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Dual antiplatelet therapy for at least a year is the 
standard of care after an acute coronary syndrome. 
Attempts to shorten the duration of therapy have 
resulted in an increase in myocardial infarction.1,2 
Lengthening of the duration of dual antiplatelet 
therapy beyond a year in high-risk patients with 
acute coronary syndromes further reduces the risk of 
myocardial infarction and even ischaemic stroke.3 In 
patients undergoing elective percutaneous coronary 
intervention with current-generation drug-eluting 
stents, treatment guidelines recommend 6 months 
of dual antiplatelet therapy (or potentially longer 
if complex stenting is necessary).4 The downside to 
prolonged dual antiplatelet therapy is an inevitable 
increased risk of major bleeding.5 Concurrently, stent 
design has also evolved, with a significant reduction in 
the frequency of stent thrombosis with contemporary 
drug-eluting stents compared with earlier-generation 
drug-eluting stents and possibly even bare-metal 
stents.6,7 Therefore, strategies to de-escalate the 
duration or intensity of dual antiplatelet therapy are of 
interest.8

In The Lancet, Pascal Vranckx and colleagues 
have examined one such approach.9 In the 
GLOBAL LEADERS trial, 15 991 patients who 
underwent percutaneous coronary intervention 
were randomly assigned to 1 month of aspirin 
plus ticagrelor followed by 23 months of ticagrelor 
monotherapy or to a control regimen of 1 year of 
standard dual antiplatelet therapy (aspirin plus 
either clopidogrel or ticagrelor) followed by 1 year 
of aspirin monotherapy. The primary endpoint of 
mortality or new Q-wave myocardial infarction at 
2 years occurred in 304 (3·81%) participants in the 

experimental group and 349 (4·37%) in the control 
group (rate ratio 0·87 [95% CI 0·75–1·01]; p=0·073). 
Consistent with the findings for the primary endpoint, 
the individual frequencies of death or new Q-wave 
myocardial infarction did not differ significantly 
between groups, and the addition of stroke to the 
composite endpoint did not significantly affect results 
(rate ratio 0·87 [95% CI 0·76–1·00]; p=0·056). Definite 
stent thrombosis (rate ratio 1·00 [95% CI 0·71–1·42]; 
p=0·98) and major bleeding (0·97 [0·78–1·20]; 
p=0·77) occurred at similar frequencies in both groups. 
There was no heterogeneity with respect to efficacy 
endpoints among the key subgroups of patients with 
acute coronary syndrome or stable coronary artery 
disease. Thus, compared with standard treatment, 
the experimental regimen had no clear benefits and 
no clear harms either. However, in view of the higher 
rates of discontinuation, the increased frequency 
of dyspnoea, and the higher cost associated with 
the experimental regimen than with the control 
group, as well as the necessity of twice daily dosing 
with ticagrelor, aspirin should remain the preferred 
antiplatelet therapy for secondary prevention.

As a pragmatic trial, GLOBAL LEADERS had a complex 
design, inasmuch as patients in the control group could 
receive aspirin in combination with either ticagrelor 
(if they had acute coronary syndrome) or clopidogrel 
(if they had stable coronary artery disease). Thus, a 
limitation of the trial is that different antiplatelet 
regimens and different durations of dual antiplatelet 
therapy were concomitantly assessed, making formal 
assessments of non-inferiority challenging, especially 
because the trial was open label. The short follow-up 
of 2 years limited the ability to establish whether the 
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numerical trends in the trial would become significant. 
Even though the number of patients was large, the 
number of events was not, further restricting the 
ability to assess subgroups, such as patients with acute 
coronary syndromes.

The safest interpretation of GLOBAL LEADERS is 
that an innovative strategy of antiplatelet therapy 
was tested but was not superior to standard dual 
antiplatelet therapy. Thus, practice should not be 
changed on the basis of the trial’s results. The current 
standards of care for antiplatelet therapy should 
continue for the time being. That does not mean that 
aspirin monotherapy cannot be improved upon. The 
addition of low-dose anticoagulation to aspirin has 
been shown to lower ischaemic events compared with 
aspirin alone in patients with high-risk coronary artery 
disease or peripheral artery disease—although low-dose 
anticoagulation alone was not better than aspirin.10–12 
Several trials are underway to establish whether the 
duration of dual antiplatelet therapy after elective 
stenting can be shortened. The best way to optimise 
the balance between reduction of the risk of ischaemic 
events and avoidance of bleeding risk could be to use 
biological assays or simple risk scores to establish the 
ideal intensity and duration of antithrombotic therapy 
in individual patients.8,13,14 Thus, the field of tailoring 
therapy remains ripe for investigation.
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