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Abstract

Background: Flecainide and propafenone are Class Ic antiarrhythmic drugs that block the
cardiac fast inwards Na" current and are used for rhythm control in patients with atrial
fibrillation (AF). However, data on long-term clinical efficacy and safety of these drugs in a
real-world setting are scarce.

Methods: Patients with AF who received chronic flecainide or propafenone therapy were
retrospectively studied from the database of a tertiary care center. The primary outcome of the
study was clinical efficacy of Class Ic antiarrhythmics, which was assessed based on the
improvement of arrhythmia-related symptoms at the time of last follow-up.

Results: Among the 361 patients (261 males, 72.3%) with a mean age of 56 + 12 years, 287
(79.5%) were using long-term flecainide, and 74 (20.5%) patients propafenone. The majority
of the patients had paroxysmal AF (n = 331, 91.7%) and had an atrioventricular-nodal



blocking co-medication (n = 287, 79.5%). A total of 117 (32%) patients discontinued therapy
after a median of 210 days (interquartile range 62—855 days). Clinical efficacy was observed
in 188 patients (52%). The most common reason for therapy discontinuation was adverse drug
effects, particularly proarrhythmic effects (48% for flecainide and 33% for propafenone).
Patients who did not clinically benefit from Class Ic antiarrhythmics more often underwent
pulmonary vein isolation (p = 0.02).

Conclusions: Long-term therapy with Class Ic antiarrhythmics showed clinical efficacy in
approximately half of the patients with paroxysmal or persistent AF. However, these drugs
were also associated with a relatively high rate of adverse events, and in particular
proarrhythmic effects, which often resulted in therapy discontinuation rendering appropriate
patient selection and therapy surveillance essential.
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Introduction

The medical treatment of atrial fibrillation (AF) has two main cornerstones:
management of arrhythmia by rhythm or rate control and thromboembolic prophylaxis.
Rhythm control aims to restore and maintain sinus rhythm (SR) [1]. In contrast, rate control
aims to keep the heart rate during the arrhythmia within a desired range. Several
antiarrhythmic drugs, such as Vaughan Williams Class Ic, can be used for the purpose of

rhythm control.

Flecainide and propafenone are Class Ic antiarrhythmic drugs that block the cardiac
fast inwards Na" current (In,). As a result, atrial refractoriness is prolonged and intracardiac
conduction slows down in a rate-dependent manner [2]. Propafenone has additional minor
beta-blocking effects. Both of these drugs are among the first-line therapeutic options for the
treatment of AF in patients with no or minimal underlying structural heart disease. Although
their long-term efficacy in maintenance of SR have been confirmed in several clinical trials
[3-13], Class Ic antiarrhythmic drugs may also exert proarrhythmic effects, such as 1:1
atrioventricular conduction of atrial flutter (Fig. 1). The incidence of reported adverse effects
during chronic use of flecainide ranges from 3.6% to 7.6% [14—16]. The aim of this study was
to assess the efficacy and safety of flecainide and propafenone over long-term in a real-world

setting of a tertiary care center.

Methods



The study enrolled patients with symptomatic, 12-lead electrocardiogram-documented
AF who used flecainide or propafenone for at least three months since January 1999 at the
University Heart Center in Zurich, Switzerland. Patients with missing follow-up data were
excluded from analysis. Patient records were reviewed for baseline characteristics, such as
age and gender, arrhythmic profile, co-morbidities, thromboembolic risk profile, use of
antiarrhythmic, antiplatelet and anticoagulant co-medications, and echocardiographic
parameters including left ventricular ejection fraction (LVEF) and left atrial long-axis

diameter.

All patients were followed up every 6 to 12 months as part of a standard of care. The
primary outcome of the study was clinical efficacy of Class Ic antiarrhythmics, which was
assessed based on the improvement of arrhythmia-related symptoms at the time of last follow-
up as compared to before therapy initiation. The incidence of AF ablation during follow-up
was assessed as a secondary outcome. In addition, causes of therapy discontinuation were

assessed in the study cohort.
Statistical analysis

Categorical variables are reported as frequencies (percentage), continuous variables as
means + standard deviation or as medians (interquartile range [IQR], range). Baseline
characteristics between patients taking flecainide and propafenone were compared. Statistical
analysis was performed by comparing continuous data using univariate ANOVA or Mann-
Whitney U test, as appropriate, and categorical data using the Fisher exact test or chi-square
test depending on the number of groups. Correlation was calculated using Pearson’s
coefficient. A two-sided p value < 0.05 was considered statistically significant. All statistical

analyzes were conducted using SPSS version 21 (IBM Corp., Armonk, NY, USA).
Results

A total of 361 patients (261 males, 72.3%) with a mean age of 56 + 12 years were
included in the study. Of these, 287 (79.5%) were using long-term flecainide, and the
remaining 74 (20.5%) patients were on propafenone. Most of the patients had paroxysmal AF
(n =331, 91.7%) and had an atrioventricular-nodal blocking co-medication (n = 287, 79.5%).
There was a statistically significant difference in the use of antithrombotic therapy between
patients taking flecainide and propafenone (p = 0.037). Otherwise, the two groups were

similar regarding baseline characteristics (Table 1).



Clinical efficacy

A beneficial clinical effect of Class Ic antiarrhythmics was observed in 188 (52.1%)
patients, assuring therapy continuation at the time of last follow-up. Clinical efficacy did not
differ significantly whether flecainide or propafenone was used (52.0% and 49.0%,
respectively; p = 0.79). The remaining 173 patients who did not benefit from Class Ic
antiarrhythmics more often discontinued therapy (p < 0.001). Patients suffering from
paroxysmal and persistent AF experienced similar rates of clinical efficacy (p = 0.175).
Patients who did not clinically benefit from Class Ic antiarrhythmics more often underwent

pulmonary vein isolation for AF (p = 0.02).
Therapy duration and discontinuation

The median therapy duration with Class Ic antiarrhythmics was 198 days (IQR 60-731
days). Of the total study population, 117 (32%) patients discontinued therapy with flecainide
(99 patients, 27%), and propafenone (18 patients, 5%) after a combined median of 210 days
(IQR 62-855 days). There was no significant difference in therapy duration between patients
taking flecainide or propafenone (p = 0.22). The reason for antiarrhythmic drug
discontinuation differed significantly among patients taking flecainide or propafenone (p =
0.002). The most common reason for therapy discontinuation for patients taking flecainide
was an adverse drug effect (n = 48, 48%) and for patients taking propafenone a clinical
inefficacy with subsequent change to a different antiarrhythmic drug (n = 6, 33%) (Fig. 2).
Furthermore, patients discontinuing Class Ic antiarrhythmic therapy were significantly older
(p = 0.04). The most common adverse drug effects for both flecainide and propafenone were
proarrhythmic side effects such as wide complex tachycardia (Fig. 3A) or QRS broadening
(Fig. 4) (see Table 2 for full list).

Atrioventricular-nodal blocking co-medication

Atrioventricular-nodal conduction slowing co-medications were taken by 287 (80%)
patients, which was evenly distributed between patients taking flecainide and those taking
propafenone (p = 0.24) (Fig. 5). These medications did not have a significant effect on the
prevalence of proarrhythmic adverse events (p = 0.92), clinical inefficacy (p = 0.25 and 0.56
for flecainide, and for propafenone, respectively) or the reason for discontinuing flecainide or

propafenone (p = 0.57).

Discussion



According to available research, this is the first observational study, , that evaluated
the long-term use of flecainide or propafenone for maintenance of SR in patients suffering
from AF in the real-world setting of a tertiary care center. Herein, it was shown that Class Ic
antiarrhythmics were a viable long-term therapy option in approximately half of the patients
for whom these medications were prescribed. The present study suggests an acceptably good
long-term clinical efficacy using these drugs. On the other hand, adverse drug effects, and in
particular proarrhythmias, were relatively common and were the most frequent cause of drug

discontinuation.

Symptomatic arrhythmia burden is a key outcome parameter in assessing
antiarrhythmic drug efficacy of AF. Our findings reflect standard clinical practice in which
therapeutic responses are assessed in ambulatory follow-up consultations. Data on long-term
flecainide and propafenone use are scarce. In the literature, there are studies with shorter
follow-ups showing response rates ranging from 46% to 84% [10, 14, 16-18]. In the Euro
Heart Survey on AF, the prevalence of flecainide or propafenone use for paroxysmal and
persistent AF among all rate and rhythm control drugs was only 17% and 13%, respectively
[19]. This is comparable to recent data reported in the United States where only
electrophysiologists were found to prescribe these drugs [20]. The use of Class Ic
antiarrhythmics had greatly decreased after the publication of the Cardiac Arrhythmia
Suppression Trial (CAST) in 1991 [21], which showed increased mortality when these drugs
were used for suppression of premature ventricular beats in ischemic heart disease. Following
the CAST study, however, with more careful selection of patients, no mortality increase could
be demonstrated any more [22]. Another population-based study in AF patients similarly
could not show an increased mortality in the rhythm control arm (using Class Ic

antiarrhythmics) versus rate control [23].

In the current study, patients who did not clinically benefit from Class Ic
antiarrhythmics discontinued drug therapy significantly more often, as expected. The most
common reasons for therapy discontinuation were adverse drug effects, particularly
proarrhythmias. Data addressing the incidence of proarrhythmic adverse effects of flecainide
and propafenone are limited. A Cochrane review and meta-analysis investigating the use of
AAD for maintenance of SR in AF examined all controlled clinical trials assessing this
question. The authors found a high rate of therapy discontinuation due to adverse effects and a
high rate of adverse proarrhythmic events for the use of flecainide with odds ratios of 9.14

(95% confidence interval [CI] 1.94-42.9) and 5.25 (95% CI 1.76-15.6), respectively [22]. In



this report, adverse effect rates for propafenone were markedly lower (odds ratio of 1.69 for
therapy discontinuation and of 1.52 for adverse effects). Thus, propafenone seemed to have a
more favorable adverse effect profile than flecainide. In more recent trials, the incidence of
proarrhythmic side effects with the use of flecainide were more reassuring, ranging from 3.2
to 3.6 per year (the latter value also included other major cardiovascular and cerebrovascular
events, possibly overestimating the incidence) [14, 16]. The lower rate of proarrhythmic
adverse effects with the use of propafenone may be attributed particularly to its Class II (beta-
blocker) effects [24]. On the other hand, in the French-AF study, patients taking propafenone
more often reported gastrointestinal and neurological side effects, rather than proarrhythmias.
Likewise, in the present study, approximately half the patients under long-term propafenone

experienced neurological (headache and dizziness) side effects.

There was a high incidence of proarrhythmic events reported for patients taking
flecainide, the most common being atrial flutter with rapid AV conduction. Despite the fact
that drugs slowing AV-nodal conduction were frequently prescribed to reduce this
complication, the majority of proarrhythmic side effects still arose in patients using a
concomitant beta-blocker. Similar findings were also reported in another retrospective
observational study conducted in Sweden [25]. However, due to the lack of a control group,
potential confounders could not be excluded in the Swedish cohort, as well as in the present

study.

The current patient cohort was young and mostly without accompanying structural
heart disease. Despite this, a significant association was demonstrated of antiarrhythmic drug
discontinuation with the increasing age of patients. This underlines the importance of
continuous reassessment of patients not to miss subclinical cardiovascular disease while on
flecainide or propafenone. Other adverse effects included dizziness, fatigue or visual

disturbances, similar to reports of early prospective trials [10, 17].

One-fourth of all patients in the present cohort with an adequate therapy response to
Class Ic antiarrhythmics stopped the medication and underwent catheter ablation during the
follow-up period. Current European Society of Cardiology guidelines promote patient choice
for the selection of an appropriate long-term rhythm control strategy in the absence of
structural heart disease [1]. For this purpose, Class Ic antiarrhythmics and catheter ablation
are given Class IA and IIA recommendations, respectively. The MANTRA-PAF trial showed

the benefit of catheter ablation after 5 years of follow-up with a safety profile comparable to



antiarrhythmic drug therapy [26]. The CABANA trial, on the other hand, did not show a

benefit of ablation compared to antiarrhythmic drugs in the per-protocol analysis [27].

The current study has the limitation of having a retrospective design without
predefined follow-up evaluations. Therefore, data on further co-morbidities are lacking.
Furthermore, loss of follow-up is an innate issue with this trial design making an estimate of

mortality not possible.

Conclusions

Long-term therapy with Class Ic antiarrhythmics showed clinical efficacy in
approximately half of the patients with paroxysmal or persistent AF. However, these drugs
were also associated with a relatively high rate of adverse events, and in particular
proarrhythmic effects, which often resulted in therapy discontinuation rendering appropriate

patient selection and therapy surveillance essential.

Conflicts of interest: Urs Eriksson received fellowship and training support from Boston
Scientific, Medtronic, Abbott/St. Jude Medical, and Biosense-Webster. Speaker and/or
consultant honoraria from Novartis, AstraZeneca, Daiichi Sankyo, Boehringer, Menarini, and
Biotronik, as well as institutional research grants from MicroPort, Biotronik, Boston-
Scientific; all outside of this work. Boldizsar Kovacs, Haci Yakup Yakupoglu and Nazmi
Krasniqi report no conflicts of interest. Firat Duru reports institutional grant support from
Abbott, Amgen, Astra-Zeneca, Bayer, Biosense-Webster, Biotronik, Boston-Scientific,
Bristol-Myers Squibb, Daiichi Sankyo, Medtronic, Merck/MSD, Novartis, Pfizer, Sanofi-

Aventis and Zoll.

References

1. Hindricks G, Potpara T, Dagres N, et al. ESC Scientific Document Group. 2020 ESC
Guidelines for the diagnosis and management of atrial fibrillation developed in collaboration
with the European Association for Cardio-Thoracic Surgery (EACTS): The Task Force for the
diagnosis and management of atrial fibrillation of the European Society of Cardiology (ESC)
Developed with the special contribution of the European Heart Rhythm Association (EHRA)
of the ESC. Eur Heart J. 2021; 42(5): 373-498, doi: 10.1093/eurheartj/ehaa612, indexed in
Pubmed: 32860505.

2. Wang ZG, Pelletier LC, Talajic M, et al. Effects of flecainide and quinidine on human atrial
action potentials. Role of rate-dependence and comparison with guinea pig, rabbit, and dog
tissues. Circulation. 1990; 82(1): 274-283, doi: 10.1161/01.cir.82.1.274.

3. Aliot E, Capucci A, Crijns HJ, et al. Twenty-five years in the making: flecainide is safe and
effective for the management of atrial fibrillation. Europace. 2011; 13(2): 161-173,
doi: 10.1093/europace/euq382, indexed in Pubmed: 21138930.



http://dx.doi.org/10.1093/eurheartj/ehaa612
https://www.ncbi.nlm.nih.gov/pubmed/21138930
http://dx.doi.org/10.1093/europace/euq382
http://dx.doi.org/10.1161/01.cir.82.1.274
https://www.ncbi.nlm.nih.gov/pubmed/32860505

10.

11.

12.

13.

14.

15.

16.

Anderson JL, Gilbert EM, Alpert BL, et al. Prevention of symptomatic recurrences of
paroxysmal atrial fibrillation in patients initially tolerating antiarrhythmic therapy. A
multicenter, double-blind, crossover study of flecainide and placebo with transtelephonic
monitoring. Flecainide Supraventricular Tachycardia Study Group. Circulation. 1989; 80(6):
1557-1570, doi: 10.1161/01.cir.80.6.1557.

Anderson |, Platt M, Guarnieri T, et al. Flecainide acetate for paroxysmal supraventricular
tachyarrhythmias. Am | Cardiol. 1994; 74(6): 578-584, doi: 10.1016/0002-9149(94)90747-1.

Clementy J, Dulhoste MN, Laiter C, et al. Flecainide acetate in the prevention of paroxysmal
atrial fibrillation: a nine-month follow-up of more than 500 patients. Am ] Cardiol. 1992;
70(5): 44A-49A, doi: 10.1016/0002-9149(92)91077-h, indexed in Pubmed: 1509998.

Hohnloser S, Zabel M. Short- and long-term efficacy and safety of flecainide acetate for
supraventricular arrhythmias. Am ] Cardiol. 1992; 70(5): A3-A10, doi: 10.1016/0002-
9149(92)91071-b.

Mary-Rabine L, Telerman M. Long term evaluation of flecainide acetate in supraventricular
tachyarrhythmias. Acta Cardiol. 1988; 43(1): 37-48, indexed in Pubmed: 3132008.

Pietersen A, Hellemann H. Usefulness of flecainide for prevention of paroxysmal atrial
fibrillation and flutter. Am ] Cardiol. 1991; 67(8): 713-717, doi: 10.1016/0002-
9149(91)90527-r.

Allot E, Denjoy I. Comparison of the safety and efficacy of flecamide versus propafenone in
hospital out-patients with symptomatic paroxysmal atrial fibrillation/flutter. Am ] Cardiol.
1996; 77(3), doi: 10.1016/s0002-9149(97)89120-5.

Bellandi F, Simonetti I, Leoncini M, et al. Long-term efficacy and safety of propafenone and
sotalol for the maintenance of sinus rhythm after conversion of recurrent symptomatic atrial
fibrillation. Am ] Cardiol. 2001; 88(6): 640-645, doi: 10.1016/s0002-9149(01)01806-9,
indexed in Pubmed: 11564387.

Pritchett ELC, Page RL, Carlson M, et al. Rythmol Atrial Fibrillation Trial (RAFT) Investigators.
Efficacy and safety of sustained-release propafenone (propafenone SR) for patients with
atrial fibrillation. Am ] Cardiol. 2003; 92(8): 941-946, doi: 10.1016/s0002-9149(03)00974-3,
indexed in Pubmed: 14556870.

Crijns HJ, Gosselink AT, Lie KI. Propafenone versus disopyramide for maintenance of sinus
rhythm after electrical cardioversion of chronic atrial fibrillation: a randomized, double-blind
study. PRODIS Study Group. Cardiovasc Drugs Ther. 1996; 10(2): 145-152,

doi: 10.1007/BF00823592, indexed in Pubmed: 8842506.

Capucci A, Piangerelli L, Ricciotti J, et al. Flecainide-metoprolol combination reduces atrial
fibrillation clinical recurrences and improves tolerability at 1-year follow-up in persistent
symptomatic atrial fibrillation. Europace. 2016; 18(11): 1698-1704,

doi: 10.1093/europace/euv462, indexed in Pubmed: 26893497.

Atarashi H, Ogawa S, Inoue H, et al. Flecainide Atrial Fibrillation Investigators. Dose-
response effect of flecainide in patients with symptomatic paroxysmal atrial fibrillation
and/or flutter monitored with trans-telephonic electrocardiography: a multicenter, placebo-
controlled, double-blind trial. Circ J. 2007; 71(3): 294-300, doi: 10.1253/circj.71.294,
indexed in Pubmed: 17322624.

Kirchhof P, Andresen D, Bosch R, et al. Short-term versus long-term antiarrhythmic drug
treatment after cardioversion of atrial fibrillation (Flec-SL): a prospective, randomised,
open-label, blinded endpoint assessment trial. Lancet. 2012; 380(9838): 238-246,

doi: 10.1016/S0140-6736(12)60570-4, indexed in Pubmed: 22713626.



https://www.ncbi.nlm.nih.gov/pubmed/22713626
http://dx.doi.org/10.1016/S0140-6736(12)60570-4
https://www.ncbi.nlm.nih.gov/pubmed/17322624
http://dx.doi.org/10.1253/circj.71.294
https://www.ncbi.nlm.nih.gov/pubmed/26893497
http://dx.doi.org/10.1093/europace/euv462
https://www.ncbi.nlm.nih.gov/pubmed/8842506
http://dx.doi.org/10.1007/BF00823592
https://www.ncbi.nlm.nih.gov/pubmed/14556870
http://dx.doi.org/10.1016/s0002-9149(03)00974-3
https://www.ncbi.nlm.nih.gov/pubmed/11564387
http://dx.doi.org/10.1016/s0002-9149(01)01806-9
http://dx.doi.org/10.1016/s0002-9149(97)89120-5
http://dx.doi.org/10.1016/0002-9149(91)90527-r
http://dx.doi.org/10.1016/0002-9149(91)90527-r
https://www.ncbi.nlm.nih.gov/pubmed/3132008
http://dx.doi.org/10.1016/0002-9149(92)91071-b
http://dx.doi.org/10.1016/0002-9149(92)91071-b
https://www.ncbi.nlm.nih.gov/pubmed/1509998
http://dx.doi.org/10.1016/0002-9149(92)91077-h
http://dx.doi.org/10.1016/0002-9149(94)90747-1
http://dx.doi.org/10.1161/01.cir.80.6.1557

17. Naccarelli G, Dorian P, Hohnloser S, et al. Prospective comparison of flecainide versus
quinidine for the treatment of paroxysmal atrial fibrillation/flutter. Am J Cardiol. 1996; 77(3),
doi: 10.1016/s0002-9149(97)89118-7.

18. Gulizia M, Mangiameli S, Orazi S, et al. PITAGORA Study Investigators. A randomized
comparison of amiodarone and class IC antiarrhythmic drugs to treat atrial fibrillation in
patients paced for sinus node disease: the Prevention Investigation and Treatment: A Group
for Observation and Research on Atrial arrhythmias (PITAGORA) trial. Am Heart J. 2008;
155(1): 100-7, 107.e1, doi: 10.1016/j.ahj.2007.08.033, indexed in Pubmed: 18082498.

19. Nieuwlaat R, Capucci A, Camm AJ, et al. European Heart Survey Investigators. Atrial
fibrillation management: a prospective survey in ESC member countries: the Euro Heart
Survey on Atrial Fibrillation. Eur Heart ). 2005; 26(22): 2422-2434,
doi: 10.1093/eurheartj/ehi505, indexed in Pubmed: 16204266.

20. Teme T, Goldberger JJ. Atrial fibrillation practice patterns among cardiac electrophysiologists
and cardiologists. Cardiol J. 2014; 21(3): 293-298, doi: 10.5603/CJ.a2013.0089, indexed in
Pubmed: 23799561.

21. Echt DS, Liebson PR, Mitchell LB, et al. Mortality and morbidity in patients receiving
encainide, flecainide, or placebo. The Cardiac Arrhythmia Suppression Trial. N Engl ] Med.
1991; 324(12): 781-788, doi: 10.1056/NEJM199103213241201, indexed in
Pubmed: 1900101.

22. Lafuente-Lafuente C, Mouly S, Longas-Tejero MA, et al. Antiarrhythmics for maintaining sinus
rhythm after cardioversion of atrial fibrillation. Cochrane Database Syst Rev. 2007(4):
CD005049, doi: 10.1002/14651858.CD005049.pub?2, indexed in Pubmed: 17943835.

23. lonescu-Ittu R, Abrahamowicz M, Jackevicius CA, et al. Comparative effectiveness of rhythm
control vs rate control drug treatment effect on mortality in patients with atrial fibrillation.
Arch Intern Med. 2012; 172(13): 997-1004, doi: 10.1001/archinternmed.2012.2266, indexed
in Pubmed: 22664954.

24. Stoschitzky K, Stoschitzky G, Lercher P, et al. Propafenone shows class Ic and class |I
antiarrhythmic effects. Europace. 2016; 18(4): 568-571, doi: 10.1093/europace/euv195,
indexed in Pubmed: 26056191.

25. Aimroth H, Andersson T, Fengsrud E, et al. The safety of flecainide treatment of atrial
fibrillation: long-term incidence of sudden cardiac death and proarrhythmic events. ] Intern
Med. 2011; 270(3): 281-290, doi: 10.1111/j.1365-2796.2011.02395.x%, indexed in
Pubmed: 21635583.

26. Nielsen JC, Johannessen A, Raatikainen P, et al. MANTRA-PAF Investigators. Long-term
efficacy of catheter ablation as first-line therapy for paroxysmal atrial fibrillation: 5-year
outcome in a randomised clinical trial. Heart. 2017; 103(5): 368-376, doi: 10.1136/heartjnl-
2016-309781, indexed in Pubmed: 27566295.

27. Mark DB, Anstrom K], Sheng S, et al. CABANA Investigators. Effect of Catheter Ablation vs
Medical Therapy on Quality of Life Among Patients With Atrial Fibrillation: The CABANA
Randomized Clinical Trial. JAMA. 2019; 321(13): 1275-1285, doi: 10.1001/jama.2019.0692,
indexed in Pubmed: 30874716.

Table 1. Clinical characteristics of the 361 patients treated with Class Ic antiarrhythmics.
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Antiarrhythmic therapy Flecainide = Propafenone P value
(n = 287) (n=174)

Age [years] 56 + 12 56 + 11 0.625
Women 78 (27) 22 (30) 0.663
Arrhythmia frequency: 0.548

Paroxysmal 264 (92) 67 (90)

Persistent 23 (8) 7 (10)
Daily antiarrhythmic dose [mg] 166 + 77 359 + 155
Antiarrhythmic co-medication: 0.563

Beta-blocker 202 (70) 46 (62)

Calcium channel blocker 30 (10) 6 (8)

Digoxin 2(1) 1(1)
CHA,Ds,-VASc Score: 0.8+1.1 0.7+0.9 0.4

0-1 219 (76) 59 (80)

2 41 (14) 11 (15)

3 18 (6) 4 (5)

4 2(1) 0 (0)

>5 4 (1) 0(0)
Antithrombotic therapy: 0.037

Acetylsalicylic acid 51 (18) 10 (14)

Vitamin K antagonist 110 (38) 41 (55)

Direct oral anticoagulant 35(12) 2(3)

Low molecular weight 1(1) 0(0)

heparin
Structural heart disease: 0.611

Hypertrophic 14 (5) 6 (8)

Valvular 13 (4) 14 (19)

Aortic 8(3) 0(0)

Congenital 2(1) 1(1)

Ischemic heart disease 1(1) 0(0)

Other 10 (4) 4 (5)
Left ventricular ejection fraction 60 + 7 58+ 7 0.059
[%]
Left atrial diameter [cm] 42 +0.7 45+0.7 0.062

Echocardiographic parameters were available in 249 (68%) patients. Data are shown as mean
+ standard deviation or number (percentage).

Table 2. Adverse drug effects leading to drug discontinuation (n = 52).

Adverse drug effects Flecainid Propafenone
e (n=4)
(n = 48)

Arrhythmia and electrocardiogram-changes:
Atrial flutter with rapid ventricular 9(19) 1(25)



conduction

Symptomatic bradycardia 5(11)
Broadening QRS complex 5(11)
Ventricular tachycardia 3 (6)
Palpitations without documented 1(2) 1(25)
arrhythmia
Isolated QT prolongation 1(2)
Other adverse effects:
Neurologic 12 (25) 2 (50)
Syncope without arrhythmia 3(6)
Dermatologic 3(6)
Gastrointestinal 3(6)
Other 3 (6)

Data are shown as number (percentage).
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Figure 1. Atrial flutter with rapid atrioventricular (2:1 to 3:1) conduction.



Antiarrhythmic
medication

W Flecainide
B rropafenone

Count

Figure 2. Reasons for Class Ic antiarrhythmic drug discontinuation (flecainide, n = 99;

propafenone, n = 19). There is a significant difference between the distributions of the two
groups (p = 0.002).
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Figure 3. A. Narrow-complex supraventricular tachycardia (atrial fibrillation/flutter)
transforming into wide-complex tachycardia due to phase 3 aberration with a long-short
sequence; B. Atrial fibrillation/flutter with wide QRS complexes in response to flecainide

treatment.
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treatment. QRS widening is more prominent on right precordial leads (V1/V2) along with a

Figure 4. Broadening of QRS complex during exercise stress test in a patient under flecainide

pseudo-Brugada pattern.
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Figure 5. Broadening of QRS complex during exercise stress test in a patient under flecainide
treatment. QRS widening is more prominent on right precordial leads (V1/V2) along with a

pseudo-Brugada pattern.



