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Background: Dronedarone is an effective drug for maintaining the sinus rhythm in patients with atrial fibrillation (AF). The efficacy
and safety of dronedarone versus amiodarone in patients with AF after catheter ablation (CA) needs more evidence. We retrospectively
compared the efficacy and safety of dronedarone and amiodarone in our hospital.

Methods: Patients who underwent CA from January 2021 to January 2022 and used dronedarone (n=229) or amiodarone (n=202)
during the blind period were enrolled. The recurrence of AF in post-and during the blanking period was compared between the groups;
the rehospitalization for re-ablation and adverse drug events (ADE) were also calculated.

Results: During an average follow-up period of 14.28 months, the long-term recurrence rate of AF did not differ significantly between
the amiodarone group and dronedarone group (22.71% vs 21.29%, hazard ratio [HR], 1.033, 95% confidence interval [CI], 0.661—
1.614; p=0.888). The recurrence rate in the blanking period also showed no statistically significant differences between the amiodarone
group and dronedarone group (9.90% vs 14.41%, HR, 0.851; 95% CI, 0.463—-1.564; p=0.604). The re-hospitalization rates for re-
ablation between two groups did not differ between the amiodarone group and dronedarone group (4.65% vs 13.46%; p =0.144). The
incidence of ADE was higher in the dronedarone groups than that in the amiodarone group (16.59% vs 5.45%, p <0.001). The main
adverse drug events in the dronedarone and amiodarone groups were gastrointestinal (6.99%) and bradycardia (2.48%), respectively.
Conclusion: Compared to the amiodarone group, the dronedarone group had a similar blank-period and long-term recurrence rate of
AF and a higher incidence of ADE.
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Introduction

Atrial fibrillation (AF) is the most common cardiac arrhythmia and is associated with a higher incidence of stroke, heart failure
and mortality." Guidelines recommend catheter ablation (CA) for symptomatic paroxysmal atrial fibrillation who does not
respond to antiarrhythmic drugs (AADs).> Within 3 months after of CA, patients often have recurrent AF due to pulmonary
vein reconnection following resolution of inflammation.®> Therefore, the first three months after CA are referred to as the
blanking period, also called the blind period.? Oral antiarrhythmic medication is usually recommended during the blanking
period to improve the surgical success rate and diminish AF recurrence. In China, amiodarone is the most commonly used
drug for ventricular and supraventricular arrhythmias.* However, its side effects, particularly extracardiac side effects, limit its
widespread use.” Dronedarone, which acts similarly to amiodarone, but has fewer side effects, has been used to maintain sinus
rhythm after atrial fibrillation conversion.® Dronedarone has attracted considerable attention since its emergence, and its
efficacy and safety have been demonstrated in several large clinical trials including DAFNE,® EURIDIS/ADONIS,” ERATO®
and ATHENA. Currently, there are few comparative studies of dronedarone and amiodarone during the blanking period after
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CA. This study aimed to compare the effectiveness and safety endpoints of dronedarone and amiodarone in a real-world cohort
of patients after AF ablation.

Data Sources and Methods

Study Population

Patients who underwent CA at the Arrhythmia Diagnosis and Treatment Center of Shandong University Qilu Hospital between
January 2020 and December 2021 and who received oral dronedarone and amiodarone therapy after ablation were included in
this retrospective study. The main inclusion criteria were as follows: 1) nonvalvular AF, 2) initial catheter radiofrequency
ablation, and 3) routine postoperative follow-up. The main exclusion criteria were: 1) heart failure with New York Heart
Association (NYHA) Class IV or a recent decompensation requiring hospitalization or referral to a specialized heart failure
clinic; 2) age<18 or >80 years; 3) blood pressure<90/60mmHg; 4) bradycardia <55 bpm or second-/third-degree atrioventricular
block or sick sinus syndrome; 5) hyperthyroidism or hypothyroidism; 6) severe hepatic/renal impairment (alanine aminotrans-
ferase >120U/L or eGFR<60 mL-min'+(1.73 m?)"); and 7) pregnancy or breastfeeding women.

This study was approved by the Institutional Review Board of Qilu Hospital. This study was conducted in accordance
with the Declaration of Helsinki, and written informed consent was obtained from all the participants. All methods were
performed in accordance with the relevant guidelines and regulations. The ethical approval number was KYLL-
202306-082.

Study Design

Demographic and clinical data were collected from medical records by trained clinicians who were blinded to the study
aims. The types of antiarrhythmic drugs used during the blind period after CA mainly depend on the individual’s
situation, doctors’ recommendations, and patients’ personal wishes. In the amiodarone group, patients were administered
200 mg every time, three times a day in the first week, twice a day in the second week, and once a day for the remaining
10 weeks. In the dronedarone group, 400 mg was prescribed twice a day after the procedure. Patient symptoms, routine
electrocardiograms, and 24-hour Holter monitoring were collected by trained clinicians at one month, three months, six
months and every six months after the procedure.

Catheter Ablation Strategy

Catheter ablation was aimed at pulmonary vein isolation. Left atrial thrombi were excluded by transesophageal
echocardiography 1 to 2 days before ablation. If patients had thrombosis in the left atrial appendage, oral antic-
oagulants should be taken first to dissolve it. Heparin or low-molecular-weight heparin was used when bridging was
needed. All patients received intravenous heparin to maintain an activated clotting time of 300—400 s as recom-
mended. A single or double transseptal puncture was performed to gain entrance to the left atrium. Circumferential
pulmonary vein isolation was performed with an open, irrigated-tip, radiofrequency catheter guided by an electro-
anatomic mapping system. A left atrial roof line was optional in patients with persistent atrial fibrillation (PAF).
Pulmonary vein entrance block and conduction block across the roof line were confirmed to achieve the endpoint of
procedure.

Measurement of Outcomes

The primary outcome of our study was long-term recurrence of AF. The long-term recurrence of AF was defined as any
atrial tachyarrhythmias lasting 30 seconds or longer after the post-90-day blanking period. Corresponding to it, we
defined the recurrence of AF within 3 months after CA as the blanking-period AF recurrence. The secondary outcomes
were the blanking-period AF recurrence, rehospitalization for re-ablation, and adverse drug events (ADE), including
bleeding, hepatic dysfunction or renal dysfunction, skin sensibility, gastrointestinal adverse reactions, bradyarrhythmia
(<55bpm), ischemic stroke, and hyperthyroidism.
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Statistical Analysis

The prevalence was calculated by dividing the total number of cases by the total number of participants. Continuous
variables are expressed as mean and standard deviation (SD) in cases of normal distribution or medians (25th and 75th
percentiles) in cases of non-normal distribution. Categorical variables were expressed as numbers (%). We compared the
baseline characteristics of the different groups. Categorical variables were analyzed using the chi-square test. The
Student’s #-test was used to compare the differences among different groups in the case of a normal distribution. In
the case of a non-normal distribution, the Mann—Whitney U-test was used. Univariate and multivariate Cox regression
analyses were performed to evaluate dronedarone effectiveness. In multivariate analysis, the adjusted covariates included
traditional risk factors for AF recurrence. The variance inflation factor (VIF) value of CHA2DS2-VAS score was 15.165
with a tolerance of 0.066, and the VIF value of HAS-BLED score was 14.533 with a tolerance of 0.069; to avoid
collinearity (VIF>10) in the adjusted model, we did not include the HAS-BLED score as a covariate in the adjusted
model. Chi-square analysis was also used to compare the incidence of ADE between the two groups. Statistical
significance was set at p < 0.05.

The analyses were performed by PASS version 15, SPSS version 27.0 and R software version 4.2.3.

Subgroup Analyses

Comparisons between dronedarone and amiodarone were supplemented by subgroup analyses according to sex, age
bracket, type of atrial fibrillation, BMI bracket, history of hypertension, history of coronary heart disease (CHD), high-
density lipoprotein cholesterol (HDL-C), low-density lipoprotein cholesterol (LDL-C), and left atrial (LA) size. For
subgroup analyses, we used multivariable Cox proportional hazard regression models.

Results

Baseline Characteristics

A total of 431 patients were included in this study. Based on the type of antiarrhythmic drug taken during the blanking
period after ablation, patients were divided into amiodarone (n=202) and dronedarone (n=229) groups. The average
follow-up time was 14.28 months [median 14 months, interquartile range (IQR) 10—19 months]:14.56 months (median 14
months, IQR 10-18.5 months) in the dronedarone group and 13.95 months (median 14 months, IQR 10-19 months) in
the amiodarone group. Baseline patient data and concomitant medication were shown in Table 1. Patients in the
amiodarone group had higher LDL-C levels and a higher proportion of smoking and drinking history than those in the
dronedarone group did. The dronedarone group included more patients with paroxysmal AF. No significant differences
were observed in baseline characteristics between the two treatment groups (p> 0.05). And concomitant medication had
no significant difference between the two groups. 420 (97.4%) patients were treated with new oral anticoagulants
(NOAC) during the blind period totally. Among them, 199 (98.5%) patients were in amiodarone group and 221
(96.5%) patients were in dronedarone group (p=0.187). The remaining patients were anticoagulated with warfarin.

Primary Outcomes
In our study, the long-term AF recurrence rate was 22.04% (n=95) totally. The long-term AF recurrence rate in the
dronedarone group and amiodarone group were 22.71% (n=52) and 21.29% (n=43) respectively. The long-term
recurrence rate was not significantly different between groups [hazard ratio (HR),0.962; 95% confidence interval
(CI),0.642-1.444; p=0.853] (Table 2 and Figure 1). There were no statistically significant differences in the long-term
recurrence rate of atrial fibrillation between the groups when stratified by sex, age, type of AF, etc. (HR,1.033; 95%
CI1,0.661-1.614; p=0.888) (Table 2). Figure 2 shows that in the adjusted model, high HDL-C level was a protective factor
for the long-term recurrence of AF. Age, sex, BMI, type of AF, LDL-C, and left atrial size did not appear to be predictors
of long-term recurrence of AF (Figure 2).

In subgroup analyses, the clinical benefits of dronedarone compared with those of amiodarone were consistent across
the subgroups examined. (Figure 3)
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Table | Baseline Characteristics of Participants According to Group

All Patients Amiodarone Group | Dronedarone Group | p-value
(n=431) (n=202) (n=229)

Male 267(61.9%) 129(63.9%) 138(60.3%) 0.442
Age, years 59.46+10.20 59.02+9.54 59.84+10.76 0.125
Paroxysmal atrial fibrillation 334(77.5%) 147(72.8%) 187(81.7%) 0.027
BMI (kg/m?) 26.59+3.32 26.72+3.50 26.48+3.17 0.086
CHA2DS2-VASC score 1.53%£1.23 1.50£1.19 1.57£1.27 0.543
HAS-BLED score 0.90+0.78 0.87+0.76 0.94+0.79 0.336
Coronary heart disease 123(28.5%) 54(26.7%) 69(30.1%) 0.436
Diabetes 57(13.2%) 26(12.9%) 31(13.5%) 0.839
High blood pressure 224(52.0%) 102(50.5%) 122(53.3%) 0.564
Smoking 99(23.0%) 74(36.6%) 25(10.9%) <0.001
Drinking 80(18.6%) 54(26.7%) 26(11.4%) <0.001
Glu (mmol/L) 5.24+1.45 5.23%1.57 5.25+1.33 0.367
TC (mmol/L) 4.08+1.02 4.22+1.05 3.96+0.97 0.107
TG (mmol/L) 1.20(0.92,1.77) 1.24(0.95,1.85) 1.17(0.89,1.64) 0.071
HDL (mmol/L) 1.15£0.27 1.14+0.27 1.15£0.27 0.623
LDL (mmol/L) 2.51%1.20 2.66+1.41 2.38+0.96 0.026
HGB (g/L) 142.09+17.44 143.92+17.41 140.48+17.34 0.392
INR 1.20£0.53 1.24+0.64 1.17£0.41 0.009
FT3 (pmoll/L) 4.49(4.14,5.06) 4.55(4.06,5.00) 4.62(4.21,5.15) 0.080
FT4 (pmol/L) 15.99+3.26 15.89+2.84 16.07+3.59 0.051
LA (mm) 41.52+5.99 42.20+6.21 40.92+6.21 0.296
LVEF (%) 0.62+0.08 0.61+0.08 0.63+0.07 0.058
NOAC(%) 420(97.4%) 199(98.5%) 221(96.5%) 0.187
[-receptor blocking drugs 169(39.2%) 89(44.1%) 80(34.9%) 0.053
CCB 47(10.9%) 23(11.4%) 24(10.5%) 0.763
Antiplatelet drugs 22(5.1%) 9(4.5%) 13(5.7%) 0.565
ACEI/ARB 133(30.9%) 61(30.2%) 72(31.4%) 0.780
Statins 200(46.4%) 95(47.0%) 105(45.9%) 0.807

Notes: Continuous variables were expressed as mean (SD) in case of Normal distribution or medians and inter-quartile ranges in case of

non-Normal distribution.

Abbreviations: BMI, body-mass index; Glu, glucose; TC, total cholesterol; TG, triglyceride; HDL, high-density lipoprotein cholesterol;
LDL, low-density lipoprotein cholesterol; HGB, hemoglobin; INR, international normalized ratio; FT3, free triiodothyronine; FT4, free
thyroxine; LA, left atrium; LVEF, left ventricular ejection fraction; NOAC, new oral anticoagulants; CCB, calcium channel blockers; ACEI,
angiotensin-converting enzyme inhibitors; ARB, angiotension Il receptor blockers.

Table 2 The Recurrence Rate of Atrial Fibrillation in the Dronedarone Group and Amiodarone Group

The Recurrence Rate of AF in Long-Term | The Recurrence Rate of AF in Blanking Period

Total | n HR(95% CI) p-value n HR(95% CI) p-value
Unadjusted model
Amiodarone 202 43 Reference 20 Reference
Dronedarone 229 52 0.962(0.642,1.444) 0.853 33 0.694(0.398,1.211) 0.199
Adjusted model
Amiodarone 202 43 Reference 20 Reference
Dronedarone 229 52 1.033(0.661,1.614) 0.888 33 0.851(0.463,1.564) 0.604

Abbreviations: AF, atrial fibrillation; HR, hazard ratio; 95% Cl, 95% confidence interval.

Secondary Outcomes
In our study, the blanking-period AF recurrence rate was 12.30% (n=53). In dronedarone group, the blanking period
recurrence rate of AF was 14.41% (n=33), while in amiodarone group, the blanking period recurrence rate of AF was
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Figure | Kaplan—Meier survival curve of sinus rhythm maintenance rate by different groups.

9.90% (n=20). The blanking period recurrence rate of AF in these two groups was not significantly different (HR,0.851;
95% CI1,0.463—1.564; p=0.604) (Table 2 and Figure 3). The re-hospitalization rates for re-ablation in the dronedarone and
amiodarone groups were 13.46% (n=7) and 4.65% (n=2), respectively (p=0.144). Figure 4 showed that the incidence of
ADE increased significantly in the population treated with dronedarone (p <0.001). Adverse drug reactions occurred in
49 patients (P=11.37%), including 11 patients (P=5.45%) in the amiodarone group and 38 patients (P=16.59%) in the
dronedarone group. Dronedarone was associated with a higher risk of adverse gastrointestinal reactions than amiodarone
(p=0.002). Dronedarone was associated with a higher risk of skin allergies than amiodarone, with only a marginal and
non-significant association (p=0.059). The incidence of other ADE did not differ significantly between the dronedarone
and amiodarone groups. (Figure 4) The average QTc interval of the dronedarone group was 468.21ms, while the average
QTc interval of the amiodarone group was 486.29ms (p=0.521).

Discussion
With the emergence of various antiarrhythmic drugs, their safety and effectiveness have received widespread attention.
Dronedarone is currently used to treat patients with AF. However, few studies have compared the application of
dronedarone and amiodarone after CA of AF. We reported several important findings in the current study: (1) compared
with amiodarone, dronedarone demonstrated similar effectiveness in preventing AF recurrence in both the long-term and
blanking periods; (2) the safety of dronedarone was worse, especially in terms of gastrointestinal adverse reactions; and
(3) in subgroup analyses, the benefits of dronedarone were consistent with those of amiodarone.

Dronedarone is a new antiarrhythmic drug with an amiodarone-like benzofuran structure,'® minus the iodine moieties, but
with a methyl sulfonamide group.'' Dronedarone and amiodarone are largely metabolized by the hepatic cytochrome P-4503A4
isoform (CYP3A4).>'" They are both uncoupler and inhibitor of the mitochondrial respiratory chain and of B-oxidation.'
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Covariates p-value HR(95%CI)

Group 0.888 1.033(0.661,1.614) ~—
Sex 0.225 0.671(0.352,1.278) i —

Age 0.395 1.012(0.985,1.039) '
Paroxysmal/Persistent atrial fibrillation 0.096 0.608(0.339,1.093) e o

BMI 0.732 1.012(0.945,1.083) L 2
CHA2DS2VAS 0.903 0.978(0.678,1.410) i

HBP 0.230 0.702(0.394,1.251) o ——

CHD 0.577 1.149(0.705,1.875) e ———
Diabetes 0.387 0.666(0.265,1.672) ~—
Smoking 0.053 0.517(0.265,1.009) s

Drinking 0.618 1.194(0.595,2.395) e S ——
Glu 0.633 0.960(0.811,1.136) >

TC 0.180 1.200(0.919,1.567) .

TG 0.776 0.967(0.768,1.218) -

HDL 0.027 0.337(0.129,0.886) <=

LDL 0.325 1.086(0.922,1.279) >

FT3 0.371 0.917(0.758,1.109) <

FT4 0.779 0.990(0.926,1.060) &

LA 0.910 1.002(0.964,1.042) ¢

1
The estimates

Figure 2 Multivariate cox analysis of recurrence rate of atrial fibrillation.

Abbreviations: HR, hazard ratio; 95% Cl, 95% confidence interval; BMI, body mass index; HBP, high blood pressure; CHD, coronary artery disease; Glu, glucose; TC, total
cholesterol; TG, triglyceride; HDL, high-density lipoprotein cholesterol; LDL, low-density lipoprotein cholesterol; FT3, free triiodothyronine; FT4, free thyroxine; LA, left
atrium.

Amiodarone has the greatest potential for preventing AF recurrence of atrial fibrillation. Some clinical trials have shown that
dronedarone can reduce the recurrence of AF and CV burden of disease.®® Dronedarone was associated with a significant
reduction in AF recurrence in the EURIDIS/ADONIS trial.'> A meta-analysis of the efficacy and safety of AADs, including
dronedarone and amiodarone, has been performed.'® According to this report, dronedarone demonstrated results comparable to
those of amiodarone in terms of proarrhythmic events.'? In a short-term study, dronedarone was less effective than amiodarone at
decreasing AF recurrence.'® The present study suggested that dronedarone and amiodarone had almost identical effects on
preventing AF recurrence of atrial fibrillation after the blanking period. Our study suggested that the effectiveness of either drug
in maintaining sinus thythm was modest. Based on the follow-up, the rehospitalization rates for re-ablation between these two
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Subgroup No.patients p-value HR(95%CI)
Overall 431 0.888 1.033(0.661,1.614)
Sex

Man 267 0.552 —— 1.191(0.669,2.120)
Woman 164 0.498 _ 0.747(0.321,1.738)
Age

<60 216 0.707 —a— 0.869(0.417,1.811)
>=60 215 0.548 — 1.207(0.654,2.229)
Type

Paroxysmal atrial fibrillation 334 0.708 —i— 1.098(0.673,1.79)
Persistent atrial fibrillation 97 0.839 L 1.142(0.318,4.100)
BMI

<28 299 0.461 —a— 1.218(0.721,2.055)
>=28 132 0.627 —.— 0.791(0.307,2.039)
HBP

No 207 0.933 —a— 1.026(0.568,1.853)
Yes 224 0.900 —a— 1.048(0.508,2.162)
History of CHD

No 308 0.504 —— 1.198(0.705,2.033)
Yes 123 0.123 _ 0.438(0.154,1.25)
HDL

>1 285 0.383 —a—— 0.777(0.44,1.37)
<=1 146 0.079 2 2.063(0.919,4.63)
LDL

<=1.8 107 0.493 —a— 0.708(0.264,1.901)
>1.8 324 0.874 —a— 1.043(0.619,1.756)
Size of LA

<=40 190 0.433 L 1.354(0.635,2.888)
>40 241 0.748 —a— 0.905(0.49,1.67)

o 05 1 15 2 25 3 35 4 45
The estimates

Figure 3 Subgroup analyses for the primary outcome.
Abbreviations: HR, hazard ratio; 95% Cl, 95% confidence interval; BMI, body mass index; HBP, high blood pressure; CHD, coronary artery disease; HDL, high-density
lipoprotein cholesterol; LDL, low-density lipoprotein cholesterol; LA, left atrium.

groups were not significantly different. A study discussing the factors leading to recurrence of AF after CA showed that patients
with AF recurrence were more likely to smoke.'” Many previous studies showed that increased alcohol consumption is
associated with an increased risk of AF recurrence after CA.'®'® A multicenter prospective observational study demonstrated
that alcohol reduction of >1% from baseline to 1-year follow-up was associated with lower risk of AF/AT recurrence, compared
with alcohol reduction of <1%.'® Baseline data displayed the amiodarone group had significantly more patients with smoking and
drinking habits, which might increase the recurrence rate of AF. Multivariate Cox regression analysis was used to reduce
smoking and alcohol consumption on the final results. In addition, high HDL-C was found to be a protective factor for long-term
recurrence of AF in our trail. Previous few studies held that HDL-C were not independently associated with AF recurrence.'>°
Some trails proved low HDL-C were associated with an increased risk of AF,?'*? but others observed no significant association

of AF with HDL-C.**** So further discussion is needed on the relationship between HDL-C and long-term recurrence of AF.
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Adverse drug events

Bradycardia (p=0.202)

Skin allergies (p=0.059)

Hyperthyroidism (p=0.929)

Abnormal live or renal function (p=0.183)
Gastrointestinal adverse reactions (p=0.002)
Bleeding (p=0.285)

Stroke (p=0.929)

e
e
]
=
e
I——
=
Total number of events (P=<0.00'1)
e

Total number of patients (p<0.001)
0 5 10 15 20 25 30 35 40 45 50
Amiodarone M Dronedarone

Figure 4 Adverse drug events occurred in dronedarone group and amiodarone group.
Abbreviation: p, p-value.

The incidence of early AF recurrence during the 3-month blanking period following pulmonary vein isolation(PVI)
ranges from 9% to 65%.%°*® Early recurrence of AF was not included in the evaluation of the eventual success rate of
the procedures.”® Early recurrence is a consequence of ablation-induced proarrhythmic factors.” Procedure-induced
pathophysiological changes include necrosis, ischemia, edema, inflammation, autonomic nervous imbalance, and tissue
repair including scar formation.”’>° However, delayed cure may also be the cause of the antiarrhythmic effect that
develops during the blind period. The administration of AADs during the blind period has been proposed to prevent early
recurrence and improve the success rate of radiofrequency ablation. Some trials demonstrated that AADs (Vaughan-

3132 whereas

Williams class I + II + III) decreased the incidence of early recurrence within the period of administration,
others observed that AADs (not specified) during a 2-month blanking period were ineffective.>® After initial ablation,
repeat hospitalizations occur in 29%-43% at 1 year.'** Our study showed that amiodarone and dronedarone performed
comparable in maintained the sinus rhythm during the blanking period. Distinctively, the rehospitalization rates for re-
ablation were not statistically different between the two groups. Further studies are needed to clarify the effects of
different AADs on the early recurrence and rehospitalization rates.

The ADE analysis suggested that amiodarone had an improved safety profile. The reduced incidence of ADE in the
amiodarone group compared with the dronedarone group was mainly driven by fewer gastrointestinal adverse reactions
(0.99% vs 6.99%) and skin allergies (0% vs 1.75%). Recently, real-world safety studies on dronedarone have yielded abundant
results.®® In a multicenter double-blind study, treatment with dronedarone was associated with increased early mortality
related to worsening of heart failure in patients with severe heart failure and left ventricular systolic dysfunction.***” A meta-
analysis suggested that dronedarone was safer than amiodarone in terms of serious adverse events.'> Based on previous
studies, GI side effects were the main reason for intolerance to dronedarone.'*** Intolerance to amiodarone was mostly
attributed to the thyroid.>* To prevent GI side effects, we recommend that patients consumed dronedarone during meals.
Patients with GI side effects were administered proton pump inhibitor. However, in our study, the thyroid toxicity of
amiodarone was not evident, which might be related to its short-term use. Subclinical hyperthyroidism should be monitored.
In a comparative study, the incidence of stroke in the amiodarone group was significantly higher than that in the dronedarone
group, and the risk of interstitial liver disease was 10 times higher than that in the dronedarone group.*® Amiodarone and its
main metabolites can enhance the anticoagulant effects of warfarin and increase the risk of severe bleeding.*'*** A new study
found that the combination of amiodarone and NOAC was associated with significantly higher major bleeding.** Dronedarone
does not contain iodine and does not interact with warfarin drugs.** It is lack of strong evidence that the combination of
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dronedarone and NOAC can increase major bleeding events.*>**® In a post hoc analysis of the ATHENA study, dronedarone
could significantly reduce the risk of stroke when compared with the placebo (HR 0.66, 95% CI 0.46-0.96)."” In this study, we
found that the incidences of bleeding and stroke were not significantly different between the amiodarone and dronedarone
groups. Dronedarone and amiodarone exhibit Class III effects, prolonging the QTc interval. A prolonged QTc interval is
a manifestation of drug-tissue binding and is not an indication of adverse drug reactions. In a short-term, randomized, double-
blind study, dronedarone caused less bradycardia and QTc interval prolongation than amiodarone.'® In this study, we found
that dronedarone and amiodarone had similar effects on prolonging the QTc interval.

Subgroup analysis showed that compared with amiodarone, dronedarone was not significantly different among
populations with different ages, BMI, sex, types of atrial fibrillation, left atrial volume, and history of coronary heart
disease. In the current study, patients in the amiodarone group received a lower dose of amiodarone within three months.
The low dose was significantly different from the conventional dose used in other studies. We inferred that amiodarone
used at conventional doses would have a lower AF recurrence rate of atrial fibrillation and higher safety.

Dronedarone did not have any advantages in our experiment, but previous experiments and pharmacology have
shown that dronedarone has unique advantages.>'*>*%*® In clinical work, many patients had better efficacy and fewer
adverse events when using dronedarone. Doctors have always pursued personalized medication. In a word, the
comparison of amiodarone and dronedarone requires more RCT and meta-analysis. Our research hopes to add more
evidence to the use of these two drugs.

Limitations

As with all AF outcome studies, monitoring arrhythmia recurrence is subject to practical limitations. Patient symptoms
and electrocardiograms may not capture all AF recurrence. Second, this study was retrospective and nonrandom, and
participants without complete information or lost to follow-up were excluded; therefore, bias may exist in this study.
Third, the basic condition of patients might change during the follow-up period, such as BMI, LVEF, LDL-C, etc. In
addition, the short duration of this study probably led to underestimation of adverse events. Further research should
include an update of this analysis using additional data. A longer timeframe may also provide sufficient outcomes to
support further sub-analyses. Our data were obtained from a single center in eastern China; therefore, their general-
izability to the global population is uncertain.

Conclusions

In this single-center study, dronedarone was as effective as amiodarone in preventing AF recurrence after CA, both in the
long-term and blanking period. However, dronedarone had a poor safety profile, specifically with regard to gastrointest-
inal adverse reactions. Based on this study, we believe that dronedarone can effectively control AF recurrence after CA.
The choice of antiarrhythmic drug depends on the ultimate aim of the therapy, which should be considered in the case of
the patient’s clinical presentation and treatment tailored to the individual.
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