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Ablation and Progression of Atrial Fibrillation. Objective: The objective was to determine the effect of
radiofrequency catheter ablation (RFA) on progression of paroxysmal atrial fibrillation (AF).

Background: Progression to persistent AF may occur in up to 50% of patients with paroxysmal AF
receiving pharmacological therapy. Hypertension, age, prior transient ischemic event, chronic obstructive
pulmonary disease, and heart failure (HATCH score) have been identified as independent risk factors for
progression of AF.

Methods: RFA was performed in 504 patients (mean age: 58 £ 10 years) to eliminate paroxysmal AF. A
repeat RFA procedure was performed in 193 patients (38 %). Clinical variables predictive of outcome and
their relation to progression of AF after RFA were assessed using multivariate analysis.

Results: At a mean follow-up of 27 £ 12 months after RFA, 434/504 patients (86 %) were in sinus rhythm;
49/504 patients (9.5%) continued to have paroxysmal AF; and 14 (3%) were in atrial flutter. Among the
504 patients, 7 (1.5%) progressed to persistent AF. In patients with recurrent AF after RFA, paroxysmal
AF progressed to persistent AF in 7/56 (13%, P < 0.001). The progression rate of AF was 0.6% per
year after RFA (P < 0.001 compared to 9% per year reported in pharmacologically treated patients).
Age >75 years, duration of AF >10 years and diabetes were independent predictors of progression to
persistent AF. The HATCH score was not significantly different between patients with paroxysmal AF who
did and did not progress to persistent AF (0.7 & 0.8 vs 1.0 £ 0.5, P = 0.3).

Conclusions: Compared to a historical control group of pharmacologically treated patients with parox-
ysmal AF, RFA appears to reduce the rate of progression of paroxysmal AF to persistent AF. Age, duration
of AF, and diabetes are independent risk factors for progression to persistent AF after RFA. (J Cardiovasc

Electrophysiol, Vol. 23, pp. 9-14, January 2012)

atrial fibrillation, antiarrhythmic drugs, heart failure, radiofrequency catheter ablation

Introduction

Earlier studies have demonstrated that atrial fibrillation
(AF) may progress from paroxysmal to persistent in up
to 50% of patients despite pharmacologic therapy.'™ Heart
failure, advanced age, prior cerebrovascular events, chronic
obstructive pulmonary disease (COPD), and hypertension
(HATCH score) have been reported as independent predictors
of progression of AF in pharmacologically treated patients.>
However, it is not clear whether radiofrequency catheter ab-
lation (RFA) can prevent progression of paroxysmal AF, and
whether HATCH parameters would still be predictive of pro-
gression after RFA of AF. Thus, the purpose of this study was
to systematically assess the role of RFA on progression of
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AF in patients with paroxysmal AF and to identify predictors
of progression to persistent AF after RFA.

Methods
Study Subjects

A total of 525 consecutive patients with paroxysmal AF
who underwent RFA to eliminate AF between January 1,
2006 and December 31, 2008 were enrolled in this study.
Despite rigorous efforts, current rhythm status could not
be confirmed in 21 patients. Adequate data for analysis
were available in 504 of the 525 patients (96%) included in
the study. Clinical characteristics and the HATCH score of
the patients lost to follow-up and included in the analysis
were similar.

Among the 504 patients, there were 338 men and 166
women, and their mean age was 58 £ 10 years. The mean
left ventricular ejection fraction and left atrial diameter were
0.58 £ 0.07 and 41 + 6 mm, respectively. AF was first
diagnosed 69 £ 67 months prior to presentation (Table 1).
Patients who underwent a prior catheter or surgical ablation
procedure for AF were excluded from this study.

Electrophysiologic Study and Radiofrequency Ablation

The study protocol was approved by the Institutional
Review Board. An electrophysiologic study and RFA was
performed in the fasting state under conscious sedation. All
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antiarrhythmic drugs except amiodarone were discontinued
at least 4-5 half-lives before the study. Amiodarone was
discontinued 8 weeks earlier. Vascular access was obtained
through a femoral vein. A multipolar electrode catheter po-
sitioned in the coronary sinus was used for recording elec-
trograms and atrial pacing. After transseptal puncture, sys-
temic anticoagulation was achieved with intravenous heparin
to maintain an activated clotting time of 325-350 seconds.
All pulmonary veins (PVs) were mapped with a decapolar
ring catheter (Lasso, Biosense Webster, Diamond Bar, CA,
USA). An open irrigation, 3.5 mm tip deflectable tip catheter
(Thermocool, Biosense Webster) was used for mapping and
ablation. Bipolar electrograms were recorded at a band-pass
of 30-500 Hz (EPMed Systems, West Berlin, NJ, USA). An
electroanatomical mapping system (Carto, Biosense Web-
ster) was used to reconstruct the 3-dimensional geometry of
the left atrium and PVs.

Radiofrequency energy was delivered at a maximum
power output of 35 W at a flow rate of 30 mL/min and a
maximum temperature of 48 °C. The power was reduced to
20-25 W at a flow rate of 17 mL/min, during applications of
energy near the PV ostia, in the posterior left atrium, or in the
coronary sinus. Antral pulmonary vein isolation (APVI) was
performed in all patients and complete electrical isolation
was confirmed with a circular multipolar catheter. Ablation
of complex fractionated atrial electrograms (CFAEs) and lin-
ear ablation were performed at the discretion of the operator.

Postablation Management and Follow-Up

After an overnight hospital stay with electrocardiographic
monitoring, all patients were discharged home the next day.
All patients were maintained on warfarin >3 months after
the RFA. When warfarin was discontinued prior to ablation,
low molecular weight heparin was used to bridge until the
INR was >2.0 after the RFA. The same drug regimen was
continued for 8—12 weeks after ablation in patients who were
receiving an antiarrhythmic drug before the procedure.

Patients were seen for the follow-up at 3, 6, and 12 months
after the ablation procedure. If patients did not have recur-
rence of AF, they would be contacted by phone or mail once
a year for the follow-up. Patients were also asked to call a
clinical coordinator if they experienced symptoms suggestive
of an arrhythmia. The patients were provided with a 30-day
autotrigger event monitor 6 months after ablation and when-
ever they had symptoms. Rhythm monitoring using an event
monitor successfully completed in 80% of the patients. In the
remaining patients data were derived from Holter monitors
or serial electrocardiograms. The mean duration of follow-up
was 25 £ 12 months after the most recent RFA.

A repeat ablation procedure was offered to all patients
with recurrent atrial arrhythmias. During repeat ablation,
APVIwas confirmed and repeated as necessary in all patients.
At the discretion of the operator, CFAEs were also targeted
and eliminated and/or linear ablation was performed.

Warfarin was discontinued in patients who were con-
firmed to be in sinus rhythm beyond 3 months after the final
ablation procedure if there was no history of thromboem-
bolic events or another indication to continue anticoagulant
therapy.

Progression of AF

Progression to persistent AF was defined as paroxysmal
AF prior to RFA that became persistent after the RFA. As

stated in the Heart Rhythm Society consensus statement,
persistent AF was defined as an episode of AF that per-
sisted >7 days or required cardioversion.* Patients who were
free from recurrent AF (with or without concomitant antiar-
rhythmic drug therapy) and patients who continued to have
paroxysmal AF were considered to have remained free from
progression of AF. Patients who had recurrent atrial flut-
ter were not considered to have progression of AF, as atrial
flutter is often a manifestation of proarrhythmia secondary
to prior ablation lesions and not a natural progression of
AF. The HATCH score was determined for each patient.’
The HATCH acronym stands for hypertension (1 point),
age >75 years (1 point), transient ischemic attack or stroke
(2 points), COPD (1 point), and heart failure (2 points).

Statistical Analysis

Continuous variables were expressed as mean £ SD.
Baseline characteristics between patients with and without
progression from paroxysmal to persistent AF were com-
pared using Student’s t-test for continuous variables and
Fisher’s exact test for categorical variables. Duration of AF
was compared using the Wilcoxon signed-rank test because
data were not normally distributed. Logistic regression anal-
ysis was used to evaluate independent predictors for pro-
gression to persistent AF. Variables included in the logistic
regression model were selected from baseline characteris-
tics with a P < 0.1 in the univariate analysis. Forward and
backward stepwise methods were used to develop the mul-
tivariate model. All variables included in the model were
tested for interaction. Data analysis was performed with
SAS statistical software (version 9.1, SAS Institute Inc.,
Cary, NC, USA). A two-sided P < 0.05 indicated statistical
significance.

Results
Clinical Outcome after RFA

During a mean follow-up of 27 £ 12 months after the
first RFA, 279 of 504 patients (55%) were in sinus rhythm
including 44 of 504 patients (9%) who were receiving an
antiarrhythmic drug (7 patients on amiodarone). Among the
504 patients, 179 patients (36%) had recurrent AF, 25 (5%)
had atrial flutter, and 21 (4%) had both AF and flutter. A total
of 193 patients (38%) underwent >2 RFA procedures: 2
procedures in 165, 3 procedures in 22, 4 procedures in 5, and
5 procedures in 1 patient. A mean of 1.5 £ 0.6 procedures
was performed per patient.

At 22 £ 13 months after the most recent procedure,
434 patients (86%) remained in sinus rhythm, 49 patients
(9.5%) continued to have paroxysmal AF, 7 patients (1.5%)
had persistent AF, and 14 patients (3%) had persistent atrial
flutter. Sixty-five of 434 patients (15%) in sinus rhythm and
13 of 49 patients (27%) with paroxysmal AF were being
treated with an antiarrhythmic drug.

Progression to Persistent AF

Among the 504 patients in this study, AF progressed to
persistent in 7 patients (1.5%) after RFA. Progression to
persistent AF occurred in 7 of the 56 patients (13%) in whom
RFA was not effective in eliminating paroxysmal AF (P <
0.001).

The incidence of AF progression after RFA was 0.6% per
year (Fig. 1). In comparison, the rate of progression of AF
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Figure 1. Rate of AF progression. The 0.83
probability of AF progression was 0.6% 082
per year after RFA in this study (blue 081
line) versus 8.6% in the first year with 0.80
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slow but steady progression to 24.7% in
5 years in patients treated pharmacologi-
cally (red linc)).3

has been reported as 9% during the first year and 25% after
5 years in pharmacologically treated patients with parox-
ysmal AF (P < 0.01 compared to progression of AF after
RFA).?

Predictors of Progression of AF

On univariate analysis, patients who developed per-
sistent AF were older (71 £ 5 vs 58 + 10 years,
P < 0.01) and were more likely to have diabetes (43%
vs 11%, P = 0.03) than patients without AF progres-
sion (Table 1). On multivariate logistic regression anal-
ysis, age >75 years (OR = 26, £95% CI:. 4-200,
P < 0.01), AF duration >10 years (OR = 6.8, £95%
CI: 1.4-33.3, P = 0.02) and diabetes (OR = 8.1, £95%
CI: 1.5-43.5, P = 0.01) were independent predictors of pro-
gression to persistent AF after RFA (Table 2).

HATCH Score

The mean HATCH score was 0.7 &= 0.8. The mean HATCH
score was similar among patients whose AF progressed (1 £
0.6) and did not progress to persistent AF (0.7 & 0.8, P =
0.3). The HATCH score was >2 in 53 of 477 patients (11%)
without AF progression and in 1 of 7 patients (14%) with
progression to persistent AF (P = 0.57).

CHADS; Score

The mean CHADS, score was 0.8 £ 0.8. The mean
CHADS; score was higher among patients with progression
to persistent AF (1.4 £ 0.5) than without AF progression
(0.8 £ 0.8, P =0.04). The CHADS, score was >2 in 78/477
patients (16%) without AF progression and in 3 of 7 patients
(43%) with progression to persistent AF (P = 0.1). Although,
the CHADS, score was a univariate predictor (OR = 1.93,
95% CI = 1.00-3.72, P = 0.05), on multivariate analysis the
CHADS; score was not predictive of progression to persis-
tent AF after RFA.

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
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Discussion
Main Findings

This study demonstrates that (1) the rate of progression
of paroxysmal AF to persistent AF is low after RFA; (2) the
HATCH score, previously described to be predictive of AF
progression in pharmacologically treated patients, does not
appear to predict progression of AF after RFA in this study.
However, it should be noted that the mean HATCH score was
low in this study; (3) age, duration of AF, and diabetes are
independent predictors of progression of AF after RFA.

These findings suggest that RFA reduces the rate of pro-
gression of paroxysmal AF compared to historical cohorts
of pharmacologically treated patients. It appears that age,
duration of AF, and diabetes have profibrillatory effects that
promote progression to persistent AF after failed RFA of
paroxysmal AF.

Progression of AF

Progression of AF from paroxysmal to persistent is most
likely due to the development of an electroanatomical sub-
strate capable of perpetuating AF.>"7 A number of variables
have been implicated in structural and electrophysiologic
remodeling of the atria. An increase in the duration and fre-
quency of episodes of AF by itself was demonstrated to
promote remodeling in a goat model of AF.’

Aging is associated with an increase in the prevalence
of AFE.® Fibrosis appears to play a key role in promoting
perpetuation of AF in the aging heart and in patients with
structural heart disease.” AF per se may also facilitate atrial
fibrosis.” Atrial fibrosis may result in an increase in nonuni-
form anisotropy and local conduction heterogeneity which
perpetuate AF.!? It is not clear whether other factors such as
a change in the autonomic tone and innervation of the heart
also play a role in age-related progression of AF.

In earlier studies, advanced age, left atrial enlargement,
and cardiomyopathy were reported to be predictors of
AF progression in patients receiving pharmacological ther-
apy.>>1112 Atrial dilatation may promote perpetuation of
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Table 1
Baseline Characteristics

Number AF Progression N = 483 Progression to Persistent AF N =7 P
Age (years) 58 £ 10 T1+£5 < 0.01
Gender (male/female) 323/160 4/3 0.7
AF duration (months) 67 + 63 168 £+ 169 0.1
Weight (kg) 92 + 20 87+ 19 0.5
BMI (kg/m?) 2946 30%5 0.7
Hypertension 231 (48%) 5(71%) 0.3
Coronary artery disease 50 (10%) 1 (14%) 0.5
Diabetes mellitus 52 (11%) 3 (43%) 0.03
COPD 11 2%) 0 1.0
Thyroid disease 68 (14%) 2 (29%) 0.1
CVA 36 (8%) 0 1.0
Left atrial size (mm) 41+6 42+7 0.6
LV EF 0.58 +0.07 0.55 £+ 0.08 0.3
HATCH score 0.7+0.8 1+0.6 0.3
CHADS, score 0.7+0.8 1.44+0.5 0.04

Data are shown as mean=£SD. Percentages are shown in parentheses. BMI = body mass index; COPD = chronic obstructive pulmonary
disease; CVA = cerebrovascular event; LV EF; left ventricular ejection fraction.

AF through a variety of mechanisms most notably due to an
ability to accommodate longer and multiple wavelengths of
potential reentrant circuits. '’

Radiofrequency Catheter Ablation and Progression of AF

Progression of AF has been reported in up to 50% of pa-
tients with paroxysmal AF receiving pharmacological ther-
apy.'™ It is not clear how often sinus rhythm was maintained
in these patients as no specific predefined attempt was made
to systematically pursue a rhythm control strategy. However,
based on a number of studies that demonstrated only modest
efficacy of antiarrhythmic drug therapy in maintaining sinus
rhythm, it is unlikely that sinus rhythm was maintained in
the majority of patients even when a rhythm control strategy
was attempted.

RFA has been effective in maintaining sinus rhythm,
particularly in patients with paroxysmal AF. Because RFA
is unlikely to modify the aging process or eliminate elec-
troanatomical abnormalities associated with structural heart
disease, effective maintenance of sinus rhythm may have
been the key factor that reduced the rate of progression of
AF. Furthermore, during RFA of paroxysmal AF, typical tar-
gets are intermittent PV tachycardias and triggers originating
from other thoracic veins. Extensive substrate modification
is usually not performed. Therefore, it appears that early and
effective elimination of primarily PV drivers is sufficient to
decrease the rate of progression of AF despite continued
evolution and progression of an atrial substrate capable of
maintaining sinus rhythm. Of note is that paroxysmal AF
progressed to persistent in 13% of the patients in whom RFA
was not effective in controlling AF in this study, similar to
the progression rate reported in an earlier study of patients

Table 2

Multivariate Predictors of Progression to Persistent AF

OR +95% CI P
Age >75 years 26 4-200 <0.01
AF duration >10 years 6.8 1.4-33.3 0.02
Diabetes mellitus 8.1 1.5-435 0.01

who received pharmacological therapy for rate or rhythm
control.”

Similar to the findings of earlier studies, age was an
independent predictor of AF progression after RFA in this
study.>® However, unlike earlier studies, the 2 other inde-
pendent predictors of progression of AF after RFA were the
duration of AF prior to RFA and diabetes. A long duration of
AF has long been recognized to promote electroanatomical
remodeling of the atria and is likely to contribute to perpet-
uation of AE.” In several studies, longer duration of AF has
been associated with a less favorable clinical outcome after
RFA of AF. Therefore, earlier RFA of AF may be more effec-
tive in preventing progression of AF than a late intervention
after atrial remodeling has already started.

Although diabetes is recognized as a risk factor for throm-
boembolic events, the role of diabetes in the pathophys-
iology of AF has not been well established. An earlier
epidemiologic study suggested a higher risk of AF in patients
with metabolic syndrome.'? In addition to obesity, hyperten-
sion, and low-HDL levels, impaired fasting glucose levels
were also an independent risk factor for AF."3 In another
study, diabetes was one of the predictors of progression of
AF after RFA in selected patients with AF.'* In a transgenic
mouse model, a reduction in phosphoinositide 3-kinase activ-
ity, as frequently observed during impaired glucose tolerance
and insulin resistance, was associated with a higher proba-
bility of developing AF.'> In an in vitro study, hypertonicity,
occurring during hyperglycemic states, was found to increase
the frequency of depolarizations in PV myocytes.'® Diabetes
is also associated with microvascular disease, which could
facilitate atrial fibrosis.'” Furthermore, autonomic dysregula-
tion secondary to diabetes may also play a role in the genesis
AF.

Prior Studies

In an earlier study, the HATCH scoring system was pro-
posed to predict the risk of progression of AF in patients re-
ceiving pharmacological therapy.? In patients with a HATCH
score of >6, AF progressed in ~50% after 1 year, whereas
the rate of progression was 6% in patients with a HATCH
score of 0. The mean HATCH score was lower and the range
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of HATCH scores was also narrower in this study than in the
earlier report. In this study, RFA reduced the rate of progres-
sion to 1.5% in a cohort of patients whose mean HATCH
score was <2. Unlike in the earlier study, hypertension, prior
cerebrovascular events, chronic obstructive pulmonary dis-
ease, and heart failure were not independent predictors of
progression of AF after RFA in this study. However, in ad-
dition to age, duration of AF and diabetes were independent
predictors.

In the Canadian Registry of Atrial Fibrillation (CARAF)
study, the rate of progression of AF was ~9% during the
first year and 25% over a 5-year follow-up. Age, cardiomy-
opathy, left atrial dilatation, significant aortic stenosis or
mitral regurgitation, and a slower heart rate at presentation
were independent predictors of progression of AF. However,
the role of RFA or any other active intervention for rhythm
control on the rate of progression was not assessed in that
study.

In another study, selected patients who presented to the
hospital with a first documented episode of AF were fol-
lowed for 5 years.14 Age, heart failure, and diabetes were
identified as predictors of progression. RFA was performed
in only 11 of the 56 patients in the study and there was no
recurrence of AF in any of the 11 patients after ablation. This
study systematically investigated the role of RFA on pro-
gression of AF in 504 consecutive patients who underwent
ablation to eliminate paroxysmal AF. Moreover, the effect
of RFA was also analyzed in the context of recently pro-
posed risk factors for progression of AF in patients treated
pharmacologically.

Limitations

A limitation of this study is that there was no
randomized control group and comparisons were made to
historical cohorts of patients. Another limitation is that pa-
tients referred for RFA may have had fewer comorbidities
than patients treated pharmacologically in earlier studies.
Therefore, the progression rate of AF may have been lower
in this study than reported previously. Nevertheless, when
comparisons were made after adjustment of baseline comor-
bidites and HATCH score, RFA still appeared to reduce the
rate of progression in this study.

Despite our effort to obtain a 30-day autotrigger event
monitor at 6 months after ablation in all patients, there were
some patients who did not receive the event monitor. There-
fore, asymptomatic AF episodes could have been missed in
these patients and the actual recurrence rate of atrial arrhyth-
mias could have been higher.

The confidence intervals of predictors of progression to
persistent to AF are very wide. This diverse range of effect
sizes is probably due to a small number of patients who
progressed to persistent AF.

It would have been helpful to determine the relationship
between residual arrhythmia burden after RFA and rate of
progression of AF. However, arrhythmia burden was not sys-
tematically analyzed in this study.

Clinical Implications

The findings of this study suggest that RFA may substan-
tially reduce the rate of progression of AF and should be
considered early in treatment of patients with AF. Further-
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more, patients who are less likely to benefit from a rhythm
control strategy using pharmacological therapy may still ben-
efit from RFA to prevent progression of AF.

References

1. Jahangir A, Lee V, Friedman PA, Trusty JM, Hodge DO, Kopecky SL,
Packer DL, Hammill SC, Shen WK, Gersh BJ: Long-term progression
and outcomes with aging in patients with lone atrial fibrillation: A
30-year follow-up study. Circulation 2007;115:3050-3056.

2. de Vos CB, Pisters R, Nieuwlaat R, Prins MH, Tieleman RG, Coelen RJ,
van den Heijkant AC, Allessie MA, Crijns HJ: Progression from parox-
ysmal to persistent atrial fibrillation clinical correlates and prognosis.
J Am Coll Cardiol 55:725-731.

3. Kerr CR, Humphries KH, Talajic M, Klein GJ, Connolly SJ, Green M,
Boone J, Sheldon R, Dorian P, Newman D: Progression to chronic atrial
fibrillation after the initial diagnosis of paroxysmal atrial fibrillation:
Results from the Canadian Registry of Atrial Fibrillation. Am Heart J
2005;149:489-496.

4. Calkins H, Brugada J, Packer DL, Cappato R, Chen SA, Crijns HJ,
Damiano RJ Jr, Davies DW, Haines DE, Haissaguerre M, Iesaka
Y, Jackman W, Jais P, Kottkamp H, Kuck KH, Lindsay BD,
Marchlinski FE, McCarthy PM, Mont JL, Morady F, Nademanee K,
Natale A, Pappone C, Prystowsky E, Raviele A, Ruskin JN, Shemin
RJ: HRS/EHRA/ECAS expert consensus statement on catheter and sur-
gical ablation of atrial fibrillation: Recommendations for personnel,
policy, procedures and follow-up. A report of the Heart Rhythm
Society (HRS) Task Force on Catheter and Surgical Ablation of Atrial
Fibrillation. Heart Rhythm 2007;4:816-861.

5. Allessie M, Ausma J, Schotten U: Electrical, contractile and struc-
tural remodeling during atrial fibrillation. Cardiovasc Res 2002;54:
230-246.

6. Allessie MA, Boyden PA, Camm AJ, Kleber AG, Lab MJ, Legato MJ,
Rosen MR, Schwartz PJ, Spooner PM, Van Wagoner DR, Waldo AL:
Pathophysiology and prevention of atrial fibrillation. Circulation
2001;103:769-777.

7. Wijffels MC, Kirchhof CJ, Dorland R, Allessie MA: Atrial fibrillation
begets atrial fibrillation. A study in awake chronically instrumented
goats. Circulation 1995;92:1954-68.

8. Fuster V, Ryden LE, Cannom DS, Crijns HJ, Curtis AB, Ellenbo-
gen KA, Halperin JL, Le Heuzey JY, Kay GN, Lowe JE, Olsson SB,
Prystowsky EN, Tamargo JL, Wann S, Smith SC Jr., Jacobs AK, Adams
CD, Anderson JL, Antman EM, Halperin JL, Hunt SA, Nishimura R,
Ornato JP, Page RL, Riegel B, Priori SG, Blanc JJ, Budaj A, Camm AJ,
Dean V, Deckers JW, Despres C, Dickstein K, Lekakis J, McGregor K,
Metra M, Morais J, Osterspey A, Tamargo JL, Zamorano JL:
ACC/AHA/ESC 2006 guidelines for the management of patients with
atrial fibrillation. Full text: A report of the American College of Cardiol-
ogy/American Heart Association Task Force on practice guidelines and
the European Society of Cardiology Committee for Practice Guidelines
(Writing Committee to Revise the 2001 Guidelines for the Management
of Patients with Atrial Fibrillation) developed in collaboration with the
European Heart Rhythm Association and the Heart Rhythm Society.
Europace 2006;8:651-745.

9. Burstein B, Nattel S: Atrial fibrosis: Mechanisms and clinical relevance
in atrial fibrillation. J Am Coll Cardiol 2008;51:802-809.

10. Eckstein J, Verheule S, de Groot NM, Allessie M, Schotten U: Mech-
anisms of perpetuation of atrial fibrillation in chronically dilated atria.
Prog Biophys Mol Biol 2008;97:435-451.

11. Abe Y, Fukunami M, Yamada T, Ohmori M, Shimonagata T,
Kumagai K, Kim J, Sanada S, Hori M, Hoki N: Prediction of tran-
sition to chronic atrial fibrillation in patients with paroxysmal atrial
fibrillation by signal-averaged electrocardiography: A prospective
study. Circulation 1997;96:2612-2616.

12. Koide Y, Yotsukura M, Sakata K, Yoshino H, Ishikawa K: Investigation
of the predictors of transition to persistent atrial fibrillation in patients
with paroxysmal atrial fibrillation. Clin Cardiol 2002;25:69-75.

13. Watanabe H, Tanabe N, Watanabe T, Darbar D, Roden DM, Sasaki S,
Aizawa Y: Metabolic syndrome and risk of development of atrial
fibrillation: The Niigata preventive medicine study. Circulation
2008;117:1255-1260.

14. Pappone C, Radinovic A, Manguso F, Vicedomini G, Ciconte G,
Sacchi S, Mazzone P, Paglino G, Gulletta S, Sala S, Santinelli V:
Atrial fibrillation progression and management: A 5-year prospective
follow-up study. Heart Rhythm 2008;5:1501-1507.



14

15.

16.

Journal of Cardiovascular Electrophysiology Vol. 23, No. 1, January 2012

Pretorius L, Du XJ, Woodcock EA, Kiriazis H, Lin RC, Marasco S,
Medcalf RL, Ming Z, Head GA, Tan JW, Cemerlang N, Sadoshima J,
Shioi T, Izumo S, Lukoshkova EV, Dart AM, Jennings GL,
McMullen JR: Reduced phosphoinositide 3-kinase (pl10alpha)
activation increases the susceptibility to atrial fibrillation. Am J Pathol
2009;175:998-10009.

Lee SH, Chen YC, Cheng CC, Higa S, Chen YJ, Chen SA:
Hypertonicity increases rabbit atrium and pulmonary vein arrhythmo-

17.

genesis: A potential contributor to the genesis of atrial fibrillation. Clin
Exp Pharmacol Physiol 2009;36:419-424.

Zaman AK, Fujii S, Sawa H, Goto D, Ishimori N, Watano K,
Kaneko T, Furumoto T, Sugawara T, Sakuma I, Kitabatake A,
Sobel BE: Angiotensin-converting enzyme inhibition attenu-
ates hypofibrinolysis and reduces cardiac perivascular fibrosis
in genetically obese diabetic mice. Circulation 2001;103:3123-
3128.



