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AF risk factor or risk marker for stroke; does it
matter for drug therapy?

• Pharmacological rate vs. rhythm control

• Antiarrhythmic drugs

• Upstream therapy

• Global treatment of modifiable CV risk factors



Pharmacological rate vs. rhythm control



Pharmacological Rate vs rhythm control
AFFIRM study

Sherman DG Arch intern Med 2005;165:1185



Pharmacological Rate vs rhythm control
AF-CHF study

Roy D New Eng J Med 2008;358:266

• 58% of patients in the rhythm control group had at least one 
episode of recurrent AF



Antiarrhythmic drugs



Dronaderone – ATHENA trial

Connolly Circulation 2009;120:1174



Dronaderone – ATHENA trial



Dronaderone PALLAS Trial

Speaker

Connolly New Eng J Med 2011;365:2268



Dronaderone PALLAS Trial

Connolly New Eng J Med 2011;365:2268



Amiodarone – ARISTOTLE study

• 2051 pts on amiodarone younger, more CHF, less diabetes and previous stroke

• Amiodarone stroke/SE rate: 1.58% vs. 1.19 % without amiodarone (p=0.03)

• TTR Warfarin + Amiodarone 56.5% vs. warfarin 63%, p<0.0001 

Flaker J Am Col Cardiol 2014;64:1541



Upstream therapy



Upstream therapy

• Modifying atrial substrate to reduce susceptibility to (primary 
prevention) or progression of AF (secondary prevention) through 
antifibrotic, antioxidative, antiinflamatory antiarrhythmic effect  

• ACE inhibitors/ARBs, Statins, N-3 polyunsaturated fatty acids     

Camm Eur Heart J 2010, January Circulation 2014,130:199



Upstream therapy

Camm Eur Heart J 2010



Global treatment concept of modifiable CV risk 
factors 



ARREST-AF study 

RFM

• BP control: 80%<130/80 
Hgmm

• Weight control: BMI<25

• Lipid control: LDL<100 mg/dl 
+ TG + HDL

• Glycemic control: HbA1c<7%

• Sleep disorder management: 
AHI>30 or 20 HTN: CPAP

• Smoking cessation

• Alcohol (<30g/week) 

Pathak J Am Coll Cardiol 2014:64:2222



ARREST-AF study 

Pathak J Am Coll Cardiol 2014:64:2222



ARREST-AF study 

Pathak J Am Coll Cardiol 2014:64:2222



Current underuse of CVR prevention therapies

Castellano J Am Coll Cardiol 2014:64:613



Polypill concept



Polypill concept

Yusuf Eur Heart J 2014:35:353

AF?



Conclusions

• Rhythm control, antiarrhythmic drugs and upstream therapy 
with ACE/ARB, statins and fish oil does not substantially 
decrease the risk of stroke in AF

• Aggressive global treatment of the modifiable CV risk factors 
is currently the most important pharmacological therapy to 
reduce AF burden in each patient at risk of or with AF 

• Target BP:<140/90 Hgmm, HgA1c<7%, LDL<100 mg/dl in each AF 
patient should be ensured (+weight, sleep disorder and lifestyle 
management)

• Further studies should confirm the effect of these therapies on 
stroke incidence and AF recurrence but it does seem to matter

• Polypill concept for primary and secondary prevention of 
stroke in patients with (and without) AF and with or without 
CVR risk factors although controversial, is emerging   


