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Aspirin vs placebo or control in AF 
 

Hart R et al. Ann Intern Med. 2007;146:857-867 



Aspirin vs placebo or no treatment 
 

22 (2 to 39) 

19 (-1 to 35) 

5 aspirin-placebo trials 

In total, 7 aspirin trials 

Hart R et al. Ann Intern Med. 2007;146:857-867 



Warfarin vs antiplatelets 
 

Hart R et al. Ann Intern Med. 2007;146:857-867 



Warfarin Compared with Antiplatelet Therapy 
 

38 (18 to 52) 

37 (23 to 48) 

8 aspirin trials 

11 aspirin trials 

39 (22 to 52) In total, 12 aspirin trials 
Hart R et al. Ann Intern Med. 2007;146:857-867 



Aspirin + Clopidogrel vs. Aspirin 
 Primary outcome: Stroke, myocardial infarction, non–central 

nervous system systemic embolism, or vascular death 

Connolly et al. NEJM 2009;360:2066-78 



Aspirin + Clopidogrel vs. Aspirin 
 Ischemic stroke 

Major bleeding 2.0%/year vs. 1.3%/year; 
RR 1.57; 95% CI, 1.29 to 1.92; P<0.001 

Connolly et al. NEJM 2009;360:2066-78 



ACTIVE W: Warfarin vs. Clopidogrel + ASA 
Risk of Stroke 

Lancet 2006 Jun 10;367(9526):1903-12. 
Connolly et al. Lancet. 2006;367:1903-1912  



Hansen et al, Arch Intern Med, 2010;170:1433-1441 

Ischemic stroke associated with warfarin, 
aspirin, clopidogrel in patients with AF  

n=82 854 



Hansen et al, Arch Intern Med, 2010;170:1433-1441 

Bleeding associated with warfarin, 
aspirin, clopidogrel in patients with AF  

n=82 854 



Mortality, ischemic stroke and intracranial bleeds 
 

Friberg L, et al. Circulation. 2012;125:2298-2307 

N = 170 292 



Olesen et al, Thromb Haemost 2011; 106: 739–749 

Net clinical benefit with warfarin or aspirin 
in patients with AF  

Hazard ratios (95% CI), n=132 372 

Net clinical benefit = (ischaemic stroke rate with no treatment – ischaemic stroke 
rate on treatment) – 1.5*(ICH rate on treatment – ICH rate with no treatment) 



Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 

Själander et al. Europace (2014) 16, 631–638 



Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 
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Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 
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Major bleeding 
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Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 

Själander et al. Europace (2014) 16, 631–638 

Intracranial haemorrhage 
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No treatment 



Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 

 
 
 
Annualized incidence (95% CI) of outcome events in relation to treatment strategy, 
according to propensity score matching 

Själander et al. Europace (2014) 16, 631–638 



Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 

 
Adjusted HR for aspirin vs no antithrombotic treatment in relation to age 

Själander et al. Europace (2014) 16, 631–638 

Ischemic stroke 



Aspirin versus no treatment in AF 
 Swedish registry data 2005-2009; 58 671 aspirin monotherapy, 56 514 no treatment 

 
Adjusted HR for aspirin vs no antithrombotic treatment in relation to age 

Själander et al. Europace (2014) 16, 631–638 

Major bleeding 



NOAC%studies%in%Atrial%Fibrillation%

RE-LY ROCKET-
AF 

ARISTOTLE ENGAGE- 
TIMI 48 

AVVEROES 

Control' Warfarin' Warfarin' Warfarin' Warfarin' ASA''
81–324'mg'

Study'drug' Dabigatran) Rivaroxaban) Apixaban) Edoxaban) Apixaban)

Dose'(mg)' 150,'110'
X'2'

20'(15*)'
X'1'

5'(2.5*)'
X'2'

60**,'30**'
X'1'

5'(2.5*)'
X'2'

No'of'pts.' 18.113' 14.266' 18.206' 21.105' 5.599'

Design' PROBE' DoubleNblind' DoubleNblind' DoubleNblind' DoubleNblind'

*reduced dose for selected patients 
**halved dose for selected patients 
 



Apixaban compared to aspirin in AF 
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Major bleeding 

Connolly, et al. NEJM Med 2011; 364:806-817 



Is there a role for aspirin         
in combination with OAC for 
stroke prevention in AF 2015? 



NOACs and antiplatelets 
Results from RELY 

Dans AL et al Circulation. 2013;127:634-640 



MACE)(all6cause)death,)MI,)stroke))
OAC$and$single$an-platelet$therapy$post$ACS$

NNT 32 0.70 (0.59, 0.84) 

Oldgren et al. Eur Heart J. 2013; 22:1670-80 



Clinically)significant)bleeding)
OAC$and$single$an-platelet$therapy$post$ACS)

NNH 24 1.79 (1.54, 2.09) 

Oldgren et al. Eur Heart J. 2013; 22:1670-80 Oldgren et al. Eur Heart J. 2013; 22:1670-80 



MACE)(all6cause)death,)MI,)stroke))
OAC$and$dual$an-platelet$therapy$post$ACS$

NNT 125 0.87 (0.80, 0.95) 

Oldgren et al. Eur Heart J. 2013; 22:1670-80 



Clinically)significant)bleeding)
OAC$and$dual$an-platelet$therapy$post$ACS)

NNH 23 2.34 (2.06, 2.66) 

Oldgren et al. Eur Heart J. 2013; 22:1670-80 



MACE)(all6cause)death,)MI,)stroke))
OAC and antiplatelets in phase III post ACS studies)

Oldgren et al. Eur Heart J. 2013; 22:1670-80 



Oldgren et al. Eur Heart J. 2013; 22:1670-80 

Major bleeding events NOAC 
OAC and antipatelets in phase III post ACS studies 



AssociaBon)of)effects)on)MACE)with)effects)on)
bleeding)rate)when)adding)NOAC)to)single)or)
dual)anBplatelets)post)ACS)



WOEST trial: 
Omission of aspirin reduces bleeding 
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Dewilde W, et al. Lancet 2013; 381: 1107-15. 

Bleeding outcomes 



Summary 

! Aspirin monotherapy for stroke prevention in AF 
should generally not be used 

! Aspirin + Clopidogrel is better than aspirin alone,      
with increased risk for major bleeding 

! Aspirin + Clopidogrel is non-inferior to OAC 

! Treatment with antiplatelets in combination with OAC 
increase bleeding risk, the ideal combinations and 
treatment durations are yet to be identified 

 




