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Les AVK diminuent efficacement (64 7) le risque thromboemboligue en cas de FA
mais sont complexes dutilisation et exposent a un sur-risque hémorragigue

Les AVK sont sous-utilisés: 50 7% des patients non traités

>>> Nécessité d'un nouvel agent antithrombotique efficace, facile a prescrire et
suivre et sdr.

|
Le dabigatran = inhibiteur direct de la thrombine




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
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Figure 1. Cumulative Hazard Rates for the Primary Outcome of Stroke or Systemic Embolism, According to Treat-

Dabigatran given at a dose of 110 mg was associated with rates of stroke and
systemic embolism that were similar fo 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.
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Table 2. Efficacy Outcomes, According to Treatment Group.
Cabigatran, 110 mg Dabigatran, 150 mg Warfarin Cabigatran, 110 mg, Dabigatran, 150 mg, Dabigatran,
Event [N=6015) N =60785) (N=6022) vs. Warfarin vs. Warfarin 150 mg vs. 110 mg
elative Risk Relasive Risk Relative Risk
{959 CI) PWalue {959 C1) PVelue {959 CI FWalae
no, of no. af ho. ar
patiznts o patients % patients by
Stroke or systzmicz 182 124 1% @ 0.21 (0.74-1.11) ~=0.001 for 0.56 (0.53-0.82) ~=0.201far 0.73 (C.58-0.91) 0.005
embolism® noninfe- noninfe-
riority, riaority,
12.34 <001
Stroke 171 144 122 1.01 185 1.57 032 {0.74-1.13) 0.41 0.54 (0.51-0.21) =0.001 0.70 (C.56-0.89) 0.003
Hemerrhagic 14 0.12 12 0.10 45 0.38 | 031 (0.17-056)  <=0.001 0.26 (0.14-0.49) =0.001 0.85 (C.39-1.83) 0.67
Ischemic er 159 134 111 0.92 142 120 111 {0.89-1.40) 0.35 0.76 (0.60-0.98) 0.03 0.60 (C.54-0.88) 0.002
unspecified
Mondisabling &0 0.50 24 0.37 69 0.58 Q.86 (0.61-1.22) 0.40 0.52 (0.43-0.91) 0.01 0.72 (C.49-1.07) 0.10
stroke
Disabling or fatal 1z 0.94 0 0.66 112 1.00 034 [0.7:-1.22) 0.65 0.56 (0.50-0.18) 0.005 0.70 (C.53-0.94) D.02
slroke
Mvecardial infarction &6 QT2 &9 0.74 63 0.53 1.35 0.95-1.57) Q.07 138 (1.00-1.91) 0.045 1.02 [C.76-1.38) .83
Pulmanary emboism 14 0.12 13 0.15 1 0.09  1.26 (0.57-2.78) 0.56 1.51 (0.76-3.42) 0.21 1.27 ((.63-2.56) 0.50
Hospitalization 2311 19.4 2430 20.2 2458 20.3 0.92 [0.87-0.87) 0.003 0.97 (2.92-1.03) 0.34 1.06 (1.00-1.12) 0.0«
Death fremvascular 289 243 274 2.18 317 269 030 {0.77-1.08) 0.21 0.85 (0.72-0.99) 0.04 0.94 (C.79-1.11) 0.4«
causes
Death frem any cause 446 3.75 438 .64 487 4.13 0.1 (0.80-1.03) 0.13 0.88 (0.77-1.00) 0.051 0.97 (C.25-1.11) D66

« 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% pér
year with 150 mg of dabigatran (P<0.001). »




La place du Dabiga’rmn

Recommandations 2010
A C C O r. d F D A R oo One *clinically relevant aspirin 75-325 mg daily.

« Where oral anticoagulation is appropriate than aspiin
therapy, dabigatran may be considered, as an
alternative to adjusted dose VKA therapy » No risk factors

mbatic therapy
rather than aspirin.

-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 23),
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
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Table 10 Clinical characteristics comprising the
HAS-BLED bleeding risk score

Letter Clinical characteristic® Points awarded
H | Hypertension |
A Abnormal renal and liver | or2 Nouveau score de ris ue
function (I point each) Hémor'r'qiue

S |Stroke |

B | Bleeding |

L [Labile INRs | Score HASBLED : 3

E | Elderly (e g age >65 years) | =

D Drugs or alcohol (| point cach) | or2 Pa-rienfs a hOUT r'isque
Maximum 9 points Initiation du trt, suivi réqulier

'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, NSAT drugs, or alcohol abuse



La place de l'association Aspirine - Clopidogrel
dans le traitement an‘rl‘rhrombo’nque de la FA

Clopidogrel plus aspirin versus oral anticoagulation for atrial g
fibrillation in the Atrial fibrillation Clopidogrel Trial with - - -
Irbesartan for prevention of Vascular Events (ACTIVE W): 208

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.

« 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




Guidelines for the management of atrial (@)
fibrillation

The Task Force for the Management of Atrial Fibrillation of the
European Society of Cardiology (ESC)

Le Traitement Antiarythmique

de la Fibrillation Atriale




Minimal or no heart disease

|

Significant underlying heart disease

|




Thérapie adjuvante en prévention des
récidives de FA

Recommendations Class* Level® Ref*

ACEIls and ARBs should be
considered for prevention of new-
onset AF In patients with heart
fallure and reduced ejection fraction.

ACEIls and ARBs should be consi-
dered for prevention of new-onset Nouvel Ies places des

AF In patients with hypertension, 147, 150,

particularly with left ventricular |51 IEC / ARAZ e"’ sfq"’ines

hypertrophy.

Statins should be considered for
prevention of new-onset AF after Niveaux de preuve s Aet B
coranary artery bypass grafting, 161, 162

145—149

isolated or in combination with
valvular interventions.

Stating may be considered for pre-
vention of new-onset AF In patlents 164, 14
. 165
with underlying heart disease,
particularly heart failure.
Upstream theraples with ACEls,
ARBs, and statins are not recom-
mended for primary prevention of
AF In patients without cardiovascu-
lar disease.




The following antiarrhythmic drugs
are recommended for rhythm control
in patients with AF, depending on
underlying heart disease:

* amiodarone

* dronedarone

* flecainide

* propafenone

¢+ d,|-sotalol

Amiodarone is more effective in
maintaining sinus rhythm than
sotalol, propafenone, flecainide (by
analogy), or dronedarone (LoE A),
but because of its toxicity profile
should generally be used when
other agents have failed or are
contraindicated (LoE C).

In patients with severe heart failure,
NYHA class Ill and IV or recently
unstable (decompensation within
the prior month) NYHA class I,
amiodarone should be the drug of
choice.

In patients without significant
structural heart disease, initial
antiarrhythmic therapy should be
chosen from dronedarone, flecainide,
propafenone, and sotalol.

[-Blockers are recommended for
prevention of adrenergic AF.

Choix du traitement anti-
arythmique

If one antiarrhythmic drug fails to
reduce the recurrence of AF to a
clinically acceprable level, the use of

another antiarrhythmic drug should
be considared.

Dronedarone should be considered
in order to reduce cardiovascular
hospitalizations in patients with
non-permanant AF and
cardiovascular risk factors.

B-blockers should ba considered
for rhythm (plus rate) control in
patients with a first episode of AE

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-IT, amiodarone only in NYHA ITI-IV




Recent-oreet AF

AF for cardioversion
J - Corventional route

B TOE sty

AF onset <48 h

Yes |

Anticoagulation
Péri-cardioversion

" [ HBPM ou
T ONF




Table I2 Drugs and doses for pharmacological conversion of (recent-onset) AF

Drrug Dose Follow-up dose Fisks
Arriodarone S mgllg ivaver [ h B2 mg'h Phlebiti, bypotenzion W dow the ventricular rite. Dz layed
AF conversion tz anus rhythm
“lecainide 2 mafke iv. over MAA Mot sutable for patients with marked structu-al heart
10 min disease; iy prolorg QRS diration. and hence the QT
ar inte~va’and may immdverertly inoreme the ventricular rate
200 200 mg po duc to conversion to atrial flutter and 111 conduction to the
ventricles.
butilide | ma iv. over | mg iv.over 10 min afte- Can cause prolengation of the QT interval and torsades de
10 min waitng for 10 min poirtes, watch for abnormal ToLD waves ar QT pralengaticn.

Wll elorwe the wentricular rate,

*rcpatencne 2 mafks iv. over Mot sutable for patients with marked structu-al heart
10 min disease: muy prelorg QRS daration: will slightly skow
ar the ventricular rate, but may imadvertently ne-eaze the
450-600 mg z.o ventricular rate due to converdion te atvial flucter and [:1

conduction to the wentricle:,

Wernakalint Imafle iv over Second infusion of 2 mgflg iv. 5o far only evaluated n dinical trials: recencly approvec. i

10 Fin ewer 10 mn sfter S min res

Recent-orset AF (<48 h)

R B S e Cardioversion pharmacologique




roneadaarone
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)




Principales différences structurelles entre la
dronédarone et |'amiodarone

[ CH5SO,HN

(CH,);CH;
O(CH2)3N<
(CH,);CH;




Dronedarone for Maintenance of Sinus
Rhythm in Atrial Fibrillation or Flutter

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

Randomisation (n=1237) Critére principal
Dronédarone : placebo =2 : 1 d'efficacité a un an

Dronédarone 400 mg x 2/

<«

Période de dépistage Visites + surveillance transtéléphonique de I'ECG

Placebo

Critere principal: délai d'apparition de récidive de FA / Flutter




Dronedarone for Maintenance of Sinus
Rhythm in Atrial Fibrillation or Flutter

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

[l Placebo [ Dronédarone

n=208 n=417 n=201 n=411 n=409 n=828
ADONIS EURIDIS Etudes combinées




A Short-Term, Randomized, Double-Blind, Parallel-Group
Study to Evaluate the Efficacy and Safety of Dronedarone versus
Amiodarone in Patients with Persistent Atrial Fibrillation:
The DIONYSOS Study

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

Dronédarone 400 mg deux fois par jour, n = 249

504 patients
présentant une FA

persistante
éligibles pour une e

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




A Short-Term, Randomized, Double-Blind, Parallel-Group
Study to Evaluate the Efficacy and Safety of Dronedarone versus
Amiodarone in Patients with Persistent Atrial Fibrillation:

The DIONYSOS Study

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

oed = Dronedarons 400 mg bid
) — Amiodarons 800 mg 200 mg qd
E o84
# 0.7 e
E U-E 1 e I _.’_.-l-""
@ 05 Sl
2 S,
3 % T TABLE 2
E 03 /f Composition of the Primary Endpoint (Crude Rates)
a 0.2 / Log-rank” P < 0,000
: Relative risk’ (95% C1) = 1.589 (1 275-1.06) kiabadaroe
011} Dronedarone 600 mg/
0.0 l‘j . . 400 mg 200 mg once
0 3 6 9 12 15 hidin=249 qd (n = 255,
Montha - - _ -
: Number of patients with andpoint (%) 184 (73.9) 141 (35.3)
Patents at risic AF recurrencet. n (%) 158 (63.5) 107 (42.0)
z:"f“m“ 2222 1??5 Ia;u ‘;':' :; : Documented AF after conversion 91 (36.5) 62 (24.3) |
e Unsuccessful electrical cardioversion 29(11.6) 16 (5.3)
. y ; o . R ommm . : No sponilaneous conversion aud no 380153 294(11.4)
Figure 3. Kaplan-Meicr ;?!cn‘ {.i!flL um{{mm-c a:fi‘t..'r.’f{ nce of recurre rrfcc of AF electrical cardioversion on day 10
or premeature study drug discontinuation for intolerance or lack of efficacy, tc day 28
according fo investigator’s judgment, in patients receiving dronedarone[Premanure stady drug 6 (103 34 (13.5)
(400 mg bid) or amiodarene (600 mg gd for 28 days and 200 mg gd there- dﬁif’li’gg;;’fif %) L (0.4) N
after) for at least 6 months. Log- rank test is based on entire curve. * Pairwise I]; tolerance - e [m 0) 14 (13.3)

Primary endpoint is defined by AF recurrence or prema@ study drug

discontinuation, whichever comes first.




ffect of Dronedarone on Cardiovascular
Events in Atrial Fibrillation

N Engl J Med 2009;360:668-78.

4628 patients

Placebo, n = 2327
Dronedarone,
n=2301

A Prmary Outcome B+D B Death from Any Cause
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:ﬂ? HR = 0.76,- p < 0.001 E 7.5 2acebao
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udE ; ; , u i : Dlr&rev::urc-rel
0 & 12 13 24 30 D 2 12 13 24 30
Menths Months
Mo. at Risk M. at Risk
Placebo 2327 1353 le2s 1073 385 3 Hacebeo 2527 2390 2250 le2% 535 7
Droredarore 2301 1563 1778 1177 403 2 Jronedarone 2301 2374 2240 1533 515 4
C Deathfrom Cardiowaseular Causes D First Hospitalizstion Due to Cardiova seular Fuents
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g 0.0 T T I T ! v acebo
£ 0 6 12 18 24 3C 5 P<0.001 — e
E HR = 0.71; p = 0.03 2 E e e
E 54 ol S P . § 25 e Cranedarone
o Drenedarcne s e
F=0.03 Flaceb A
AceDo Pt
I: 1 == T T 1 0 T T T 1
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Months Months
Mo. at Risk MNao. at Risk
Placebo B3 2290 2350 162< 636 7 HNacebo 2527 1858 1e25 1072 385 3
Drorecarore 2301 2274 223490 1593 B15 4 Dronedarane 2301 1863 1776 1177 103 2
Figure 2. Kaplan—-Meier Cumulative Incidences of the Primary and Secondary Outcomes.




Increased Mortality after Dronedarone
Therapy for Severe Heart Failure

A All-Cause Mortality or Hospitalization for Worsening Heart Failure
50—

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

- NYHA ITI-IV le mois précédent
- FeVG < 35 %. Suivi 12 mois s .
= RédUCTion deS hOSpiTG“SGTionS pour' IC? g _ Dronedarone
- Réduction de la mortalité par arythmie = 2
VenTr'IClJ'Cllr'e D f pEmm———— i Placebo
z -
B All-Cause Mortality g
50 e
_ WA 0 T T T T T T T
i 4] 30 a0 an 120 150 180 210
3 Days
§ 30- No. at Risk
= Placebo 317 234 159 &7 41 16 ] 1
s Dronedarcne 310 232 151 &7 49 19 4 1
:E 204
: — —
- NS Gl R During a median follow-up of 2 months, 25
o i atients in the dronedarone group (8.1%
i and 12 patients in the placebo group (3.8%)
0 | I | | | | | Q M M
0O 3 6 9% 120 150 18 210 died (hazard ratio in the dronedarone group,
Days 2.13; 95% confidence interval [CI], 1.07 to
No. at Risk 425;P=0.03)
Flacebo 317 256 131 103 50 12 b 1
Dronedaroneg 310 257 174 104 39 2 5 1
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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
régulierement par la suite

- Arrét si cytolyse hépatique > 3 N




