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 Abstract

 Objectives

 The aim of this study was to compare short dual antiplatelet therapy (DAPT) and de-escalation in a network meta-analysis using standard
DAPT as common comparator.

 Background

 In patients with acute coronary syndrome (ACS) undergoing percutaneous coronary intervention (PCI), shortening DAPT and de-
escalating to a lower potency regimen mitigate bleeding risk. These strategies have never been randomly compared.

 Methods

 Randomized trials of DAPT modulation strategies in patients with ACS undergoing PCI were identified. All-cause death was the primary
outcome. Secondary outcomes included net adverse cardiovascular events (NACE), major adverse cardiovascular events, and their
components. Frequentist and Bayesian network meta-analyses were conducted. Treatments were ranked on the basis of posterior
probability. Sensitivity analyses were performed to explore sources of heterogeneity.

 Results

 Twenty-nine studies encompassing 50,602 patients were included. The transitivity assumption was fulfilled. In the frequentist indirect
comparison, the risk ratio (RR) for all-cause death was 0.98 (95% CI: 0.68-1.43). De-escalation reduced the risk for NACE (RR: 0.87; 95% CI:
0.70-0.94) and increased major bleeding (RR: 1.54; 95% CI: 1.07-2.21). These results were consistent in the Bayesian meta-analysis. De-
escalation displayed a >95% probability to rank first for NACE, myocardial infarction, stroke, stent thrombosis, and minor bleeding, while
short DAPT ranked first for major bleeding. These findings were consistent in node-split and multiple sensitivity analyses.

 Conclusions

 In patients with ACS undergoing PCI, there was no difference in all-cause death between short DAPT and de-escalation. De-escalation
reduced the risk for NACE, while short DAPT decreased major bleeding. These data characterize 2 contemporary strategies to personalize
DAPT on the basis of treatment objectives and risk profile.
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 BACKGROUND: Despite treatment guidance endorsing shortened dual antiplatelet therapy (DAPT)
duration in high bleeding risk (HBR) patients after drug-eluting stents, limited evidence exists to
support these recommendations. The present study was designed to examine the safety and
effectiveness of 1-month DAPT duration following percutaneous coronary intervention with
zotarolimus-eluting stents in HBR patients.

 METHODS: Onyx ONE Clear was a prospective, multicenter, nonrandomized study evaluating the
safety and effectiveness of 1-month DAPT followed by single antiplatelet therapy in HBR patients
undergoing percutaneous coronary intervention with Resolute Onyx drug-eluting stents. The
primary analysis of cardiac death or myocardial infarction between 1 month and 1 year was
performed in the prespecified one-month clear population of patients pooled from the Onyx ONE
US/Japan study and Onyx ONE randomized controlled trial. One-month clear was defined as DAPT
adherence and without major adverse events during the first month following percutaneous
coronary intervention.

 RESULTS: Among patients enrolled in Onyx ONE US/Japan (n=752) and Onyx ONE randomized
controlled trial (n=1018), 1506 patients fulfilled one-month clear criteria. Mean HBR characteristics
per patient was 1.6 with 44.7% having multiple risks. By 2 months and 1 year, respectively, 96.9%
and 89.3% of patients were taking single antiplatelet therapy. Between 1 month and 1 year, the rate
of the primary end point was 7.0%. The 1-sided upper 97.5% CI was 8.4%, less than the
performance goal of 9.7% (P less than 0.001)

 CONCLUSIONS: Among HBR patients who were event free before DAPT discontinuation at 1 month,
favorable safety and effectiveness through 1 year support treatment with Resolute Onyx drug-
eluting stents as part of an individualized strategy for shortened DAPT duration following
percutaneous coronary intervention.
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Cumulative Incidence of Three Primary
Composite Outcomes at 335 Days. The three
ranked primary outcomes were a composite of
death from any cause, myocardial infarction,
stroke, or major bleeding (net adverse clinical
events), which was assessed in the per-protocol
population (Panel A); a composite of death from
any cause, myocardial infarction, or stroke (major
adverse cardiac or cerebral events), which was
assessed in the per-protocol population (Panel B);
and major or clinically relevant nonmajor
bleeding, which was assessed in the intention-to-
treat population (Panel C). The per-protocol
population excluded patients who did not fulfill
the selection criteria or did not implement
protocol-mandated therapy within 14 days after
randomization. The intention-to-treat population
included all the patients who underwent
randomization. Insets show the same data on
enlarged y axes

10.1056/NEJMoa2108749




