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I31: Is there a role for symptoms to guide the 

management of pts with AF 

Disertori, Lombardi et al, 

Am Heart J 2011 



Relationship between symptomatic and asymptomatic AF 

recurrences and rhythm at study end-visit 



Van Gelder et al, NEJM 2010 





2: Is there a role for digoxin for recent 
onset AF ? 



207 Participating Hospitals 

5734 
ENROLLED PATIENTS 

1185 (20.7%) 
Planned admission in 

cardiology 

4549 (79.3%) 
Managed by the Emergency 

Room 

2749 (60.4%) Admitted to hospital 

1174 

(42.7%) 

Cardiology 

1034 

(37.6%) 

Internal 

Medicine 

541 

(19.7%) 

Other 

ward 

1706 (37.5%) Discharged 

89 (2.0%)       Transferred 

5 (0.1%)         Dead 

FIRE 



FIRE 

Cardioversion by ward of admissions 

(data on 2179 pts) 

Cardiology

(%)

Internal

Medicine

(%)

Other

wards

(%)

p
Total

(%)

CV-Electrical 15.8 1.4 7.1 0.001 8.9

CV-Pharmacological 62.7 47.5 52.1 0.001 55.2

CV-E or CV-Ph 72.5 48.1 56.5 0.001 60.6



FIRE 

Treatments in the first 24 hours by ward of admissions 

Cardiology

(%)

Internal

Medicine

(%)

Other

wards

(%)

p
Total

(%)

Digitalis 38.0 61.6 41.4 0.001 47.3

Amiodarone 36.1 22.8 26.6 0.001 29.4

Quinidine 3.9 2.8 1.9 NS 3.1

Flecainide 4.3 0.3 3.2 0.001 2.6

Propafenone 24.9 19.5 24.7 0.008 22.9



The management cascade for patients with AF 

ESC 2010 

3: Is there a role for ACE inhibitors ? 



Valsartan reduces the incidence of atrial 

fibrillation in patients with heart failure 
(Val-Heft Study) 

Maggioni et al, 2005 

In the Val-Heft 

study, valsartan 

administration 

was associated 

with a reduced 

incidence of AF. 

 



  

  

 

A Randomized Trial on the Angiotensin Receptor Blocker 

Valsartan in the Prevention of Atrial Fibrillation Recurrence 

GISSI-AF Investigators* 

 

Disertori et al. NEJM 2009  

The results of GISSI-AF 

trial did not show a 

beneficial effect of 

Valsartan on AF 

recurrences during 1 year 

follow-up period. 

 



Disertori et al. NEJM 2009 

There were no 

subgroups in 

which Valsartan 

was better than 

placebo. 

 



The management cascade for patients with AF 

ESC 2010 

4: Is there a role for ASA in AF ? 





Olesen et al Tromb 
Haemost 2011 





unadjusted Age & gender Baseline ch. 





ESC 2010 

4: Is there still a role for dronedarone? 
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Dronedarone is a multichannel blocker 

• Dronedarone Possesses Electrophysiologic 
Characteristics of all Four Vaughan Williams Classes 

– Outward currents 
• Ikr: rapidly activating delayed rectifier potassium current 

• Iks: slowly activating delayed rectifier potassium current  

• Ito: transient outward current 

• Ik(Ach): muscarinic receptor-operated K+ current (atria) 

– Inward currents 
• Fast sodium currents 

• Calcium channel antagonist 

• Dronedarone has anti-fibrillatory effects in the 
ventricles and atria 

 
Gautier P, et al. J Cardiovasc Pharmacol. 2003;41(2):191-202. 
Doggrell SA, Hancox JC, Expert Opin Investig Drugs 2004;13:415-426. 



Dronedarone more than doubled time 
to first recurrence of AF/AFL 

Singh BN, et al. N Engl J Med. 2007;357:987-99. 
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p<0.001 

Placebo on top of standard therapy* 

DR 400mg bid on top of standard therapy* 

Paroxysmal/persistent AF patients 

*Standard therapy may have included rate control agents (beta-blockers, and/or Ca-antagonists and/or digoxin) 
and/or anti-thrombotic therapy (oral anticoagulation and/or long-term antiplatelet therapy) and/or other CV therapy 

such as ACE inhibitors and statins 
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The ATHENA  study 
• The largest single antiarrhythmic drug trial conducted in 

AF 

– >4,600 patients with a history of atrial fibrillation or 
atrial flutter 

–More than 550 investigational sites in 37 countries 

--- To evaluate the efficacy and safety of dronedarone 
400mg bid vs placebo on top of standard therapy* in 
the prevention of CV hospitalisation or death from 
any cause over a minimum treatment and follow-up 
duration of 12 months in patients with paroxysmal 
or persistent AF/AFL 

Hohnloser SH, et al. J Cardiovasc Electrophysiol 2008;19:69-73. 

* Standard therapy may have included rate control agents (beta-blockers, and/or Ca-antagonist and/or digoxin) and/or anti-thrombotic therapy 

 (Vit. K antagonists and /or aspirin and other antiplatelets therapy) and/or other CV agents such as ACEIs/ARBs and statins 
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Hohnloser SH, et al. J Cardiovasc Electrophysiol 2008;19:69-73. 

Inclusion criteria Exclusion criteria 

 High-risk patients with a 
history of paroxysmal or 
persistent AF/AFL  

 Aged ≥75 years with or without 
additional risk factors 

 Aged ≥70 years and ≥1 risk 
factor (hypertension; diabetes; 
prior stroke/TIA; LA ≥50 mm; 
LVEF <0.40) 

 Permanent AF 

 Unstable hemodynamic situation         
(i.e. recently decompensated CHF) 

 CHF NYHA class IV 

 Bradycardia <50 bpm and/or 
PR >0.28 sec 

 Sick sinus syndrome 

 Calculated GFR at baseline <10 
ml/min 

 Potassium <3.5 mmol/L 

 Concomitant antiarrhythmic drug 
Rx 

 Severe illness limiting life 
expectancy 

 Pregnancy or breastfeeding 

 Refusal or inability to give 
informed consent 

 Originally the protocol had allowed 
patients <70 years of age with additional 
risk factors into the study 

 The protocol was subsequently 
amended to include only patients 
≥70 years of age 
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   Dronedarone significantly decreased risk of CV 

hospitalisation or death from any cause by 24%  
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Placebo on top of standard therapy 

DR 400mg bid on top of standard therapy 

HR=0.76 

p<0.001 

Placebo 2327 1858 1625 1072 385 3 

DR 400mg 

bid 
2301 1963 1776 1177 403 2 

24% 
reduction 
in relative 
risk 

Patients at risk: 

Hohnloser SH, et al. N Engl J Med 2009;360:668-78. 

The number needed to treat 

(NNT) to prevent one first CV 

hospitalisation or death is 13 

Any unplanned hospitalisation (i.e., admission with an overnight stay in the 

hospital) was classified by the investigator as a hospitalisation due to either CV 

or non-CV causes 
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   Dronedarone reduced AF/AFL recurrence 

in patients with sinus rhythm at baseline 

Mean follow-up 21 ± 5 months 

 More than 50% of patients included in sinus rhythm and treated with dronedarone 

were free of AF recurrence after 2 years 

Page R, et al. AHA Scientific Sessions 2008 
Page R, et al. Circulation. 2008;118:S_827. 
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   Dronedarone significantly prolonged  

time to first electrical cardioversion 

Page R, et al. AHA Scientific Sessions 2008 
Page R, et al. Circulation. 2008;118:S_827. 
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   Dronedarone significantly reduced the 

relative risk of stroke by 34% 

Mean follow-up 21 ±5 months. 
Connolly et al; Circulation. 2009;120:1174-1180.  
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Patients at risk: 



Kober et al, NEJM 2008 



Permanent Atrial fibriLLAtion Outcome Study 

Using Dronedarone on Top of Standard Therapy 

(PALLAS) 
This study is ongoing, but not recruiting participants.  

•Primary Outcome Measures: Time from randomization to first 

occurrence among stroke, systemic arterial embolism, myocardial 

infarction or cardiovascular death 

 

•Time from randomization to first occurrence of unscheduled 

cardiovascular hospitalization or death from any cause. 

• 

Secondary Outcome Measures: Time from randomization to 

cardiovascular death. 



Inclusion criteria: 

•Permanent AF defined by the presence of all of the following criteria: 

• Availability of one 12-lead ECG not more than 14 days prior to randomization showing 

that the patient is in AF or atrial flutter 

• Availability of documentation (including either rhythm strips or medical report of the 

rhythm) showing that the patient was in AF or atrial flutter at least 6 months prior to 

randomization 

• No evidence of sinus rhythm in the period between these two documentations of AF 

• Patient and physician decision to allow AF to continue without further efforts to restore 

sinus rhythm 

•At least one of the following risk criteria: 

• Coronary artery disease 

• Prior stroke or Transient Ischemic Attack (TIA) 

• Symptomatic heart failure 

• Left ventricular ejection fraction ≦ 0.40 

• Peripheral arterial occlusive disease 

• Aged 75 years or older with both hypertension and diabetes mellitus 

Exclusion criteria: 
•Paroxysmal AF 

•Persistent AF without a decision to allow AF to continue without further efforts to restore sinus 

rhythm 

•Heart failure of New-York Heart Association (NYHA) class IV or recent unstable NYHA class 

III 



 

 

Multaq 

N=1572  

n (%) 

Placebo  

N=1577  

n (%) 

Hazard Ratio p-value 

CV Death, 

Myocardial 

Infarction, Stroke, 

Systemic 

Embolism* 

32 (2) 14 (0.9) 2.3 0.009 

Death, 

Unplanned CV 

Hospitalization* 
118 (7.5) 81 (5.1) 1.5 0.006 

Death 16 (1) 7 (0.4) 2.3 0.065 

Myocardial 

Infarction 
3 (0.2) 3 (0.2) 1.0 1 

Stroke 17 (1.1) 7 (0.4) 2.4 0.047 

Heart Failure 

Hospitalization 
34 (2.2) 15 (1) 2.3 0.008 

Events during the PALLAS study as of June 30, 2011. 
   



European Medicines Agency recommends restricting use of Multaq 

•Treatment with Multaq should be restricted to patients with paroxysmal or persistent 

atrial fibrillation when sinus rhythm has been obtained. It is no longer indicated for 

use in patients when atrial fibrillation is still present. 

 

•Treatment with Multaq should only be started and monitored by a specialist after 

other anti-arrhythmic medicines have been considered. 

 

•Multaq must not be used in patients with permanent atrial fibrillation, heart failure 

or left ventricular systolic dysfunction (impairment of the left side of the heart). 

 

•Doctors should consider discontinuation of treatment if atrial fibrillation reoccurs. 

 

•Multaq must not be used in patients who have had previous liver or lung injury 

following treatment with amiodarone, another anti-arrhythmic medicine. 

 

•Patients on Multaq should have their lung and liver function as well as their heart 

rhythm regularly monitored. Especially the liver function should be closely 

monitored during the first few weeks of treatment. 



Safety first, efficay second….. 

 

Probably, safety and efficacy 
must go hand to hand. 



Facts about Multaq 

•Used to reduce the risk of cardiovascular hospitalization in patients with 

paroxysmal or persistent atrial fibrillation (AF) or atrial flutter (AFL), with a 

recent episode of AF/AFL and associated cardiovascular risk factors, who are in 

sinus rhythm or who will be cardioverted [Refer to Multaq label] 

•From approval in July 2009 through June 2011, approximately 1 million Multaq 

prescriptions were dispensed and approximately 241,000 patients received Multaq 

prescriptions from U.S. outpatient retail pharmacies.2 

http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/022425s010lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/022425s010lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2011/022425s010lbl.pdf



