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(1) Treatment is motivated by attempts to reduce Ar-related
Symptoms,

(2) Efficacy of antiarrhythmic drugs to maintain sinus rhythm is
modest.

(3) Clinically successful antiarrhythmic drug therapy may reduce
rather than eliminate recurrence of AF.

(4) If one antiarrhythmic drug fails\, a clinically acceptable
response may be achieved with another agent

(9) Drug-induced proarrhythmia or extra-cardiac side effects are
frequent

(6) Safety rather than efficacy considerations should primarily

guide the choice of antiarrhythmic agent
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ATHENA

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Effect of Dronedarone on Cardiovascular
Events 1n Atrial Fibrillation

Stefan H. Hohnloser, M.D., Harry J.G.M. Crijns, M.D., Martin van Eickels, M.D.,
Christophe Gaudin, M.D., Richard L. Page, M.D., Christian Torp-Pedersen, M.D.,
and Stuart J. Connolly, M.D., for the ATHENA Investigators®

N Engl J Med 2009;360:668-78
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Dronedarone vs. Placebo
5’5/)@ (Secondary Analysis)
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Hohnloser SH, et al. N Engl J Med 2009; 360: 668-78.
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Minimal or no heart disease Significant underlying heart disease

i |

Treatment of underlying condition and ? prevention/reversal
of remodelling - ACEI/ARB/statin. 3 blockade where appropriate

1 l 1

? Prevention of remodelling
ACEI/ARB/statin
B blockade where appropriate

l— HT — I—CHF—l

NYHA /v
Stable

or ‘unstable’
NYHA /I NYHA I

4 L J
S  J r
Dronedarone / Flecainide / Dronedarone

Propafenone / Sotalol Dronedarone Sotalol Dronedarone

| .

Amiodarone Amiodarone Amiodarone

ESC AF Guidelines EHJ 2010
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Relevant underlying heart No or minimal heart disease
disease (including HT without LVH)

! ! |
CAD Hypertension Paroxysmal AF Persistent AF
with LVH

NYHA HI/IV Stable

or unstable
NYHA I NYHA I/11

\ §
l . Dronedarone

D d Dronedarone D d Flecainide
ronedarone SSTAloI ronedarone

Propafenone
Soralol

Y
Catheter
ablation for AF*

v

L » Amiodarone - Catheter Amiodarone
ablation for AF'

ESC AF Guidelines EHJ 2010
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2011 ACCF/AHA/HRS

b5 B4 17 SEAE TR
I Maintenance of Sinus Rhythm |

!

No (ot minimal)
heart disease

¥

Dronedarone

Flecainide

Propafenone
Sotalol

.

!

Hypertension

l

Substantial LVH

Amiodatone
Dafetilide

Lionedatone
Flecainide
Propafetione
Sotalol

!

!

Cotonary artery
disease

.

Heart failure

:

Dofetilide

Sotalal

l

Dtonedatone

Amiodarone
Dofetilide

4

Amindarone

Amiodarone

Y Y
Amiodarone Catheter
Dofetilide ablation

Catheter
ahlation

2011 ACCF/AHA/HRS Focused Update on the Management of Patients With Atrial Fibrillation



Multag_E

R IIRERERS

g

@ LTiEE2009F7H, WA THBIRRFNHRE, HP20REAER
BB E

m 2B PR N & tE, 708, AARIFIRIER . REEHRZEEE
4. 5F6 4 H . 263y [E e IR ALY R TT
W XEEZEFTFRERES RBIEER SR MR IER L
L | %”ﬁ”:‘l%ﬁ‘]}iﬁ_\?
- £H. 20114E1 5 14H kAfEfF, “NedRasy, THEFEE
TIR6MNARN” , BERWG RS IR RE AR5 45 115 B3 i\ i B3
PR “BESERFN” M “ARRM” EF,
- BRM: 201141 H21H RAifett, BNFEF B RESEEIGITRI, Mk
ITFFShReR M, BEFFIEVEIT6 94 1240 ARt, NESFFIheerm,
2 Ja e BArE T -



PALLASI G

@ FEAHENARR K F G0, B WBIFERANKA

B EE PR R R T BTG

@ PALLASHERIPIRR L=k R K A 55 B &
=2




PALLAS &3 Nk it

Inclusion criteria

Permanent AF
Atrial fibrillation or flutter, present for at least 6 months

Age 2 65 years

Major Risk factor (at least one)
History of either coronary artery or peripheral arterial disease
History of stroke or TIA

Heart failure hospitalization in past year, or LVEF=< 40%
Age = 75 years, with both hypertension and diabetes mellitus

Major exclusion criteria
Severe heart failure symptoms (NYHA class [\V) or recent unstable NYHA class Il
Bradycardia < 50 bpm or QTc interval = 500 ms without pacemaker
Implantable cardioverter-defibrillator
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PALLAS

Dronedarone in High-Risk Permanent
Atrial Fibrillation

1, I

N Engl J Med 2011;365:2268-76
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Months

No. at Risk
Placebo 1617 1445 908
Dronedarone 1619 1421 930

N Engl J Med 2011,;365:2268-76.
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Months

No. at Risk
Placebo 1617 1429 882
Dronedarone 1619 1389 879

N Engl J Med 2011,;365:2268-76.
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QOutcome

First coprimary outcome
Second coprimary outcome
Death
From any cause
From cardiovascular causes
From arrhythmia
Stroke
AnyT
Ischemic
Systemic embolism
Myocardial infarction or unstable angina
Myocardial infarction

Unplanned hospitalization for cardiovas-
cular causes

Hospitalization for heart failure

Heart-failure episode or hospitalization§

Dronedarone

No. of
Events

43

25
21
13

23
18
1
15
3
113

43

Rate/100
Patient-Yr

8.2
25.3

4.7
4.0
2.5

4.4
3.4
0.2
2.9
0.6

Placebo

No. of
Events

19
67

13
10
4

Rate/100
Patient-Yr

3.6
12.9

2.4
1.9
0.8

1.9
1.7
0.0
1.5
0.4

Hazard Ratio
(95% CI)

2.29 (1.34-3.94)
1.95 (1.45-2.62)

1.94 (0.99-3.79)
2.11 (1.00-4.49)
3.26 (1.06-10.0)

2.32 (1.11-4.88)
2.01 (0.90—4.48)
NA
1.89 (0.80—4.45)
1.54 (0.26-9.21)
1.97 (1.44-2.70)

1.81 (1.10-2.99)
2.16 (1.57-2.98)

P Value

N Engl J Med 2011,;365:2268-76.
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ESC Atrial Fibrillation Guidelines
Dronedarone and the PALLAS Trial Results
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Interacting diug Mean ratio and 20% C1 Recommendation

Antibiotics
[Ketncnnaznle 200 mg, once daily ] Contramndicated

+

[ Erythromycm 500 mg, three times daily ] Contraindicated

[ Rifampin 600 mg, once daly ] i Avod concomitant use
+

Grapefiuit Juice
[ Grapetnut Tuce, three times daly Avoid concomitant use

Caleimmn Channel Bloclkers
Diltiazem 240 mg, twice datly Mo dose adjustment

Verapamil 240 mg, once datly Mo dose adjustment
Mifedipine 20 mg, twice daily Mo dose adjustment

Statins
sunvastatin 40 mg, once daily Mo dose adjustment

Atorvastatin 40 mg, once datly Mo dose adjustment

AIIRA
Losartan 100 mg, once daly Mo dose adustment

Other
Pantoprazole 40 mg, once datly

Mo dose adjustment

I I I
0125 025 0.5

I T
15 2 4

-

Change relative to dronedarone alone

FE: ® Cmax & ATIC




Interacting drug Mean ratio and 90% C1 Eecommendation
Statins
Simwastatin 40 mg, once daily —* - Reduce sitnvastatin doze to 10 mg once daily

Atorvastatin 40 myg, once daily —— Mo dose adjustment

—k—
FEoswrastatin 10 mg, once daily —— Mo doge adjustment
-

Digitalis
Digozin 0,25 mg, once daily Halwve digozin dose or consider discontinuation

Beta Blockers _ — :
Metoprolol 200 mg, once daily Initiate with low dose of metoprolol

Fropranolol 80 myg, once daily Imtiate with low dose of propranolol

Calcium Channel Blocker
Verapamil 240 mg, once daily Initiate with low dose of verapamil

Antithr ovahotic agents
Clopidogrel 75 mg, once daily Mo dose adjustment

Clopidogrel 300 my, single doge Mo doge adjustment
Drahigatran 150 mg, once daily Mo dose adjustment
S-Warfarin Momtor INE after imtiating dronedarone
R-Warfarin Ilonitor [ME after initiating dronedarone

AIIRA . _
Losartan 100 mg, once daly i Mo dose adjustment

Others ; ; ;
Metformin 1000 myg, twice daily Mo doge adjustment

Ethinyl estradiol 0,03 mg, once daily Mo doze adjustment
Lewvonorgestrel 0,15 mg, once daily Mo doge adjustment
Otmeprazole 20 my, single dose Mo doge adjustment

Theophylline 400 mg, twice daily Mo doze adjustment

|
8

Change relative to interacting drug alone
FE. & Cmax A& AT
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