting enzyme

Table 2

Drugs used as adjuvant therapy of atrial fibrillation and their proposed mechanism of action

Drugs Proposed Mechanism of Action
ACE-| Blockade of the RAAS
ARB Inhibition of atrial remodeling

Anti-inflammatory effect

Aldosterone

Inhibition of atrial fibrosis
Anti-inflammatory effect

Omega-3 fatty acids

Unclear, may be direct antiarrhythmic effect

Steroids

Anti-inflammatory effect

Statins

Anti-inflammatory effect

Abbreviations: ACE-l, angiotensin-converting enzyme inhibitors; ARB, angiotensin-receptor blockers; RAAS, renin-

angiotensin-aldosterone system.
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inhibitors in affecting atrial structural remodeling
and reducing atrial arrhythmias.”8° A retrospec-
tive analysis of two large randomized clinical trials,
Valsartan Heart Failure Trial and Losartan Inter-
vention for Endpoint Reduction in Hypertension,
demonstrates that valsartan and losartan signifi-
cantly reduced new-onset AF compared with the
control groups, respectively, placebo and ateno-
lol.8182 These findings were confirmed further in
a prospective trial of hypertensive patients who
had paroxysmal AF randomized to losartan or
amlodipine, both in combination with amiodar-
one.8% Also, treatment with irbesartan and
amiodarone was found more effective than amio-
darone alone in preventing recurrence of AF after
electrical cardioversion.?*

Conversely, the Candesartan in the Prevention
of Relapsing Atrial Fibrillation trial did not show
significant difference in maintenance of sinus
rhythm after electrical cardioversion in patients
treated with candesartan or placebo.®®

Larger prospective trials are needed to test the
efficacy of angiotensin-receptor blockers in ad-
junctive treatment of AF. The results of ongoing
prospective trials, such as Angiotensin llI-Antago-
nist in Paroxysmal Atrial Fibrillation trial using ome-
sartan® and the Gruppo Italiano per lo Studio della
Sopravvivenza  nell’lnfarto  Miocardico—Atrial
Fibrillation Trial using valsartan,®” are eagerly
awaited.

Further research is also investigating the role of
angiotension Il in contributing to a prothombotic
state in atrial tissue. Increased atrial levels of an-
giotensin Il have been shown to increase expres-
sion of vascular cell adhesion molecules, causing
increased adhesion of inflammatory cells. This
proinflammatory state has been hypothesized to
contribute to atrial thrombus formation. The Atrial
Fibrillation Clopidogrel Trial with Irbesartan for
Prevention of Vascular Events is assessing
whether angiotension Il receptor antagonists may
reduce the incidence of stroke in patients with
AF .88

Aldosterone Antagonists

Although to date no clinical trial has evaluated the
effect of aldosterone blockade in AF, in vitro ex-
perimental data suggest a beneficial effect. Spiro-
nolactone and its major metabolite, canrenoic
acid, successfully inactivated the potassium chan-
nels HERG, hKv1.5, Kv4.3, and Kv7.1+mink,
which generate the human IKur, Ito, and IKs
currents when transfected in murine cell lines.®°
Prospective clinical trials testing the efficacy of al-
dosterone antagonists in AF are currently enrolling
patients.®®

MISCELLANEOUS AGENTS
Anti-Inflammatory Agents: Steroids
and Statins

A largely unexplored field is the relationship be-
tween inflammation and AF. This seems of partic-
ular importance in postoperative states and in
cases of myopericarditis. Some experimental
models point to a role for steroids as anti-inflam-
matory agents. The use of prednisone at high
doses in a canine model suppresses the expres-
sion of markers of inflammation and the onset
and perpetuation of atrial flutter and AF.°'

A recently published trial of patients undergoing
coronary bypass graft surgery with or without aor-
tic valve replacement found that perioperative use
of corticosteroids decreased the incidence of
postoperative AF.%2 The trial corroborated earlier
findings from smaller studies,®®%* but because of
their adverse effects, more evidence is needed be-
fore the routine use of corticosteroids can be
recommended.

Statins exhibit anti-inflammatory properties.
Given the theory that AF is linked to inflammation,
studies have begun to examine whether or not sta-
tins decrease the occurrence of AF.%5% |n a small
study of persistent AF, the use of statins was
associated with a significant decrease in the risk
for arrhythmia recurrence after successful cardio-
version.®” In an observational study in a large
outpatient cardiology practice, statin therapy
seemed protective against the development of
AF.%8 Statin use has been associated with less
AF after lung, esophageal, and coronary bypass
Surgery.gg'mo

To test whether pretreatment with statins may re-
duce postoperative AF, the Atorvastatin for Reduc-
tion of Myocardial Dysrhythmia After Cardiac
Surgery study randomized 200 patients undergoing
elective cardiac surgery with cardiopulmonary by-
pass to pretreatment with atorvastatin, 40 mg, or
placebo daily, starting 7 days before surgery. Post-
operative AF occurred in 35% of patients receiving
atorvastatin compared with 57% in the placebo
group.'' Arecent study of 124 patients undergoing
elective off-pump coronary bypass surgery showed
similar results with patients given atorvastatin, 20
mg daily, starting 3 days before surgery. The inci-
dence of AF was 13% in the atorvastatin group ver-
sus 27% in the placebo group.'%? Larger-scale trials
are needed to confirm these findings.

The Atorvastatin Therapy for the Prevention of
Atrial Fibrillation trial is a prospective randomized,
placebo-controlled study that is testing whether or
not atorvastatin (80 mg daily) can reduce the re-
currence rate of AF after elective electrical cardio-
version compared with standard therapy.'%3
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Table 3

Drug

Mechanism of Action

Currently available drugs for treatment of atrial fibrillation according to the Vaughan-Williams classification,
their mechanism of action, and their main adverse effects

Main Adverse Effect

Class |

la — Quinidine

Sodium channel blockade, delays
phase 0 of action potential

Torsades de pointes, diarrhea,
dyspepsia, hypotension

Ic - Flecanide

Sodium channel blockade, strongly
delays phase 0 of action potential

Ventricular tachycardia, congestive
heart failure, increased
atrioventricular conduction

Ic - Propafenone

Sodium channel blockage, strongly
delays phase 0 of action potential

Ventricular tachycardia, congestive
heart failure, increased
atrioventricular conduction

Class Il

Amiodarone

Multichannel blockade

Thyroid toxicity, pulmonary toxicity,
hepatic toxicity, dyspepsia, QT
prolongation, torsades de pointes
(rare), hypotension, bradycardia

Ikr), activation of a slow, delayed

Sotalol Potassium channel blockade (mainly Torsades de pointes, congestive
Ik:), B-receptor blockage heart failure, bronchospasm

Dofetilide Potassium channel blockade QT prolongation, torsades de
(mainly ly,) pointes

lbutilide Potassium channel blockade (mainly QT prolongation, torsades de

pointes

repolarization

Ina current that occurs early during

Omega-3 Fatty Acids

Incorporation of dietary omega-3 fatty acids into
rabbit atrial tissue reduces stretch-induced sus-
ceptibility to AF.1%% In a study of patients who
had paroxysmal atrial tachycardia and an im-
planted permanent pacemaker, daily intake of
omega-3 fatty acids (1 g) reduced the number of
episodes and total burden of atrial arrhythmia sig-
nificantly.%5 Additionally, a recent trial randomized
patients undergoing elective coronary bypass
surgery to omega-3 fatty acids (2 g daily) or
placebo.%® Patients receiving omega-3 fatty acid
had a significantly lower incidence of postopera-
tive AF and a shorter hospital stay than those re-
ceiving placebo.

The Rotterdam study prospectively examined
the relationship between dietary fish intake, long-
chain omega-3 fatty acid supplementation, and
the incidence of AF. After a mean follow-up of 6.4
years, neither omega-3 fatty acid nor dietary fish in-
take was linked to a lower incidence of AF.7%7

Given conflicting results in the current litera-
ture, large randomized control trials are needed
to delineate better what effect, if any, omega-3
fatty acids have on AF. These ftrials are in
progress.

SUMMARY

Many pharmacologic options are available for the
treatment of AF. The results of large clinical trials,
such as AFFIRM and RACE, suggest that control-
ling ventricular rates during AF is a valid approach.
For symptomatic patients, sinus rhythm can be
restored and maintained using pharmacologic or
ablative therapy. The role of antiarrhythmic ther-
apy after AF ablation remains unclear, because
further research is needed in this area. Table 3 lists
the antiarrhythmic drugs currently available for use
in patients who have AF. In addition to these
drugs, several agents that target remodeling and
inflammation can be used for prevention of AF or
as adjunctive therapy. New and promising phar-
macologic agents are under investigation. All of
these approaches will increase the ability to
control the increasing prevalence of AF, especially
in the growing aging population.

REFERENCES

1. Go A, Hylek E, Phillips K, et al. Prevalence of diag-
nosed atrial fibrillation in adults: national implica-
tions for rhythm management and stroke

19



120

10.

11.

12.

13.

14,

16.

Conway et al

prevention. The anticoagulation and risk factors in
atrial fibrillation study. JAMA 2001;285:2370-5.

. Wyse DG, Waldo JP, DiMarco JM, et al. Acomparison

of rate control and rhythm control in patients with atrial
fibrillation. N Engl J Med 2002;347:1825-33.

. Van Gelder |, Hagens V, Bosker H, et al. A compar-

ison of rate control and rhythm control in patients
with recurrent persistent atrial fibrillation. N Engl
J Med 2002;347:1834-40.

. Chung MK, Shemanski L, Sherman DG, et al. Func-

tional status in rate-versus rhythm control strategies
for atrial fibrillation. J Am Coll Cardiol 2005;46:
1891-9.

. Roy D, Talajic M, Nattel S, et al. Rhythm control ver-

sus rate control for atrial fibrillation and heart failure.
N Engl J Med 2008;358(25):2667—77.

. Fuster V, Ryden LE, Cannom DS, et al. ACC/AHA/

ESC 2006 guidelines for the management of pa-
tients with atrial fibrillation. J Am Coll Cardiol
2006;48(4):e149-2486.

. Naccarelli GV, Wolbrette DL, Bhatta L, et al. A re-

view of clinical trials assessing the efficacy and
safety of newer antiarrhythmic drugs in atrial fibrilla-
tion. J Interv Card Electrophysiol 2003;9:215-22.

. Nattel S, Lionel HO. Controversies in atrial fibrilla-

tion. Lancet 2006;367:262-72.

. Lafuente-Lafuente C, Mouly S, Longas-Tejero MA,

et al. Antiarrhythmic drugs for maintaining sinus
rhythm after cardioversion of atrial fibrillation. Arch
Intern Med 2006;166:719-28.

Naccarelli GV, Wolbrette DL, Khan M, et al. Old and
new antiarrhythmic drugs for converting and main-
taining siuns rhythm in atrial fibrillation: compara-
tive efficacy and results of trials. Am J Cardiol
2003;91(Suppl): 15D-26D.

Roy D, Talajic M, Dorian P, et al. Amiodarone to pre-
vent recurrence of atrial fibrillation. N Engl J Med
2000;342:913-20.

Singh BN, Singh SN, Reda DJ, et al. Amiodarone
versus sotalol for atrial fibrillation. N Engl J Med
2005;352:1861-72.

Deedwania PC, Singh BN, Ellenbogen K, et al.
Spontaneous conversion and maintenance of sinus
rhythm by amiodarone in patients with heart failure
and atrial fibrillation. Circulation 1998;98:2574-9.
Chimenti M, Cullen MT, Casadei G. Safety of long-
term flecainide and propafenone in the manage-
ment of patients with symptomatic paroxysmal
atrial fibrillation: report from the Flecainide and
Propafenone ltalian Study Investigators. Am J Car-
diol 1996;77(3):60A-75A.

Meinertz T, Lip GY, Lombardi F, et al. Efficacy and
safety of propafenone sustained release in the pro-
phylaxis of symptomatic paroxysmal atrial fibrilla-
tion (The European Rythmol/Rytmonorm Atrial
Fibrillation Trial [ERAFT] Study). Am J Cardiol
2002;90(12):1300-6.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

. Pritchett ELC, Page RL, Carlson M, et al. Efficacy

and safety of sustained-release propafenone
(Propafenone SR) for patients with atrial fibrillation.
Am J Cardiol 2003;92:941-6.

. Torp-Pederson C, Mooler M, Block-Thomsen PE,

et al. Dofetilide in patients with congestive heart
failure and left ventricular dysfunction. N Engl
J Med 1999;341:857-65.

. Pedersen OD, Bagger H, Keller N, et al. Efficacy of

Dofetilide in the treatment of atrial fibrillation-flutter
in patients with reduced left ventricular function.
Circulation 2001;104:292-6.

. Singh S, Zoble RG, Yellen L, et al. Efficacy and

safety of oral dofetilide in converting to and main-
taining sinus rhythm in patients with chronic atrial
fibrillation or atrial flutter. Circulation 2000;102:
2385-90.

Greenbaum RA, Campbell TJ, Channer KS, et al.
Conversion of atrial fibrillation and maintenance of
sinus rhythm by dofetilide. The EMERALD (Euro-
pean and Australian Multicenter Evaluative Re-
search on Atrial Fibrillation Dofetilide) Study.
Circulation 1998;98:1633 [abstract].

Alboni P, Botto GL, Baldi N, et al. Outpatient treat-
ment of recent-onset atrial fibrillation with the pill-in-
the-pocket approach. N Engl J Med 2004;351:
2384-91.

Boriani G, Diemberger |, Biffi M, et al. Pharmaco-
logical cardioversion of atrial fibrillation: current
management and treatment options. Drugs 2004;
64(24):2741-62.

Reiffel JA. Maintenance of normal sinus rhythm with
antiarrhythmic drugs. In: Kowey P, Naccarelli G,
editors. Atrial fibrillation. New York: Marcel Dekker;
2005. p. 195-217.

Goldstein RN, Stambler BS. New antiarrhythmic
drugs for prevention of atrial fibrillation. Prog Cardi-
ovasc Dis 2005;48(3):193-208.

Pecini R, EIming H, Pedersen OD, et al. New antiar-
rhythmic agents for atrial fibrillation and atrial flutter.
Expert Opin Emerg Drugs 2005;10(2):311-22.
Sun W, Sarma JS, Singh BN. Electrophysiological
effects of dronedarone (SR33589), a noniodinated
benzofuran derivative, in the rabbit heart: compar-
ison with amiodarone. Circulation 1999;100(22):
2276-81.

Sun W, Sarma JS, Singh BN. Chronic and acute ef-
fects of dronedarone on the action potential of rab-
bit atrial muscle preparations: comparison with
amiodarone. J Cardiovasc Pharmacol 2002;39(5):
677-84.

Touboul P, Brugada J, Capucci A, et al. Dronedar-
one for prevention of atrial fibrillation: a dose-rang-
ing study. Eur Heart J 2003;24(16):1481-7.

Singh BN, Connolly SJ, Crijins HJ, et al. Dronedar-
one for maintenance of sinus rhythm in atrial fibrilla-
tion or flutter. N Engl J Med 2007;357(10):987-99.



30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Davy JM, Herold M, Hoglund C, et al. Dronedarone
for the control of ventricular rate in permanent atrial fi-
brillation: the efficacy and safety of dronedarone for
the control of ventricular rate during atrial fibrillation
(ERATO) study. Am Heart J 2008;156(3):527 1-9.
Kober L, Torp-Pedersen C, McMurray JJ, et al. In-
creased mortality after dronedarone therapy for severe
heart failure. N Engl J Med 2008;358(25):2678-87.
Hohnloser SH, Connolly SJ, Crijins HJ, et al. Ratio-
nale and design of ATHENA: a placebo-controlled,
double-blind, parallel arm trial to assess the effi-
cacy of dronedarone 400 mg for the prevention of
cardiovascular hospitalization or death from any
cause in patients with atrial fibrillation/atrial flutter.
J Cardiovasc Electrophysiol 2008;19(1):69-73.
Coletta AP, Cleland JG, Cullington D, et al. Clinical
trials update from Heart Rhythm 2008 and Heart
Failure 2008: ATHENA, URGENT, INH study,
HEART and CK-1827452. Eur J Heart Fail 2008;
10(9):917-20.

Gautier P, Guillemare E, Djandjighian L, et al. In
vivo and in vitro characterization of the novel antiar-
rhythmic agent SSR149744C: electrophysiological,
anti-adrenergic, and anti-angiotensin |l effects.
J Cardiovasc Pharmacol 2004;44(2):244-57.
Kowey PR, Aliot EM, Capuzzi A, et al. Placebo-con-
trolled double-blind dose-ranging study of the effi-
cacy and safety of SSR149744C in patients with
recent atrial fibrillatin/flutter. Heart Rhythm 2007;4:
S72 [abstract].

Double blind placebo controlled dose ranging
study of the efficacy and safety of SSR149744c
300 or 600 mg for the conversion of atrial
fibrillation/flutter (CORYFEE trial). Available at:
http://www.clinicaltrials.gov. Trial identifier
NCT00232310. Accessed November 14, 2008.
Raatikainen MJ, Napolitano CA, Druzgala P, et al.
Electrophysiological effects of a novel, short-acting
and potent ester derivative of amiodarone, ATI-
2001, in guinea pig isolated heart. J Pharmacol
Exp Ther 1996;277(3):1454-63.

Raatikainen MJ, Morey TE, Druzgala P, et al. Potent
and reversible effects of ATI-2001 on atrial and
atrioventricular nodal electrophysiological proper-
ties in guinea pig isolated perfused heart. J Phar-
macol Exp Ther 2000;295(2):779-85.

Juhasz A, Bodor N. Cardiovascular studies on dif-
ferent classes of soft drugs. Pharmazie 2000;
55(3):228-38.

Morey TE, Seubert CN, Raatikainen MJ, et al. Struc-
ture-activity relationships and electrophysiological
effects of short-acting amiodarone homologs in
guinea pig isolated heart. J Pharmacol Exp Ther
2001;297(1):260-6.

Salata JJ, Brooks R. Pharmacology of azimilide di-
hydrochloride (NE-10064). Cardiovasc Drug Rev
1997;15:137-56.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

Drug Therapy for Atrial Fibrillation

Pritchett EL, Page RL, Connolly SJ, et al. Antiar-
rhythmic effects of azimilide in atrial fibrillation:
efficacy and dose-response. Azimilide Supraven-
tricular Arrhythmia Program 3 (SVA-3) Investiga-
tors. J Am Coll Cardiol 2000;36(3):794-802.
Camm AJ, Pratt CM, Schwartz PJ, et al. Mortality in
patients after a recent myocardial infarction: a ran-
domized, placebo-controlled trial of azimilide using
heart rate variability for risk stratification. Circula-
tion 2004;109(8):990-6.

Page RL. A-STAR and A-COMET trials (azimilide in
atrial fibrillation). Europace 2002;3. [abstract] A-2.
Pritchett EL, Kowey P, Connolly S, et al. Antiarrhyth-
mic efficacy of azimilide in patients with atrial fibrilla-
tion: maintenance of sinus rhythm after conversion
to sinus rhythm. Am Heart J 2006;151(5):1043-9.
Lombardi F, Borggrefe M, Ruzyllo W, et al. Azimilide
vs. placebo and sotalol for persistent atrial fibrilla-
tion: the A-COMET-Il (Azimilide-CardiOversion
MaintEnance Trial-Il) trial. Eur Heart J 2006;
27(18):2224-31.

Kerr CR, Connolly SJ, Kowey P, et al. Efficacy of
azimilide for the maintenance of sinus rhythm in pa-
tients with paroxysmal atrial fibrillation in the pres-
ence and absence of structural heart disease. Am
J Cardiol 2006;98(2):215-8.

Connolly SJ, Schnell DJ, Page RL, et al. Dose-
response relations of azimilide in the management
of symptomatic, recurrent, atrial fibrillation. Am
J Cardiol 2001;88:974-9.

Ravens U, Amos GJ, Li Q, et al. Effects of the anti-
arrhythmic agent tedisamil. Exp Clin Cardiol 1997;
2:231-6.

Hohnloser SH, Dorian P, Straub M, et al. Safety and
efficacy of intravenously administered tedisamil for
rapid conversion of recent-onset atrial fibrillation or
atrial flutter. J Am Coll Cardiol 2004;44(1):99-104.
Beatch GN, Shinagawa K, Johnson B, et al.
RSD1235 selectively prolongs atrial refractoriness
and terminates AF in dogs with electrically remod-
eled atria. Pacing Clin Electrophysiol 2002;25:698
[abstract].

Beatch GN, Lin S-P, Hesketh JC, et al. Electrophys-
iological mechanism of RSD 1235, a new atrial fibril-
lation converting drug. Circulation 2003;108:1V85
[abstract].

Ezrin AM, Grant SM, Bell G, et al. A dose-ranging
study of RSD1235, a novel antiarrhythmic agent,
in healthy volunteers. Pharmacologist 2002;
44(Suppl 1):A15 [abstract].

Roy D, Rowe BH, Stiell IG, et al. A randomized,
controlled trial of RSD 1235, a novel anti-arrhythmic
agent, in the treatment of recent onset atrial fibrilla-
tion. J Am Coll Cardiol 2004;44(12):2355-61.

Roy D, Craig MP, Torp-Pederson C, et al. Vernaka-
lant hydrochloride for rapid conversion of atrial
fibrillation. Circulation 2008;117:1518-25.

121


http://www.clinicaltrials.gov

122

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

Conway et al

Roy D, Pratt C, Juul-Moller S, et al. Efficacy and tol-
erance of RSD1235 in the treatment of atrial fib-
rillation or atrial flutter: results of a phase Il
randomized, placebo-controlled, multicenter trial.
J Am Coll Cardiol 2006;47:10A [abstract].

Kowey PR, Roy D, Pratt C, et al. Efficacy and safety
of vernakalant hydrochloride injection for the treat-
ment of atrial fibrillation after valvular or coronary by-
pass surgery. Circulation 2007;114 [abstract 2860].
Torp-Pederson C, Roy D, Pratt C, et al. Efficacy and
safety of RSD1235 injection in the treatment of atrial
fibrillation: combined analysis of two phase |l trials.
Eur Heart J 2006;27:887 [abstract].

A phase Il superiority study of vernakalant versus
amiodarone in subjects with recent onset atrial fi-
pbrillation (AVRO trial). Available at: http://www.
clinicaltrials.gov. Trial identifier: NCT00668759. Ac-
cessed November 14, 2008.

Wirth KJ, Paehler T, Rosenstein B, et al. Atrial effects
of the novel K(+)-channel-blocker AVEO118in anes-
thetized pigs. Cardiovasc Res 2003;60(2):298-306.
Blaauw Y, Gogelein H, Tieleman RG, et al. “Early”
class Il drugs for the treatment of atrial fibrillation: ef-
ficacy and atrial selectivity of AVEO118in remodeled
atria of the goat. Circulation 2004;110(13):1717-24.
Goldstein RN, Khrestian C, Carlsson L, et al
Azd7009: a new antiarrhythmic drug with predom-
inant effects on the atria effectively terminates
and prevents reinduction of atrial fibrillation and
flutter in the sterile pericarditis model. J Cardiovasc
Electrophysiol 2004;15(12):1444-50.

Wu Y, Carlsson L, Liu T, et al. Assessment of the
proarrhythmic potential of the novel antiarrhythmic
agent AZD7009 and dofetilide in experimental
models of torsades de pointes. J Cardiovasc Elec-
trophysiol 2005;16(8):898-904.

Efficacy and safety of AZD7009 in the treatment
of atrial fibrillation. Available at: http://www.
clinicaltrials.gov. Trial identifier: NCT00255281.
Accessed November 14, 2008.

Kaumann AJ, Sanders L, Brown AM, et al. A 5-HT
receptor in human atrium. Br J Pharmacol 1990;
100:879-85.

Grammer JB, Zeng X, Bosch RF, et al. Atrial L-type
Ca2+-channel, beta-adrenorecptor, and 5-hy-
droxytryptamine type 4 receptor mRNAs in human
atrial fibrillation. Basic Res Cardiol 2001;96(1):
82-90.

Rahme MM, Cotter B, Leistad E, et al. Electrophys-
iological and antiarrhythmic effects of the atrial se-
lective 5-HT(4) receptor antagonist RS-100302 in
experimental atrial flutter and fibrillation. Circulation
1999;100(19):2010-7.

Xiao XD, Fuchs S, Campbell DJ, et al. Mice with
cardiac-restricted ACE have atrial enlargement,
cardiac arrhythmias and sudden death. Am J Path-
ol 2004;165:1019-32.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Boss CJ, Lip GY. Targeting the renin-angiotensin-
aldosterone system in atrial fibrillation: from patho-
physiology to clinical trials. J Hum Hypertens 2005;
19:855-9.

Shi 'Y, Tardif JC, Nattel S. Enalapril effects on atrial
remodeling and atrial fibrillation in experimental
congestive heart failure. Cardiovasc Res 2002;54:
456-61.

Pedersen OD, Bagger H, Kober L, et al. Trandolapril
reduces the incidence of atrial fibrillation after acute
myocardial infarction in patients with left ventricular
dysfunction. Circulation 1999;100(4):376-80.
Vermes E, Tardif JC, Bourassa MG, et al. Enalapril
decreases the incidence of atrial fibrillation in pa-
tients with left ventricular dysfunction: insight from
the studies of left ventricular dysfunction (SOLVD)
trials. Circulation 2003;107(23):2926-31.

L’Allier PL, Ducharme A, Keller PF, et al. Angioten-
sin-converting enzyme inhibition in hypertensive
patients is associated with a reduction in the occur-
rence of atrial fibrillation. J Am Coll Cardiol 2004;
44(1):159-64.

Anand K, Mooss AN, Hee TT, et al. Meta-analysis:
inhibition of renin-angiotensin system prevents
new-onset atrial fibrillation. Am Heart J 2006;
162(2):217-22.

Healey JS, Baranchuk A, Crystal E, et al. Preven-
tion of atrial fibrillation with angiotensin-converting
enzyme inhibitors and angiotensin receptor
blockers: a meta-analysis. J Am Coll Cardiol
2005;45:1832-9.

Salehian O, Healey J, Stambler B, et al. Impact of
ramipril on the incidence of atrial fibrillation: results
of the Heart Outcomes Prevention Evaluation
Study. Am Heart J 2007;154(3):448-53.

Ueng KC, Tsai TP, Yu WC, et al. Use of enalapril to
facilitate sinus rhythm maintenance after external
cardioversion of long-standing persistent atrial
fibrillation: results of a prospective and controlled
study. Eur Heart J 2003;24(23):2090-8.
Renin-angiotension-aldosterone system (RAAS),
inflammation, and post-operative atrial fibrillation.
Available at: http://www.clinicaltrials.gov/ct/show/
NCT00141778%order=1. November 14, 2008.
Nakashima H, Kumagai K, Urata H, et al. Angio-
tensin Il antagonist prevents electrical remodeling
in atrial fibrillation. Circulation 2000;101(22):
2612-7.

Kumagai K, Nakashima H, Urata H, et al. Effects of
angiotensin Il type 1 receptor antagonist on electri-
cal and structural remodeling in atrial fibrillation.
J Am Coll Cardiol 2003;41(12):2197-204.
Maggioni AP, Latini R, Carson PE, et al. Valsartan
reduces the incidence of atrial fibrillation in patients
with heart failure: results from the Valsartan Heart
Failure Trial (Val-HeFT). Am Heart J 2005;149(3):
548-57.


http://www.clinicaltrials.gov
http://www.clinicaltrials.gov
http://www.clinicaltrials.gov
http://www.clinicaltrials.gov
http://www.clinicaltrials.gov/ct/show/NCT00141778?order=1
http://www.clinicaltrials.gov/ct/show/NCT00141778?order=1

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

Wachtell K, Lehto M, Gerdts E, et al. Angiotensin I
receptor blockade reduces new-onset atrial fibrilla-
tion and subsequent stroke compared to atenolol:
the Losartan Intervention for End Point Reduction
in Hypertension (LIFE) study. J Am Coll Cardiol
2005;45(5):712-9.

Fogari R, Mugellini A, Destro M, et al. Losartan and
prevention of atrial fibrillation recurrence in hyper-
tensive patients. J Cardiovasc Pharmacol 2006;
47(1):46-50.

Madrid AH, Bueno MG, Rebollo JM, et al. Use of irbe-
sartan to maintain sinus rhythm in patients with long-
lasting persistent atrial fibrillation: a prospective and
randomized study. Circulation 2002;106(3):331-6.
Tveit A, Grundvold |, Olufsen M, et al. Candesartan
in the prevention of relapsing atrial fibrillation. Int
J Cardiol 2007;120(1):85-91.

Goette A, Breithardt G, Fetsch T, et al. Angiotension
Il antagonist in paroxysmal atrial fibrillation (ANTI-
PAF) trial: rationale and study design. Clin Drug In-
vestig. 2007;27(10):697-705.

Disertori M, Latini R, Maggioni AP, et al. Rationale
and design of the GISSI-Atrial Fibrillation Trial: a ran-
domized, prospective, multicentre study on the use
of valsartan, an angiotensin Il AT1-receptor blocker,
in the prevention of atrial fibrillation recurrence.
J Cardiovasc Med (Hagerstown) 2006;7(1):29-38.
Connolly S, Yusuf S, Budaj A, et al. Rationale and de-
sign of ACTIVE: the atrial fibrillation clopidogrel trial
with irbesartan for prevention of vascular events. AC-
TIVE Investigators. Am Heart J 2006;151:1187-93.
Caballero R, Moreno |, Gonzalez T, et al. Spirono-
lactone and its main metabolite, canrenoic acid,
block human ether-a-go-go-related gene channels.
Circulation 2003;107(6):889-95.

Spironolactone for paroxysmal atrial fibrillation.
Available at:  http://clinicaltrials.gov/ct2/show/
NCT00689598. Accessed November 14, 2008.
Goldstein RN, Kyungmoo R, Van Wagoner DR,
et al. Prevention of postoperative atrial fibrillation
and flutter using steroids. Pacing Clin Electrophy-
siol 2003;26:1068 [abstract].

Halonen J, Halonen P, Jarvinen O, et al. Corticoste-
roids for the prevention of atrial fibrillation after car-
diac surgery. JAMA 2007;297:1562-7.
Prasongsukarn K, Abel JG, Jamieson WR, et al.
The effects of steroids on the occurrence of post-
operative atrial fibrillation after coronary artery by-
pass grafting surgery: a prospective randomized
trial. J Thorac Cardiovasc Surg 2005;130(1):93-8.
Halvorsen P, Raeder J, White PF, et al. The effect of
dexamethasone on side effects after coronary re-
vascularization procedures. Anesth Analg 2003;
96(6):1578-83.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

Drug Therapy for Atrial Fibrillation

Kumagai K, Nakashima H, Saku K. The HMG-CoA
reductase inhibitor atorvastatin prevents atrial fibril-
lation by inhibiting inflammation in a canine sterile
pericarditis model. Cardiovasc Res 2004;62(1):
105-11.

Shiroshita-Takeshita A, Schram G, Lavoie J, et al.
Effect of simvastatin and antioxidant vitamins on
atrial fibrillation promotion by atrial-tachycardia re-
modeling in dogs. Circulation 2004;110(16):
2313-9.

Siu CW, Lau CP, Tse HF. Prevention of atrial fibrilla-
tion recurrence by statin therapy in patients with
lone atrial fibrillation after successful cardioversion.
Am J Cardiol 2003;92(11):1343-5.

Young-Xu Y, Jabbour S, Goldberg R, et al. Useful-
ness of statin drugs in protecting against atrial
fibrillation in patients with coronary artery disease.
Am J Cardiol 2003;92(12):1379-83.

Amar D, Zhang H, Heerdt PM, et al. Statin use is
associated with a reduction in atrial fibrillation after
noncardiac thoracic surgery independent of
C-reactive protein. Chest 2005;128(5):3421-7.
Marin F, Pascual DA, Roldan V, et al. Statins and
postoperative risk of atrial fibrillation following coro-
nary artery bypass grafting. Am J Cardiol 2006;
97(1):55-60.

Patti G, Chello M, Candura D, et al. Atorvastatin for
reduction of myocardial dysrhythmia after cardiac
surgery  (ARMYDA-3). Circulation 2006;114:
1455-61.

Young BS, Young KO, Kim JH, et al. The effects of
atorvastatin on the occurrence of postoperative
atrial fibrillation after off-pump coronary artery by-
pass grafting surgery. Am Heart J 2008;156:373
e€9-373.e16.

Atorvastatin therapy for the prevention of atrial
fibrillation (SToP-AF Trial). Available at www.
clinicaltrials.gov. Accessed November 14, 2008.
Ninio DM, Murphy KJ, Howe PR, et al. Dietary fish
oil protects against stretch-induced vulnerability to
atrial fibrillation in a rabbit model. J Cardiovasc
Electrophysiol 2005;16(11):1189-94.

Biscione F, Totteri A, De Vita A, et al. Effect of
omega-3 fatty acids on the prevention of atrial
arrhythmias. Ital Heart J 2005;6(1):53-9.

Calo L, Bianconi L, Colivicchi F, et al. N-3 Fatty
acids for the prevention of atrial fibrillation after
coronary artery bypass surgery: a randomized,
controlled trial. J Am Coll Cardiol 2005;45(10):
1723-8.

Brouwer IA, Heeringa J, Geleijnse JM, et al. Intake
of very long-chain n-3 fatty acids from fish and
incidence of atrial fibrillation. The Rotterdam Study.
Am Heart J 2006;151(4):857-62.

123


http://clinicaltrials.gov/ct2/show/NCT00689598
http://clinicaltrials.gov/ct2/show/NCT00689598
http://www.clinicaltrials.gov
http://www.clinicaltrials.gov

	Drug Therapy for Atrial Fibrillation
	Rhythm versus rate control
	Rate control agents
	Rhythm control: pharmacologic cardioversion
	Maintenance of sinus rhythm
	Outpatient versus inpatient initiation of therapy
	Future pharmacologic therapy
	Amiodarone analogues
	Dronedarone
	Celivarone
	ATI-2001 and Related Compounds

	Traditional class III agents
	Azimilide
	Tedisamil

	Atrial repolarization delaying agents
	Vernakalant
	AVE0118
	AZD7009

	Serotonin antagonists
	Adjuvant therapy for prevention of atrial fibrillation
	Angiotensin-Converting Enzyme Inhibitors
	Angiotensin Receptor Blockers
	Aldosterone Antagonists

	Miscellaneous agents
	Anti-Inflammatory Agents: Steroids and Statins
	Omega-3 Fatty Acids

	Summary
	References


