
Lixarit (Flecainide)

Approach to Management of
Atrial Fibrillation



What is atrial fibrillation?

   



AF is the most common sustained cardiac 
arrhythmia in adults worldwide

- AF is associated with 
substantial morbidity and 
mortality

- prevalence of AF in adults is 
between 2% and 4%

- Increasing age is a prominent 
AF risk factor

- lifetime risk of AF are lower in 
women vs. men

- lifetime risk of AF are lower in 
non-Caucasian vs. Caucasian 
cohorts

-  lifetime AF risk estimate of 1 in 
3 individuals age of 55 years

- by 2030 in EU diagnosed with 
atrial fibrillation will reach 
14-17 million people (Kirchhof P. 

et al., 2016).



Risk factors for AF

 Control of modifiable risk factors could reduce the incidence of AF

Risk of AF significantly increasing from 23.4% among individuals with an optimal 
clinical risk factor profile to 33.4% and 38.4% in those with borderline and 

elevated clinical risk factors
Magnussen C, Niiranen TJ, Ojeda FM, Gianfagna F, Blankenberg S, Njolstad I, Vartiainen E, Sans S, Pasterkamp G, Hughes M, Costanzo S, 
Donati MB, Jousilahti P, Linneberg A, Palosaari T, de Gaetano G, Bobak M, den Ruijter HM, Mathiesen E, Jorgensen T, Soderberg S, Kuulasmaa 
K, Zeller T, Iacoviello L, Salomaa V, Schnabel RB; BiomarCaRE Consortium. Sex differences and similarities in atrial fibrillation epidemiology, risk 
factors, and mortality in community cohorts: results from the BiomarCaRE Consortium (Biomarker for Cardiovascular Risk Assessment in 
Europe). Circulation 2017;136:1588-1597



Why AF is dangerous?

1. Cardioembolic stroke 
accompanied by high 
disability and mortality;

2. Development of heart 
failure (HF) - the main 
complication of AF, also 
leading to death.

3. Symptoms which 
negatively impact quality 
of life

4. Hospitalization rate



Patient management: the integrated ABC pathway 
(Atrial fibrillation Better Care) ASC 2020



Classification of AF ESC 2020
First diagnosed AF not diagnosed before, irrespective of its duration or the 

presence/severity of AF-related symptoms. 

Paroxysmal AF that terminates spontaneously or with intervention within 7 days 
of onset. 

Persistent AF that is continuously sustained beyond 7 days, including 
episodes terminated by cardioversion (drugs or electrical 

cardioversion) after ≥7 days 

Long-standing 
persistent 

Continuous AF of >12 months’ duration when decided to adopt a 
rhythm control strategy

Continuous AF of 
>12 months’ 
duration when 
decided to adopt 
a rhythm control 
strategy.

AF that is accepted by the patient and physician, and no further 
attempts to restore/maintain sinus rhythm will be undertaken.  

Should a rhythm control strategy be adopted, the arrhythmia would 
be re-classified as ‘long-standing persistent AF’.

       rhythm control strategy



Cardioversion of AF to sinus rhythm 
(ESC 2020)



AAD classification

Class 1 and Class 3 used for pharmacological 
cardioversion



Recommendations for pharmacological 
cardioversion ESC 2020

Symptomatic, haemodynamically 
stable

No severe structural HD Structural HD or HF

Pill in the pocket approach



Antiarrhythmic drugs for restoration of sinus rhythm 
(pharmacological cardioversion) ASC 2020



Flecainide (Lexarit)
Flecainide acetate is an oral class Ic antiarrhythmic drug (AAD) which blocks cardiac 

Na+ channels and was approved by the FDA in 1984.

Mechanism of Action
Flecainide acts on the fast-inward Na+ ion channel and has a high affinity to activated or 

open Na+ channels. 
It prolongs the depolarization and increases refractoriness due to slow release from its 

binding site.
 Flecainide is shown to block ryanodine receptor opening, which reduces calcium release 

from sarcoplasmic reticulum resulting in after depolarization and triggered activity. Hence, 
indications for flecainide include catecholaminergic polymorphic ventricular tachycardia 
(CPVT).

Initial dose for cardioversion 300 mg for patients more than 70 kg or 200 mg otherwise
Acute success rate and expected time to sinus rhythm 59–78% (51% at 3 h, 72% at 8 h)*

Contraindications/precautions/comments 
● Should not be used in ischaemic heart disease and/or significant structural heart disease
● May induce hypotension, AFL with 1:1 conduction (in 3.5 − 5.0% of patients)
● Flecainide may induce mild QRS complex widening
● Do NOT use for pharmacological cardioversion of AFL

* ESC 2020



Efficacy of Flecainide for the Treatment of acute AF

End point time of 2 hours flecainide 
administration was associated with a 69% 
conversion rate compared with 16% with 
placebo.

End point time of 8-hour conversion rate with 
flecainide 80%, higher than the conversion rate 
with placebo which ranged to 37%

Echt D.S., Ruskin J.N. Use of Flecainide for the Treatment of Atrial Fibrillation. The Am. J. of Card. Vol. 125(7), 1 
April 2020, Pages 1123-1133



Acute AF conversion rates at various time points after 
administration of p/o flecainide or IV amiodarone and     

IV flecainide or IV amiodarone

AF conversion rate within 3 hours to be higher with p/o flecainide 66% 
compared with the IV amiodarone

Time point 8h AF conversion rates higher with p/o flecainide vs IV 
amiodarone (73% vs 53%, p <0.05) 

Echt D.S., Ruskin J.N. Use of Flecainide for the Treatment of Atrial Fibrillation. The Am. J. of Card. Vol. 125(7), 1 
April 2020, Pages 1123-1133



Acute AF conversion rates at various time points after 
administration of flecainide or propafenone

  

In 5 randomized controlled studies, the conversion rate with 
flecainide (range 50% to 90%) was higher than with 
propafenone (range 25% to 72%)

Echt D.S., Ruskin J.N. Use of Flecainide for the Treatment of Atrial Fibrillation. The Am. J. of Card. Vol. 125(7), 1 
April 2020, Pages 1123-1133



           Pill-in-the-Pocket Approach

Andrade J.G. 2018
- In 165 patients subsequently 
self-treating 618 episodes of AF 
with flecainide or propafenone, 
the conversion rate was 94% 
and the mean AF duration was 
113 ± 84 minutes.
- In 84% of the 165 patients, 
self-treatment was successful 
for all AF recurrences. 

PIP significantly reduced:
-number of emergency room 
visits;
-need for electrical 
cardioversion;
-the need for hospitalization

patients who are able to reliably self-identify symptomatic episodes of 
AF or are able to obtain confirmation from a wearable, implantable, or 
portable ECG monitoring device.



Chronic Suppression of AF 
   The primary role of chronic therapy with flecainide and other 

AADs is to delay the time to AF recurrence and reduce AF 
burden. 

P. Kirchhof 2020  (In 135 centers, 2789 patients)                                                                                                                                        Etienne Aliot, 2011



Selection of AAD for Long-term therapy

Adopted from guidelines ASC 2020

Indication for AAD

When to start AAD Usually not for the first episode, but it may enhance 
efficacy of cardioversion

How to choose among 
AADs 

Minimize proarrhythmic risk and organ toxicity
- basal ECG abnormalities (QRS duration, PR, Qtc)
- LV function
- Risk factors for proarrhythmia may be dynamic and 
change over time

How to minimize 
proarrhythmic risk

 - Evaluate ECG after the treatment
- Evaluate periodically for organ toxicity (amiodarone)
- Long-term Holter monitoring and exercise test in selected 
cases 
Avoid AAD combinations



Long-term rhythm control therapy ESC 
2020





Sotalol 











Comparison of dronedarone vs. flecainide in the maintenance of 
sinus rhythm, following electrocardioversion in adults with 

persistent atrial fibrillation: a systematic review and meta-analysis

Encompassing 1349 persistent AF 
dronedarone and flecainide 
displayed similar efficacy in 
maintaining SR in patients 
following electrocardioversion for 
persistent AF (p>0,05).

Hannah Wilson, 2020



Flecainide for 
chronic 

suppression of 
AF

1. For the chronic prevention of AF 
recurrence, it is not necessary to 
hospitalize the patient for initiation 
of therapy. 

2. important to obtain 12-lead ECGs 
at baseline, at steady state and 
before increasing the dosage.

3. echocardiogram to document the 
presence of normal LV function and 
exercise stress testing to rule out 
the presence of inducible 
myocardial ischemia before the 
initiation of chronic oral therapy. 

4. Flecainide is usually initiated at 
100 mg bid, though a minority of 
patients will respond to doses as 
low as 50 mg BID. 



Conclusion
1. Flecainide acetate is highly effective for the acute 

termination of recent onset AF and is moderately 
effective for the chronic suppression of AF. 

2. The drug has an excellent safety profile when 
administered to patients with minimal or no structural 

heart disease. 

3. The PiP approach avoids the need for these patients 
to seek emergency care.

4. Prophylactic AAD flecainide therapy during the 
blanking period following catheter ablation has been 

found to be an effective strategy even in previously drug 
refractory patients.



Stay safe!


