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Dronedarone Clinical Overview  
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Objective 

ANDROMEDA was conducted in high-risk 
congestive heart failure (CHF) patients with left 
ventricular dysfunction and 
a recent acute decompensation and aimed to 
evaluate 
the potential benefit of dronedarone on all 
cause death or hospitalisation for worsening 
heart failure 

Patients were not selected based on AF / AFL 
history 

Køber L, et al. N Engl J Med. 2008;358:2678-87. 



Study endpoints 

Primary endpoint 

Death from any cause or hospitalisation for worsening 
heart failure 

Secondary endpoints 

Death from all causes 
Hospitalisation for cardiovascular causes 
Hospitalisation for worsening heart failure 
Occurrence of atrial fibrillation or flutter 
Death from arrhythmia 
Sudden death 

Køber L, et al. N Engl J Med. 2008;358:2678-87. 



Placebo 317 234 159 87 41 16 6 1 

DR 400mg bid 310 232 151 87 49 19 4 1 

Køber L, et al. N Engl J Med. 2008;358:2678-87. 
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Placebo 317 256 181 103 50 18 6 1 

DR 400mg bid 310 257 174 104 59 22 5 1 
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Køber L, et al. N Engl J Med. 2008;358:2678-87. 

Placebo 
n=317 

Dronedarone 800mg 
n=310 

Number of patients who died  12 25 
Hazard Ratio 2.13 
95% CI  [1.07; 4.25] 
Log rank p value 0.03 

Patients at risk: 



Increases in Serum Creatinine were more 
Frequent in the Dronedarone Group vs Placebo 

EOT=End Of Treatment; ASAP=As Soon As Possible. 
Data on file. 
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Variable 
 
Demographic characteristic 
• Mean age (yr) 
• Female sex (%) 

 
Clinical characteristic (%) 
• Baseline atrial fibrillation 
• Hypertension 
• Coronary artery disease 
• CHF 

 
Treatment 
• Beta-blocker 
• Digoxin 
• ACE-i/ARBs 
• Oral anticoagulant 
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Diastolic function LA Volume 

Tsang TSM et al, 



Comparison of Mortality and Morbidity in Patients With Atrial 
Fibrillation and Heart Failure With Preserved Versus Decreased  

Left Ventricular Ejection Fraction  
 Am J Cardiol 2011;108:1283–1288 

All cause mortality Combined endpoint 



Comparison of Mortality and Morbidity in Patients With Atrial 
Fibrillation and Heart Failure With Preserved Versus Decreased  

Left Ventricular Ejection Fraction  
 Am J Cardiol 2011;108:1283–1288 

Cardiovascular mortality Rehospitalization 



32 

Non-Antiarrhythmic Drugs in Atrial 
Fibrillation 

Mod. from Lally J Cardiovascular Elettrophysiol 2007;18:1222 
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From anatomical to 
electrical irreversible remodeling 

Hypertension & 
other   

Risk Factors 

LV Hypertrophy 

LV 
remodelling  

LA 
dilatation 

LA 
fibrosis 

Paroxysmal 
AF 

Persistent  
AF 

Permanent 
AF 

LIFE + 

GISSI-AF - 

ANTIPAF - 





EMPHASIS-HF, 2012 
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99mTc-DPD scintigraphy 

Early scan (5 min) Late scan (3 h) 



EMB : cardiac amyloidosis. Severe entity 
of deposition. Interstitial and endocardial 
localization. Moderate myocytes damage. 
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Swedberg K, et al. Lancet. 2010;376:875-885. 
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Primary composite end point  
according to HR achieved at D28*  

*Data exclude patients reaching primary composite end point in the first 28 days 
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Heart Rate reduction 
is a positive inotropic 
intervention in HF !! 



Primary endpoint: change in LVESVI     
from baseline to 8 months 
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SHIFT Echocardiography substudy: Eur.Heart J. doi:10.1093/eurhearti/ehr311 
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Pathophysiological background 





Van Gelder IC et al, N Engl J Med 2010;362:1363-73 

Strict rate control:      HR < 80 / min at rest 
             HR < 110 / min during exercise 

Stroke rate:    3.9% vs 1.6%   HR 0.35 (0.13- 0.92),  



Am Heart J 2012;164:616-24 



Time to first hospitalization 

Sarkar S et al, Am Heart J 2012;164:616-24 
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