
La place du Dabigatran
Données de la littérature

Les AVK diminuent efficacement (64 %) le risque thromboembolique en cas de FA 
mais sont complexes d’utilisation et exposent à un sur-risque hémorragique

Les AVK sont sous-utilisés: 50 % des patients non traités

>>>  Nécessité d’un nouvel agent antithrombotique efficace, facile à prescrire et 
suivre et sûr. 

Le dabigatran = inhibiteur direct de la thrombine
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18,113 patients who had AF and 
a risk of stroke randomly 
assigned to fixed doses of 
dabigatran 110 mg or 150 mg 
twice daily or, adjusted-dose 
warfarin

Mean Follow-up 20 mo

Dabigatran given at a dose of 110 mg was associated with rates of stroke and 
systemic embolism that were similar to those associated with warfarin, as well as 
lower rates of major hemorrhage. 

Dabigatran administered at a dose of 150 mg, as compared with warfarin, was 
associated with lower rates of stroke and systemic embolism but similar rates of 
major hemorrhage. 2



« Stroke or systemic embolism occurred in 182 patients receiving 110 mg of 
dabigatran (1.53% per year), 134 patients receiving 150 mg of dabigatran (1.11% per 
year), and 199 patients receiving warfarin (1.69% per year) p<0.001 »

« The rate of hemorrhagic stroke was 0.38% per year in the warfarin group, as 
compared with 0.12% per year with 110 mg of dabigatran (P<0.001) and 0.10% per 
year with 150 mg of dabigatran (P<0.001). »
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La place du Dabigatran
Recommandations 2010
Accord FDA +++…

« Where oral anticoagulation is appropriate 
therapy, dabigatran may be considered, as an 
alternative to adjusted dose VKA therapy »

-If a patient is at low risk of bleeding (e.g. HAS-BLED score of 0–2), dabigatran 
150 mg b.i.d. may be considered, in view of the improved efficacy in the prevention 
of stroke and systemic embolism (but lower rates of intracranial haemorrhage and 
similar rates of major bleeding events, when compared with warfarin)

-If a patient has a measurable risk of bleeding (e.g. HAS-BLED score of ≥3), 
dabigatran etexilate 110 mg b.i.d. may be considered, in view of a similar efficacy in 
the prevention of stroke and systemic embolism but lower rates of intracranial 
haemorrhage and of major bleeding compared with VKA

Recommandations ESC 2010
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Nouveau score de risque
Hémorragique

Score HASBLED ≥ 3 
=

Patients à haut risque
Initiation du trt, suivi régulier 

‘Hypertension’ is defined as systolic blood pressure >160 mmHg. 

‘Abnormal kidney function’ is defined as the presence of chronic dialysis or renal transplantation or 
serum creatinine ≥200 mmol/L. 

‘Abnormal liver function’ is defined as chronic hepatic disease (e.g. cirrhosis) or biochemical evidence 
of significant hepatic derangement 

‘Bleeding’ refers to previous bleeding history and/or predisposition to bleeding, e.g. bleeding diathesis, 
anaemia, etc.

‘Labile INRs’ refers to unstable/high INRs or poor time in therapeutic range (e.g.< 60%).

‘Drugs/alcohol use’ refers to concomitant use of drugs, such as APA, NSAI drugs, or alcohol abuse
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La place de l’association Aspirine – Clopidogrel
dans le traitement antithrombotique de la FA

« Combination therapy with aspirin 75–100 mg plus clopidogrel 75 mg daily, 
should be considered for stroke prevention in patients for whom there is 
patient refusal to take OAC therapy or a clear contraindication to OAC 
therapy (e.g. inability to cope or continue with anticoagulation monitoring), 
where there is a low risk of bleeding. »

Classe IIa
Recommandations ESC 2010

Lancet 2006; 367: 1903–12

>>> AF + 1 or more risk factor for stroke, and were 
randomly allocated to receive OA (INR of 2·0–3·0; 
n=3371) or clopidogrel (75 mg per day) plus aspirin 
(75–100 mg per day recommended; n=3335).

>>> Primary outcome was 1st occurrence of stroke, 
non CNS systemic embolus, myocardial infarction, or 
vascular death.
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Le Traitement Antiarythmique
de la Fibrillation Atriale

The European Society of Cardiology 2010
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Recommandations ESC 2010
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Thérapie adjuvante en prévention des 
récidives de FA

Nouvelles places des 
IEC / ARA2 et statines

Niveaux de preuves A et B
Recommandations ESC 2010
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Choix du traitement anti-
arythmique

Patients with left ventricular hypertrophy: flecaine, 
propafenone (LVWT< 14 mm); dronedarone or amiodarone
(LVWT >14 mm)

Patients with coronary artery disease: sotalol or 
Dronedarone (first line), amiodarone (last resort)

Patients with heart failure: dronedarone and amiodarone 
in NYHA I-II, amiodarone only in NYHA III-IV10



HBPM ou 
HNF

Anticoagulation 
Péri-cardioversion
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Cardioversion pharmacologique
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La place de la Dronédarone
Données de la littérature

-Dronedarone is a multichannel blocker that inhibits the sodium, potassium, and 
calcium channels, and has non-competitive antiadrenergic activity

-Dronedarone was shown in two large pivotal trials to be superior to placebo in 
maintaining sinus rhythm in patients with recurrent AF.

-In the DIONYSOS study […] in 504 patients with persistent AF, dronedarone 
was less efficacious but also less toxic than amiodarone.

- The ANtiarrhythmic trial with DROnedarone in Moderate-to-severe congestive 
heart failure Evaluating morbidity DecreAse (ANDROMEDA) trial in patients in 
sinus rhythm and advanced heart failure (NYHA III-IV + LV dysfunction) was 
stopped prematurely due to increased mortality with dronedarone (Increased HF)

Contre-indication en cas d’IC NYHA III-IV, dysfonction 
systolique VG 13



Principales différences structurelles entre la 
dronédarone et l'amiodarone
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Kathofer et al. Cardiovasc Drug Rev. 2005;23(3):217-30.
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Placebo

Dronédarone 400 mg x 2 / j

Randomisation (n=1237)
Dronédarone : placebo = 2 : 1

Critère principal 
d'efficacité à un an

Visites + surveillance transtéléphonique de l'ECGPériode de dépistage

J-6 à J1

N Engl J Med 2007;357:987-99.

Critère principal: délai d’apparition de récidive de FA / Flutter
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504 patients 
présentant une FA 

persistante 
éligibles pour une 

cardioversion 
électrique

Dronédarone 400 mg deux fois par jour, n = 249

Amiodarone 600 mg pendant 28j  puis 200 mg 
une fois par jour, n = 255

R

Le Heuzey J Cardiovsc Electrophy 2010, Vol, 1-9

17



Le Heuzey J Cardiovsc Electrophy 2010, Vol, 1-9
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N Engl J Med 2009;360:668-78.

HR = 0.76; p < 0.001

HR = 0.84; p = 0.18

HR = 0.71; p = 0.03

HR = 0.71; p v 0.001

4628 patients 

Placebo, n = 2327
Dronedarone, 
n = 2301

B+D
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N Engl J Med 2008;358:2678-87.

During a median follow-up of 2 months, 25 
patients in the dronedarone group (8.1%) 
and 12 patients in the placebo group (3.8%) 
died (hazard ratio in the dronedarone group, 
2.13; 95% confidence interval [CI], 1.07 to 
4.25; P = 0.03)

- NYHA III-IV le mois précédent
- FeVG < 35 %. Suivi 12 mois
- Réduction des hospitalisations pour IC ?
- Réduction de la mortalité par arythmie 
Ventriculaire ?
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- Cas rapportés d’hépatite médicamenteuse chez des 
patients traités par la dronédarone MULTAQ ™ 
(2 transplantations hépatiques)

- Suivi biologique hépatique ASAT/ALAT avant traitement 
puis tous les mois pendant 6 mois, 9 et 12 mois et 
régulièrement par la suite

- Arrêt si cytolyse hépatique > 3 N

La place de la Dronédarone
Janvier 2011
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