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Introduction
Dual antiplatelet therapy (DAPT) combining aspirin with an aden-

osine diphosphate receptor inhibitor has significantly reduced the 

incidence of ischaemic events, including stent thrombosis, after 

percutaneous coronary intervention, and is thus strongly recom-

mended by international practice guidelines1,2. However, less clear 

has been the optimal duration for which DAPT should be recom-

mended, especially in the context of a drug-eluting stent (DES) 

implantation, where previous reports have implicated an associa-

tion with increased late stent thrombosis events after DAPT has 

been stopped. In addition, this issue is further influenced by the 

exposure of the patient to an increased risk of bleeding while on 

DAPT.

The DAPT study was therefore designed to evaluate the benefits 

and risks of continuing a patient on DAPT beyond 12 months after 

coronary stenting3. This study was distinct from prior studies in 

that it was powered to detect a difference in stent thrombosis rates, 

and was composed of five individual studies with similar protocols 

involving eight different devices and pharmaceutical companies.

Briefly, the DAPT study was an international, multicentre, 

prospective, blinded, placebo-controlled study that included 

9,961 patients who had successfully completed 12 months of 

DAPT after coronary stenting without a significant ischaemic or 

bleeding event, and who were then randomly assigned to either 

continuing on DAPT for a further 18 months, or stopping DAPT 

and continuing on aspirin alone4. The two co-primary efficacy 

endpoints were stent thrombosis and major adverse cardiovascu-

lar and cerebrovascular events (MACCE) (a composite of death, 

myocardial infarction, or stroke) during the period from 12 to 

30 months. The primary safety endpoint was moderate or severe 

bleeding. Patients who were randomised to continuing DAPT 

after the initial 12 months, as compared with patients who dis-

continued DAPT, had reduced rates of stent thrombosis (0.4% vs. 

1.4%; hazard ratio [HR] 0.29, 95% confidence interval [CI] 0.17 

to 0.48; p<0.001) and MACCE (4.3% vs. 5.9%; HR 0.71, 95% 

CI: 0.59 to 0.85; p<0.001). The rate of myocardial infarction (MI) 

was also reduced with prolonged DAPT (2.1% vs. 4.1%; HR 0.47; 

p<0.001). However, both the rates of death from any cause (2.0% 

vs. 1.5%; HR 1.36, 95% CI: 1.00 to 1.85; p=0.05) and moderate or 

severe bleeding (2.5% vs. 1.6%, p=0.001) were higher in the pro-

longed DAPT group as compared to the group where DAPT was 

stopped at 12 months (Figure 1).

This important and potentially practice-changing study was dis-

cussed in the first ever “Will this trial change my practice?” session 

at AsiaPCR 2015. The objectives of this new session format were 

succinctly outlined by W. Wijns, who explained to the audience the 
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need to achieve a detailed understanding of the results of a particu-

lar published trial that may impact on their clinical practice, the 

importance of being able to evaluate the relevance of new results 

for the treatment of their patients, and the importance of being able 

to share current and future practice with colleagues from around the 

world. The expert panel at the session comprised colleagues from 

Asia, Australia, North America, and Europe and was therefore in 

a unique position to provide a global appraisal of the study and its 

relevance to an international audience.

W. Wijns proceeded to put into context the relevance of the 

study to daily clinical practice by presenting a case study of an 

actual patient from the DAPT study. He then polled the audience 

to determine practice patterns with regard to DAPT duration before 

the results of the DAPT study were known. The following three 

choices were presented to the audience: 1) stop DAPT no later than 

one year; 2) continue DAPT beyond one year whenever possible; 

or 3) decide on a case-by-case basis. Only a small minority of the 

audience stated their preference for stopping DAPT no later than 

one year. This differed significantly from the panel, as most of the 

panel members indicated their preference for option 1 (stop no 

later than one year). The majority of the audience supported either 

option 2 or option 3, about 50% each.

With the clinical context firmly established, A. Ong presented 

a concise summary of the rationale for DAPT post coronary stent-

ing and the evolution in practice patterns over time prior to the 

publication of the DAPT study. A meta-analysis by Bulluck and 

colleagues demonstrated firstly the lack of studies examining 

a DAPT duration of 12 versus 24+ months, and, secondly, showed 

that, although there was no advantage in terms of reducing mor-

tality, MI, or stent thrombosis, a prolonged DAPT duration of at 

least 24 months was associated with more bleeding incidents than 

a DAPT duration of 12 months5. However, because only two small 

studies were included in this analysis, the results were more likely 

to be hypothesis-generating rather than definitive, hence emphasis-

ing the importance and relevance of the DAPT study.
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Figure 1. Clinical event rates in the two randomisation groups at 

month 30 (%). Stent thrombosis, MACCE and myocardial infarction 

are significantly lower with DAPT continued to 30 months, while 

bleeding, as well as non-cardiovascular death is increased. 

This was therefore the context for D. Capodanno’s in-depth 

review of the DAPT study design, results and interpretation. He 

showed that, although the study was an international multicentre 

effort, the majority of sites were from the USA. There were no sites 

from Asia in the study. He then highlighted the study protocol and 

its impact on the final study population. Because the DAPT study 

was attempting to answer the question of the effect of prolonging 

DAPT beyond 12 months, by design it was necessary to enrol and 

randomise patients who were event-free for the first 12 months 

on DAPT after coronary stenting. As such, from the initial 22,866 

patients who were enrolled after the index DES stenting procedure, 

only 9,961 were finally randomised. Patients were not randomised 

for a variety of reasons, including having had a clinical event, but 

a significant number were also not randomised because of non-

adherence, withdrawal of consent, or loss to follow-up. From the 

published data of events during the 12 months post coronary stent-

ing (i.e., before randomisation), the DAPT study population could 

be characterised as a low-risk population, with respect to both 

ischaemic and bleeding risks.

The event curves for the two arms in the DAPT study were shown 

and discussed in detail. Two observations were highlighted. 1) The 

event curves diverged early on, but also appeared to converge in the 

observational period after DAPT had been stopped in the prolonged 

DAPT arm, thus suggesting a possible “rebound” phenomenon. 

2) More than half (55%) of the MI events were not related to stent 

thrombosis and thus by implication occurred at a non-stented site.

In the DAPT study, more than one third of patients had a “first-

generation” paclitaxel or sirolimus-eluting stent placed. Although 

subgroup analysis showed a significant interaction between stent 

type and MACCE, there was no significant interaction with stent 

thrombosis. In fact, generally there was a consistent treatment 

effect in most subgroups favouring prolonging DAPT for reducing 

stent thrombosis and MACCE, especially MI. The issue of all-cause 

mortality which showed a numerical excess (mainly from trauma, 

bleeding, or cancer-related deaths) in the prolonged DAPT arm was 

presented. The issue of cancer-related deaths was further defined 

by the DAPT study investigators who performed a post hoc analy-

sis and reported more cancers at baseline in the prolonged DAPT 

arm. Furthermore, they also published a meta-analysis of DAPT vs. 

aspirin studies and reported no mortality benefit favouring either 

management strategy6.

D. Capodanno summed up his review by stating that, although 

there was a significant reduction in stent thrombosis, MACCE, and 

MI with prolonged DAPT, this was at the expense of more bleeding 

events. In addition, the benefit in MI appeared to be not solely con-

fined to the stented segment. There appeared to be a rebound phe-

nomenon or withdrawal of protection after DAPT was discontinued 

at 30 months, with the event curves approaching each other. Finally, 

he emphasised that these results would apply to low-risk patients 

who have tolerated one year of DAPT after stent placement with no 

ischaemic or bleeding events.

The audience asked whether the study results could be gener-

alised to an Asian population, bearing in mind that there were no 
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The DAPT trial and my working practice

Asian sites in the study, that Asian patients may have a different 

bleeding profile compared to Western patients, and that “first-gen-

eration” DES had long been discontinued in Asia. In response, 

H.C. Gwon echoed these concerns by stating that bleeding had been 

well established as being associated with mortality and adverse out-

comes, and that with newer-generation DES the risk of ischaemic 

events was much less and hence the risk-benefit ratio might not be 

in favour of prolonging DAPT duration. P. Urban shared his con-

cern with regard to bleeding, especially in the context of the DAPT 

study which, he pointed out, showed an excess of deaths in the 

treatment arm which had more bleeding events. Other issues raised 

included the potentially diverging effects in subgroups such as the 

elderly (>75 yrs), or non-diabetics. P. Urban and D. Capodanno 

emphasised that, although these were interesting observations, they 

were ultimately only hypothesis-generating and should not inform 

treatment decisions.

The session concluded with the final clinical outcome of the ini-

tial case study from the trial. A. Ong summarised the session by stat-

ing again that overall the DAPT study had not shown any mortality 

benefit with regard to prolonging DAPT beyond 12 months as com-

pared to stopping at 12 months. Although there was benefit in reduc-

ing stent thrombosis and MI, this was at the expense of bleeding, 

including nuisance bleeding, which may impact on quality of life.

To close the session, the panel members emphasised that, as with 

all important studies, data from the DAPT study would continue 

to inform clinical practice beyond the results included in the main 

manuscript. Of particular interest and importance would be further 

data and analyses with regard to patient presentation (acute coro-

nary syndromes versus stable coronary artery disease), predictors 

of increased bleeding risk, and also factors associated with recur-

rent MI, be they related to the index stenting procedure or at another 

coronary site.

So, will the DAPT trial results change practice in the Asia-

Pacific region?

A repeat poll of the audience indicated that the results of the 

DAPT study would not change their current clinical practice pat-

terns. As to the colleagues participating in the discussion, the vast 

majority were already continuing DAPT beyond one year or at least 

considering it on a case-by-case basis. The DAPT trial now brings 

evidence in support of this practice.

As to the panel members, nearly all remained reluctant to con-

tinue DAPT beyond one year in all patients in the absence of mor-

tality benefit. Following the release of the DAPT trial results, 

however, they will more often consider continuation of DAPT on 

a case-by-case basis for treatment of patients with high ischaemic 

and low bleeding risks.
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