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Atrial fibrillation (AF) is present in approximately 1% of 
the population and is responsible for one of every six 
strokes (1–3). In patients with AF and additional risk fac-

tors, oral anticoagulation (OAC) reduces the risk of stroke by 
64% (95% confidence interval [CI]: 49% – 74%) [4]. However, 
concerns about drug interactions (5), bleeding risks (6) and the 
challenges of international normalised ratio (INR) monitoring 
have limited the use of OAC (4, 7, 8). In the European Heart Sur-
vey on atrial fibrillation, only 67% of eligible patients were pre-
scribed OAC (9). Even when OAC is used, a therapeutic INR (2.0 
– 3.0) is achieved less than 65% of the time, thereby limiting the 
effectiveness of this therapy (6, 10). Considerable efforts have 
been made to find alternative methods to prevent stroke in pa-
tients with AF. 

Several clinical trials in patients with AF evaluated “low-
dose” warfarin as an alternative to adjusted-dose warfarin; how-
ever, this strategy was not as effective at preventing thrombo-em-
bolic events and did not reduce the risk of bleeding (11). Other 
trials evaluated anti-platelet therapy with aspirin as a means of 
stroke prevention in patients with AF (4). Aspirin is easy to ad-
minister, is associated with a low risk of major bleeding and does 
reduce the risk of stroke by 22% (95% CI: 6% – 35%) (4). How-
ever; in trials comparing OAC to aspirin, OAC is more effective, 
reducing stroke by an additional 39% (95% CI: 22% – 52%) (4). 
Although these data might suggest that adjusted-dose OAC is 
still the ideal stroke prevention therapy for all patients with AF 
and additional risk factors, the reality is that for many patients, 
anti-platelet therapy may still be preferred.  

The most appropriate stroke prevention strategy for an individ-
ual patient with AF depends on their baseline risk of stroke, which 
can be determined using one of several risk stratification schemes 
(12). Current guidelines recommend that for patients with no ad-
ditional risk factors for stroke, that treatment with aspirin is suffi-
cient prophylaxis (13). For patients with a single moderate risk fac-
tor for stroke (hypertension, diabetes mellitus, heart failure or age 
≥75 years; i.e. CHADS2 score of 1), the guidelines suggest that 
either aspirin or OAC is appropriate therapy (13). This recommen-
dation is based in part on the low annual risk of stroke in these pa-

tients, which is approximately 1–1.5% per year in clinical trials 
(14). Although a secondary analysis of the ACTIVE-W trial sug-
gested that patients with a CHADS2 score of 1 had a lower rate of 
stroke when treated with OAC compared to combination therapy 
with clopidogrel and aspirin (15), it should be noted that the major-
ity patients in ACTIVE-W had been treated with OAC prior to 
study enrolment and had better INR control and less bleeding than 
patients who recently started on OAC (14). Even in this selected 
group of OAC-“responders”, the absolute reduction in stroke risk 
for patients with a CHADS2 score of 1 was only 0.8% per year (15). 
For many patients, this small absolute risk reduction is insufficient 
compensation for the challenges associated with OAC.  

Another important observation from the ACTIVE-W trial 
was that the benefit of OAC over the combination of clopidogrel 
plus aspirin was highly dependent on the quality of INR control 
achieved by individual centres (16). Although the overall result 
of ACTIVE-W demonstrated that OAC was more effective at 
preventing strokes and resulted in no excess in major bleeding, at 
sites with the lowest quartile of INR control (< 54% of results in 
the therapeutic range of 2.0 – 3.0), OAC offered no reduction in 
stroke and doubled the risk of major bleeding (16). Similar ob-
servations have been made in a large, community-based cohort 
study (10). Thus in patients for whom guidelines recommend the 
use of OAC, but for whom good INR control is elusive, treatment 
with aspirin or the combination of aspirin and clopidogrel may 
actually be preferred (14).  

Despite the benefits of OAC in clinical trials, many patients 
do not receive this therapy (8) due to a relative contra-indication 
or due to patient or physician preference (17). In an attempt to 
further reduce stroke in these patients, the ACTIVE-A trial 
evaluated combination anti-platelet therapy in AF patients who 
would not or could not take OAC, despite an indication (17). In 
this trial, all patients received aspirin at a dose of 75–100 mg/day 
and either clopidogrel 75 mg/day or a matching placebo. One 
quarter of patients had an identified risk factor for bleeding (such 
as prior bleeding with OAC, predisposition to falls, persistent 
blood pressure > 160/100, severe alcohol abuse, thrombocytope-
nia, chronic renal insufficiency, chronic use of non-steroidal 
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