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Pill in the pocket 1C approach 
(Alboni et al. NEJM 2004)

Follow-up 15+5 mos
210 pts

165 AF recurrences (79%)

618 episodes

569 treated

534 (94%)  
interrupted < 6h

26 (5%)  
not interrupted





Pitfalls nella terapia di controllo del ritmo

• Discontinuazione nel tempo 
• Scarsa aderenza



Kaplan Meier rate of discontinuation by initial AAD 

8,562 patients <65 y, without SHD. Rates of discontinuation rate was 40% for class IC drugs, 52% for amiodarone, 40% for sotalol, and 69% for 
dronedarone 

LaPointe et al. Circ Cardiovasc Qual Outcomes 2015;8:292-300  

Dronedarone

Amiodarone

Class IC and Sotalol



Varying patterns of adherence. 

Bernard Vrijens, and Hein Heidbuchel Europace 2015;17:514-523

Published on behalf of the European Society of Cardiology. All rights reserved. © The Author 2015. For permissions please email: 
journals.permissions@oup.com.





AADs are more effective when initiated 
within 2 days

Reisinger J. Am J Cardiol 1998;81:1450            Martinez-Marcos Am J Cardiol 2000;86:950–953

*

69

44

0

0

20

40

60

80

100

< 24 hrs 2-7 days > 8 days

Conversion rates of recent-onset AF

Cumulative conversion rates (%) of AF (≤ 48 hrs) in 
relation to the time after infusion

• IC AADs – SR is restored in 60-70% within 2 h 
• Amiodarone - slower onset of CV 

• Lower risk of proarrhythmia  
• First choice in patients with HF or CAD“Window” → remodeling









1. Flecainide has no effect on QT interval, but produces a rate-dependent prolongation in atrial APD and 
refractoriness (exerts a class III effect) 

• Slows the recovery kinetics of Na+ channels at fast rates

Reverse use-
dependence

Flecainide prolongs atrial APD and refractoriness at fast rates (Wang et al. Circ Res 1992;71:271-287)





Oral Flecainide vs i.v. Amiodarone vs Placebo to convert AF to 
SR 

(Capucci et al. AJC 1992)
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Left column: intravenous propafenone; middle column: oral propafenone; right column: placebo

Boriani G et al. Chest. 1995 Aug;108(2):355-8.



Fibrillazione Atriale 
 Conversione con Propafenone nella F.A. Recente

PFN-EV PFN-OS
PLACEBO

Botto G.L. PACE 21: 2480; 1998
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Acute Flecainide

• To obtain the maximum benefit i.v. you need a 0.007 mg/kg 
continuous infusion after the bolus (2 mg/Kg) 

• In oral “pill in the pocket” acute administration dosage is related to 
weight and basal AAD chronic therapy











Reproducible efficacy of oral loading Propafenone in PAF 
(Capucci et al. AJC 2003)





Pill in the pocket: ER drop-down
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Alboni P et al. N Engl J Med. 2004;351:2384-91.



Costs QALYs Time in NSR Relapses

Pill in the pocket £ 1512 9,21 3220 2422
AADs £ 2389 9,23 2274 1403

In-hospital CV £ 2340 9,29 2683 2153

Saborido CM et al. Health Technol Assess. 2010;14:1-75.

• The pill-in-the-pocket is less effective in preventing 
recurrences 

• Life expectancy adjusted for QoL is similar between 
both groups 

• Pill in the pocket related costs are 40 % lower



Caso clinico

• Paziente donna di 95 anni, ipertesa in anamnesi in terapia con Ace –
inibitore. Aspirinetta 100 mg per 45% mono-restringimento carotideo. 
FE 59% in assenza di valvulopatie 

• Da 1 anno 9 episodi di FA sintomatici (insorgenti di notte a riposo) con 
FC media all’ insorgenza di 130/min (dispnea e agitazione) 

• Flecainide 200 mg in unica dose:passaggio a RS fra 1.5 e 2 ore 
massimo , stando a riposo. Mai sincopi e /o lipotimie 

• Terapia ipocoagulante?



Caso clinico 2
• Maschio, 72 anni, LP con  regime di vita sedentario 
• Fattori di rischio: nessuno.Lieve dilatazione Asn. FE 61%. 
• Anamnesi cardiovascolare remota:  pregressi episodi di 

fibrillazione atriale persistente (non passano sua sponte 
anche dopo 24 ore), profondamente sintomatici con FC 
140/min 

• Nell’ ultimo anno 30 episodi di FA sempre diurni insorti a 
riposo o in concomitanza con il pasto, mai in rapporto con 
attività fisica



Caso clinico 2, maschio 72 anni

• Flecainide 300 mg in unica somministrazione prima di 
coricarsi o appena possibile 

• Risultato : sempre in RS al mattino 
• Mai andato in Ospedale per FA 
• Non anticoagulato al momento per Chads-va 1 e brevi FA 
• Durata media di FA post assunzione PIP:3-4 h 
• TERAPIA IPOCOAGULANTE? ABLAZIONE FA?



What is the purpose of pharmacologic cardioversion?

Even though the reported rate of spontaneous conversion is up to 50%, in the first 24 h after the onset 

of atrial fibrillation, an earlier restoration of sinus rhythm by cardioversion will result in: 

• early alleviation of  patients’ symptoms 

• no need of atrio-ventricular node blocking drugs  
• decrease the chances of thromboembolism 

• prevent tachycardia-related cardiomyopathy 

• lessen atrial mechanical dysfunction and electrophysiological remodeling  
	 	 	 	

Ijaz A Khan DOI: http://dx.doi.org/10.1016/j.ehj.2004.06.007 1274-1276






