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Abstract

Introduction—The decision to shorten the duration of DAPT following PCI in patients with
ACS remains controversial because of the concern for increased ischemic events.

Methods—We performed a comprehensive literature search in seven databases to explore the
efficacy of 1-3 months of DAPT in patients who underwent PCI for ACS. Randomized controlled
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trials that compared 1-3 months with 6-12 months of DAPT after PCI for ACS were identified.
Integrated hazard ratio (HR) and 95% confidence interval (CI) were calculated by random effects
model for each prespecified outcome of interest. Meta-regression analyses were performed to
examine the association of outcomes with select patient characteristics.

Results—A total of 9 randomized controlled trials consisting of 25,907 patients were included.
There was no difference in the hazard of NACE (HR 0.92, 95% CI 0.79-1.07) and MACE (HR
0.96, 95% CI 0.78-1.17) between 1-3 months of DAPT and 6-12 months of DAPT. However,
implementing 1-3 months of DAPT was associated with lower hazard of both any bleeding (HR
0.55, 95% CI 0.46-0.66) and major bleeding (HR 0.47, 95% CI 0.36-0.62). Meta-regression
revealed a non-significant but increasing trend of both NACE and MACE with greater proportion
of left main and left anterior descending coronary artery lesions and greater proportion of STEMI
included the trials.

Conclusion—Our findings suggest that 1-3 months of DAPT has similar efficacy for preventing
ischemic events with reduced bleeding risk compared with 6-12 months of DAPT.

Keywords
DAPT; ACS; PCI; stent; short; abbreviated

Introduction

Dual antiplatelet therapy (DAPT) remains the mainstay of treatment after percutaneous
coronary intervention (PCI) of either stable ischemic heart disease or acute coronary
syndrome (ACS).1 In the last decade, many trials have explored deescalating DAPT to

a single antiplatelet agent at an earlier time but concerns about higher ischemic events
have persisted, especially after PCI for ACS.2 Two previous trials exclusively randomized
patients with ACS to shorter duration of DAPT, although no significant difference in
composite outcomes was identified® 4. The REDUCE trial noted numerically higher rates
of mortality and stent thrombosis in those receiving just 3 months of DAPT, while the
TICO trial was underpowered for ischemic events and limited to patients from South
Korea. More recently, the STOPDAPT-2 ACS trial reported that 1 to 2 months of DAPT
failed to establish noninferiority to 12 months of DAPT for the hazard of cardiovascular
(CV) death, myocardial infarction (Ml), definite stent thrombosis, stroke, or bleeding
because of a greater increase in CV events compared to reduction in bleeding events.®
Given these findings, uncertainty remains over whether shortening the duration of DAPT
is an efficacious strategy in ACS patients following drug-eluting stent (DES) placement.
Therefore, we performed an updated systematic review and meta-analysis of randomized
clinical trials (RCTSs) on the efficacy and safety of 1 to 3 months of DAPT compared to 6 to
12 months in patients who have undergone PCI for ACS.

Methods

The authors declare that all supporting data are available within the article. This systematic
review was conducted according to a published protocol pending registration on PROSPERO
and available on Open Science Framework (10.17605/0OSF.I0/MW3VY). Our study
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followed the Preferred Reporting Items for Systematic Reviews guideline for reporting
(Table S1)8.

Search Strategy and Inclusion Criteria

A systematic search was performed in the following databases: Cochrane Library, Google
Scholar, Ovid Embase, Ovid MEDLINE, PubMed, Scopus, and Web of Science Core
Collection from the inception of database to March 25, 2022. The search was formulated
using controlled vocabulary and keywords with synonyms for percutaneous coronary
intervention, dual anti-platelet therapy, duration of treatment, and randomized controlled
trials. Full search strategies for all databases can be found in Table S2. Relevant websites
(www.escardio.org, www.tctmd.com, www.europcr.com, www.scai.org, and www.acc.org)
and the reference lists of each included study using CitationChaser were searched for
additional relevant literature.

Studies were included only if they met the following criteria: (1) RCT; (2) comparison of
1 to 3 months of DAPT (case group) with 6 to 12 months of DAPT (control group); (3)
inclusion only of patients who underwent PCI for ACS; (4) follow-up duration of at least
12 months after index PCI; (5) written in English language. Subgroup analysis or post-hoc
analysis of RCTs and official abstracts published in well-known international conferences
(ACC, AHA, SCAI, TCT, TVT, ESC, EuroPCR) were allowed. Duplicative studies were
excluded.

Citations from the initial search were imported into the Endnote 20 database. After
removing duplicates using the Yale Reference Deduplicator Tool, the remaining articles
were uploaded into Covidence.” Two authors (D.P. and P.W.) independently screened

papers in title and abstract, and selected relevant papers by their full manuscripts and
supplementary appendices after assessing for eligibility. Selected studies were re-examined
for appropriateness and disagreements were settled by a third author (M.N.). We utilized the
Cochrane collaboration’s tool to assess the risk of bias for each trial and the GRADE system
to evaluate the quality of each pooled outcome.8: 2 Our study was exempt from institutional
review board’s approval as only publicly published data were used.

Data Acquisition and Outcomes of Interest

Baseline characteristics of studies, patients, and procedures were extracted by 2 authors
(D.P. and S.A.) and validated by a third author (M.N.). Primary outcomes of interest were
net adverse clinical events (NACE) and major adverse cardiovascular events (MACE).
Secondary outcomes included any bleeding, major bleeding, all-cause mortality, CV
mortality, myocardial infarction (MI), stroke, definite or probable stent thrombosis, and
repeat revascularization. Of note, the definitions of MACE and NACE differed across the
included trials. The definition of outcomes in each trial are summarized in Table S3.

Statistical analysis

Integrated hazard ratio (HR) and 95% confidence intervals (Cl) were generated by applying
random effects model based on the DerSimonian-Laird method. Higgins and Thompson’s
12 statistics and ©2 were calculated to assess the heterogeneity among the studies. Funnel
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plots showing the scatter plot of the hazard ratios against the standard error in a logarithmic
scale were visualized to evaluate for publication bias. Begg-Mazumdar and Egger tests
were then applied. For meta-regression analysis, mixed-effects logistic regression was used
to examine the association of outcomes with the proportion of left main (LM) and left
anterior descending (LAD) coronary artery lesions and the proportion of ST-elevation
myocardial infarction (STEMI). Beta coefficient with its corresponding P value, 2, 12,

H2, and R? indexes were generated from all meta-regression models. All statistical analyses
were performed using the meta package in R version 4.0.5 (R Foundation for Statistical
Computing, Vienna, Austria).

Our initial literature search yielded 3,012 potential studies after removing duplicate
publications (Figure 1). Of these, 62 papers were evaluated in full-text and 53 papers were
excluded for duplicate study data, wrong setting, or wrong patient population (Table S4).
Nine studies met the inclusion criteria. Publication years spanned from 2012 to 2022 (Table
1). Four RCTs were intention-to-treat analysis3 5 10: 11 while 3 were post-hoc analyses'2~
14 and 2 were per-protocol analyses.* 1° Data from one trial was from a conference
publication as a full paper had not yet been published.1? Three trials exclusively enrolled
patients who presented with ACS3-5, while others reported outcomes from the subgroup

of patients who had ACS by either subgroup analysis or post-hoc analysis. Two trials
compared 1 month with 12 months of DAPT.# 14 Five trials compared 3 months with 12
months of DAPT.3: 10. 11, 13,15 One trial compared 1 to 2 months of DAPT with 12 months
of DAPT?, and another trial compared 1 month with 6 months of DAPT.16 Seven of the

9 trials administered P2Y12 inhibitor monotherapy after given period of dual-antiplatelet
therapy. Two trials did not report NACE and another two trials did not report MACE.
Among the trials that reported these two outcomes, the component events were not identical,
with differences in the inclusion of stent thrombosis and target vessel revascularization for
MACE and differences in the inclusion of cardiovascular death, stroke, and target vessel
revascularization for NACE (Table S3). Risk of biases in the trials were largely low to
moderate, and quality of evidence ranged from high to moderate (Table S5-S6). Publication
bias was not observed (Table S7).

A total of 12,938 patients underwent 1 to 3 months of DAPT while 12,969 patients
underwent 6 to 12 months of DAPT. The sample size included in our study represented

the number of patients with ACS and not the total enrollment in 6 out of 9 trials as

only the STOPDAPT-2 ACS, TICO, and REDUCE trials exclusively enrolled patients with
ACS. However, the STOPDAPT-2 ACS trial did include the ACS subgroup of the initial
STOPDAPT-2 trial who comprised 28% of the total sample size. The proportion of patients
with stable ischemic heart disease in original trials that were not limited to ACS are shown
in Figure S1. Types of dual antiplatelet agent and stents were variable among trials, but only
the RESET trial deployed first-generation drug-eluting stents in a fraction of the patients.1®
Demographics and comorbidities also widely varied among the trials (Table 2). Reasons

for undergoing PCI consisted of 35.7% unstable angina, 34.7% non-ST-elevation Ml
(NSTEMI), and 30.5% STEMI. However, RESET trial did not distinguish between NSTEMI
and STEMI, so it was excluded when calculating the percentages.1® TWILIGHT-ACS trial
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and OPTIMIZE trial did not include patients with STEMI.19: 13 Proportion of STEMI was
heterogenous in the remaining 7 trials, comprising >70% in the STOPDAPT-2 ACS trial and
<20% in the SMART-CHOICE trial.> 11 Procedural characteristics are summarized in Table
3.

There was no difference in the hazard of NACE (HR 0.92, 95% CI 0.79-1.07, p=0.26) and
MACE (HR 0.96, 95% CI1 0.78-1.17, p=0.69) between 1 to 3 months of DAPT and 6 to 12
months of DAPT (Figure 2). However, implementing 1 to 3 months of DAPT was associated
with lower hazard of both any bleeding (HR 0.55, 95% CI 0.46-0.66, p<0.01) and major
bleeding (HR 0.47, 95% CI 0.36-0.62, p<0.01) (Figure 3). No differences were found in

the outcomes of all-cause mortality (HR 0.95, 95% CI 0.63-1.43, p=0.81), CV mortality
(HR 1.07, 95% CI 0.54-2.13, p=0.84), myocardial infarction (HR 1.08, 95% CI 0.84-1.39,
p=0.55), and stroke (HR 1.19, 95% CI 0.79-1.78, p=0.40) (Figure 4 and Figure S1). The
hazard of definite or probable stent thrombosis (HR 1.41, 95% CI 0.70-2.87, p=0.34) and
repeat revascularization (HR 1.22, 95% CI 0.89-1.67, p=0.22) also did not differ between

1 to 3 months of DAPT and 6 to 12 months of DAPT (Figure S3). Sensitivity analysis of
RCTs that exclusively enrolled patients with ACS produced similar findings (Figure S4).
Sensitivity analysis excluding the MASTER DAPT trial, whose ACS subgroup analysis has
not yet been published as a full manuscript, revealed similar results (Table S8). Additional
sensitivity analysis excluding the RESET trial, which employed first-generation drug-eluting
stents in a portion of its patients, yielded similar results (Table S9). Finally, sensitivity
analysis to newer (ticagrelor, prasugrel) or older (clopidogrel, aspirin) antiplatelet agents
also produced similar results in primary outcomes (Figure S5). However, the numerical HR
was lower in the former for both NACE and MACE.

Meta-regression revealed a non-significant but increasing trend of both NACE ($=0.003,
R2=0%, p=0.76) and MACE (p=0.013, R2=26.4%, p=0.19) with greater proportion of

LM and LAD coronary artery lesions in the trials (Figure 5). Increasing trends of NACE
(B=0.006, R2=21.4%, p=0.15) and MACE (B=0.025, R?=0%, p=0.51), albeit non-significant,
were also observed with increasing proportion of STEMI included in the trials (Figure 6).
On the other hand, major bleeding showed an inconsistent and non-significant trend with
increasing proportion of LM and LAD coronary artery lesions (p= —0.003, R2=0.00%,
0=0.83) and STEMI (3=0.002, R2=0.00%, p=0.70) (Figure S6-S7). Details of the meta-
regression analysis are shown in Table S10.

Discussion

We present the first meta-analysis of shorter-duration DAPT post-DES in ACS versus
standard longer-duration DAPT since the publication of the STOPDAPT-2 ACS trial and
presentation of the MASTER-DAPT results. We detected no statistical difference in the
primary outcomes of NACE and MACE when comparing the two approaches. As expected,
there was a significant decrease of any bleeding and major bleeding in patients receiving

a shorter duration of DAPT versus a longer duration of DAPT. We also detected a non-
significant trend toward increasing risk of both NACE and MACE in trials with increased
proportion of high-risk patients, including those with STEMI, LM and LAD lesions.
Although these findings do not definitively establish the existence of a subgroup in which
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ischemic risk exceeds bleeding risk, they collectively raise the question of ischemic risks in
those patients with high-risk features, such as left main or left anterior descending lesions
and STEMI. Thus, the results of our analysis substantiate and add precision to the estimate
of bleeding reduction with a shortened DAPT strategy but cannot conclusively settle the
uncertainty around ischemic risk in patients with higher risk features. Dedicated future
investigations into the safety of a shortened DAPT strategy in patients with the highest
ischemic risk will be necessary to address this evidence gap.

Selection of DAPT therapy duration following DES placement in patients with ACS

is of critical importance as it impacts both efficacy and safety outcomes. Since both
ischemic risks, measured by MACE, and bleeding risks are associated with poorer outcomes
following DES in ACS, it is important to maintain the proper balance to maximize safety
and efficacy. The efficacy of long-term DAPT following PCI, irrespective of clinical
presentation, has been well-established. Universal guidelines recommend 12 months of
DAPT with aspirin and a P2Y12 inhibitor.2: 17: 18 Recent guideline recommendations
acknowledge that a shorter duration of DAPT is reasonable in patients with stable ischemic
heart disease following PCI. On the other hand, shorter duration of DAPT has not been
recognized as an equivalent strategy for patients with ACS, unless clinically indicated in
patients with high bleeding risk!. Advancement of pharmacological therapy, improvement
of stent technology, and innovative ancillary devices such as intravascular ultrasound and
optical coherence tomography have raised the question: can DAPT also be safely shortened
in patients with ACS following PCI while maintaining efficacy? Our results suggest the
answer may be yes for many patients, as we observed similar NACE and MACE between
shorter- and longer-duration DAPT groups. Considering that many patients may have high
bleeding risk, this abbreviated DAPT strategy may be valuable and especially relevant given
that thrombotic risk of patients with ACS leading to ischemic events is known to decrease
over time.19

Some prior studies have suggested the benefit of short-duration DAPT in reducing bleeding
events without increasing CV events.20-23 However, one of the strengths of this meta-
analysis is the inclusion of the most recent RCT results from STOPDAPT-2 ACS and

the recently presented MASTER DAPT. Importantly, STOPDAPT-2 ACS demonstrated
that a 1-month DAPT strategy did not meet non-inferiority criteria for the composite of

CV or bleeding events compared with 12 months DAPT. Specifically, shorter duration of
DAPT was associated with a reduction in major bleeding events, but with an increase in
CV events. The presented results of MASTER DAPT, while not yet published, suggested

a non-significant trend toward improvement in NACE, MACE, and any bleeding with a
shortened duration of DAPT treatment. Ultimately, even with the inclusion of data from
STOPDAPT-2 ACS, there was no statistically significant difference in MACE, CV mortality,
MI. However, these results must be interpreted in the context of insufficient power to detect
potentially meaningful differences. Thus, high ischemic risk subgroups may require more
individualized care, particularly when considering the upper limits of the 95% confidence
intervals (MACE 1.17, M1 1.39, CV mortality 2.13) (Figure 3).

The non-significant trends toward increasing risk of both NACE and MACE in trials
with increased proportion of high-risk patients highlight an area of residual uncertainty.

Am Heart J. Author manuscript; available in PMC 2024 February 29.
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Hesitancy over a shortened DAPT approach in ACS patient populations is based on the
heterogeneity of the trials in this space as well as the clinical, anatomic, and biochemical
differences from those with stable ischemic heart disease, all which can increase the risk

of major ischemic events. Most trials did not exclusively enroll patients with ACS and
lacked data on lesion-specific characteristics and the complexity of the PCI performed,

all of which may influence outcome observations. Only three of the included trials
exclusively enrolled ACS patients,3-> with the rest synthesized via subgroup analysis or
post-hoc analyses. Moreover, the proportion of STEMI was also heterogeneous across trials.
However, on a sensitivity analysis of the RCTs that exclusively enrolled patients with

ACS, we found no significant statistical difference in the ischemic outcomes of interest. A
meta-regression analysis of primary outcomes to proportion of STEMI also did not yield
any statistically significant difference but did detect a positive trend in both NACE and
MACE. Similarly, a meta-regression assessing studies by proportion of LM and LAD lesions
detected a non-significant trend toward increasing NACE and MACE as the proportion

of LM and LAD lesions increased. These findings suggest that patients presenting with
high-risk ACS (STEMI) and/or high-risk lesions (LM and LAD disease) may not glean

the same benefit from short-term DAPT as the general ACS population. They should be
viewed as hypothesis-generating and merit further dedicated investigation. This may include
future patient-level meta-analyses to further delineate specific patient, presentation and/or
procedural characteristics associated with increased risk to inform clinical decision-making.
Ultimately, our results may justify future large clinical trials, focusing on the highest-risk
cohorts of patients, including those with STEMI and those with high-risk anatomy. In the
interim, the established 12 months DAPT duration should remain the standard for most
patients considered high-risk for ischemic events, including those with STEMI or LM and
LAD disease.

Unsurprisingly, we observed a significant improvement in safety among patients receiving
shorter duration of DAPT compared with a longer duration of DAPT, with a 41% decrease
in any bleeding and a 53% decrease in major bleeding. Notably TICO, TWILIGHT ACS,
and STOPDAPT-2 ACS all had shown significant reduction in any bleeding as well as
major bleeding, while GLOBAL LEADERS demonstrated a significant reduction in major
bleeding. Interestingly, with such a significant decrease in bleeding events, our results did
not demonstrate a significant reduction in all-cause mortality. Explanation remains unclear,
although it could be influenced by the competing risk of other secondary outcomes.

Choice of P2Y12 inhibitor varied across the trials included in this study. Although the use of
clopidogrel in ACS has been evaluated many times with proof of its efficacy and was used
in many of the studies included in this analysis, the newer P2Y 12 inhibitors have become
the standard-of-care treatment for ACS patients. Ticagrelor significantly reduced the rate of
CV death, MI, or stroke without increasing overall major bleeding events when compared
with clopidogrel in patients with ACS.24 Prasugrel significantly reduced CV morbidity and
mortality at the expense of increased bleeding when compared with clopidogrel.25 Our
sensitivity analysis stratified to older and newer antiplatelets also revealed a numerically
higher HR of NACE and MACE in the aspirin/clopidogrel group compared with the
ticagrelor/prasugrel group. Although these findings must be interpreted in the context of
the limited number of studies including newer agents, which corresponds to a higher risk

Am Heart J. Author manuscript; available in PMC 2024 February 29.
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of type 2 error, they may be considered hypothesis-generating. Similarly, the failure to
prove noninferiority of efficacy in the STOPDAPT-2 ACS trial could be partially due to the
use of clopidogrel, an older generation P2Y12. This contrasts with other studies that used
ticagrelor, such as TICO, TWILIGHT ACS, and GLOBAL LEADERS, whose sensitivity
analysis demonstrated numerically lower hazard of primary outcomes compared to RCTs
that used clopidogrel or aspirin (Figure S4). In addition, clopidogrel has been known to
have high resistance amongst Asians, with certain communities reaching rates up to 70%.26
STOPDAPT-2 ACS was conducted in a Japanese patient population, and unfortunately did
not include clopidogrel resistance testing as part of the trial. This casts further uncertainty
around the efficacy outcomes of STOPDAPT-2 ACS.

Results of this meta-analysis contrast with the current guidelines which advocate for longer
duration of DAPT following DES in ACS according to the ACC/AHA as well as ESC
guidelines. Although there appears to be a potential trend toward decreased efficacy in

the highest risk (STEMI, LAD and LM) subgroups regardless of baseline patient profile,
ischemic risks, types and locations of lesions, clinical presentation, and number of stents
placed, there was no statistically significant difference in efficacy endpoints. This study
reinforces the bleeding risk reduction benefits associated with shorter duration DAPT, but
cannot entirely dispel the ischemic risk uncertainty, especially when higher risk ischemic
features are identified.

Limitations

The results of this meta-analysis should be considered with the following limitations.

First, we did not have access to patient-level data which would have allowed more granular
analyses of specific subgroups and assessment of independent patient and procedural
characteristics that may have influenced our observations. Many of the trials were open label
which can lead to increased performance bias. Varying types of DES were also used across
studies, with first-generation DES used in RESET, while others used second-generation
DES and bioresorbable polymer DES. The newer generation stents have significantly lower
rates of restenosis and stent thrombosis when compared to first generation stents.2” A large
portion of the study population were of East Asian descent, which may compromise the
generalizability of the findings to people of other ethnicities. In particular, there exists

an ethnic-based difference in patient response to P2Y12 inhibitors. In East Asians, the
association between platelet reactivity and both ischemic and bleeding outcomes may differ
from that of Westerners.28 Bleeding definitions differed across RCTs, with BARC versus
TIMI criteria used, and some not reporting major bleeding at all. Primary outcome reporting
also differed as MACE was not reported in OPTIMIZE and RESET, while NACE was not
reported in TWILIGHT ACS and SMART-CHOICE. These differences in outcome reporting
can add imprecision to the meta-analysis results. The RCTs also differed in their analytic
strategy, with four studies utilizing intention to treat and two studies using per protocol
analysis, the latter of which may introduce bias. Results of the meta-regression were largely
driven by the STOPDAPT-2 ACS trial, which had higher proportion of STEMI as well as
LM or LAD coronary artery disease. Therefore, what appears to be two distinct factors may
be one colinear marker of elevated ischemic risk. This trial also had its own limitations,

Am Heart J. Author manuscript; available in PMC 2024 February 29.
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including heterogeneity in design, restriction to the East Asian population, and potential
reduced efficacy of clopidogrel, which could have biased the results seen in meta-regression
analyses. Lastly, moderate heterogeneity was detected in all-cause mortality and repeat
revascularization outcomes. Differences in baseline patient characteristics and individual
risks, procedural characteristics including stent type used, trial design, and different types of
P2Y12 inhibitor use could potentially explain the heterogeneity. Even with random effects
method applied, heterogeneity was present in the outcomes, suggesting that more data may
be needed.

Conclusion

Amongst patients receiving DES in ACS, this meta-analysis demonstrates that an
abbreviated duration of DAPT is associated with reduced bleeding and a pooled estimate
suggesting no significant difference in ischemic events when compared with standard
duration of DAPT. However, uncertainty remains surrounding the risk of ischemic events
with a shortened DAPT strategy for populations with higher risk ischemic features. Further
studies will need to be conducted to definitively define the most appropriate management in
the population at highest risk for ischemic events.
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Highlights
. Shortened DAPT is associated with reduced bleeding risk compared with
longer DAPT
. While ischemic events are not increased with shortened DAPT compared

with longer DAPT in the overall ACS population, uncertainty remains around
patients with higher ischemic risk.
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Figure 1. PRISMA flow diagram of this meta-analysis

v

Reports excluded:
(n=0)

The flow diagram shows the process of how the trials included in this meta-analysis were

selected. All steps adhered to PRISMA guidelines.
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Figure 2A. Net adverse clinical events
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Figure 2B. Major adverse cardiovascular events
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Figure 2. Comparison of primary outcomes in 1-3 months versus 6-12 months of DAPT
Forest plots show the integrated hazard ratio for the outcomes of net adverse clinical events

(Figure 2A) and major adverse cardiovascular events (Figure 2B). Hazard ratio below 1
favors 1 to 3 months of DAPT whereas that above 1 favors 6-12 months of DAPT. Please
note that the trials included in Figure 2A and Figure 2B are not entirely identical.

Abbreviations: DAPT = dual anti-platelet therapy
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Figure 3A. Any bleeding
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Figure 3B. Major bleeding
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Figure 3. Comparison of bleeding outcomes in 1-3 months versus 6-12 months of DAPT
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Forest plots show the integrated hazard ratio for the outcomes of any bleeding (Figure
3A) and major bleeding (Figure 3B). Hazard ratio below 1 favors 1 to 3 months of DAPT

whereas that above 1 favors 6—12 months of DAPT.
Abbreviations: DAPT = dual anti-platelet therapy
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Figure 4A. All-cause mortality
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Figure 4B. Cardiovascular mortality
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Figure 4. Comparison of mortalities in 1-3 months versus 12 months of DAPT
Forest plots show the integrated hazard ratio for the outcomes of all-cause mortality (Figure

4A) and cardiovascular mortality (Figure 4B). Hazard ratio below 1 favors 1 to 3 months
of DAPT whereas that above 1 favors 12 months of DAPT. Note that 6 months of DAPT is
not included in the control group as MASTER DAPT trial did not provide data on specified
outcome.

Abbreviations: DAPT = dual anti-platelet therapy
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Figure 5A. Net adverse clinical events
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Figure 5B. Major adverse cardiovascular events
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Figure 5. Meta-regression of primary outcomes to proportion of left main and left anterior

descending coronary artery lesions

The two graphs above show the association of the hazard ratio of net adverse clinical events
(Figure 5A) and major adverse cardiovascular events (Figure 5B) with the proportion of LM
and LAD coronary artery lesions included in the trials. Positive beta coefficient signifies
positive correlation and vice versa. P-value of the trend is shown in the top left corner of

each graph.

Abbreviations: LM = left main coronary artery; LAD = left anterior descending coronary

artery
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Figure 6A. Net adverse clinical events
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Figure 6B. Major adverse cardiovascular events
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Figure 6. Meta-regression of primary outcomes to proportion of ST-elevation myocardial

infarction

The two graphs above show the association of the hazard ratio of net adverse clinical events
(Figure 6A) and major adverse cardiovascular events (Figure 6B) with the proportion of
ST-elevation myocardial infarction included in the trials. Positive beta coefficient signifies
positive correlation and vice versa. P-value of the trend is shown in the top left corner of

each graph.

Am Heart J. Author manuscript; available in PMC 2024 February 29.



Page 19

Park et al.

uals Bunnja-snwijoseloz = S37 uals Bunnjs-snwijoais = S3S ‘sisAfeue dnoabgns
= VS ‘]000304d Jad = dd ‘sIsAJeue 20y-1s0d = WYHd {(S)yiuow = oA ‘1eaJ) 01 uonuslul = | || ‘Jusls Bunnja-snwijoians = s33 ‘Adelayl 19]81e|d-nue [enp = 1 4vQ ‘uais Bunnjs-snwijoiq = S3g :suoneinslqqy

Jus)sogJed Bunnja-snwijoloe) ‘quals Buisodde-4as Buinja-snwijolIS ‘pjoJeIS JBINISBA 8]qRgI0salolq ‘STQ daiy-JawAjod ‘s3Q JawAjod

3|qepelbapolq ‘SIS wniwoayd-1jeqod JawAjod ajqelnp ‘S37Z JawAjod ajgeinp ‘S33 wniwoiyd-wnuield JjswAjod sjgeinp ‘S33 wniwoiyd-1jeqod JawAjod ajgeinp :3uais Bunnje-bnip :o_usmcmm.ucoomwx

sAep 99¢ 01 Z0T Jo abuel m__tw:_smgc_m

uLiIdse yum uoieuIquIod ui pasn juabe E_Em_n_::,qm
Adelayy 19)91e|dnue-jenp Jo pouad uaAlb Jae pasn juabe jajare|diiue .a._mc_mb
Adesayy 19|91e]d3ue-fenp Jo :o_%_:oQ

paystignd sem Apnis \_mm\(

§3Z's33's3S [2160p1do 48 00€ s3z 1216opido1D € T0¢ VS'dd  ¢I0C e 19 Wiy 1333y
s3z a160pidolo 4} 208 s3z uuidsy € vey  VS'LLl €102 ‘e 12 saied 3IZINILO
mmmwﬂw%wwhﬁﬂ%% _m___wwm__mmmmw@ ¢ avi mm_mvwm%wﬁmm@% uudsy € T6L Ll 6T0C  eREINTRQ 30na3y
§3s 's33 |816opidold 4! 1.8 S35 's33 [esBopidojo € 0/8 VS'LLl 6102 ‘e 30 uyeH IOI0HD-LUVINS
s34 JojaiBeol L 4’ LE1€ s3g JojaiBeal 1 0S8  VHd 6T02  ‘[elodeluewol SYIAVIT IVEOTO
4s3aoc Jojaibear L 4 e 4S3a9¢ Jojai6eo1 L € €Lee VHd 0202 ‘e 19 Jageq SOV-LHOITIML
s3s Jofaibear 4 6¢ST s3s Jojaibeol T /25T dd 0202 1218 Wi} 0oIL
S3s [46opidoro a9 998 s3s uliidse ‘ja16opido]d T v16  VHd  Tzoz e nbiwibren 1dva ¥3L1SYIN
S33 WNIWOIYP-Y[RG0D Ja1Bopidoy T 8Lz E:_Eomm_ma_soo ja1Bopidoro st ss0z LU 2200 RI0GQREEM SOV Z-LdvadOLS

wais psBnIa (om) s Jsbnua (o) ()

q IS q 9zIS sishjeuy  @l€3A Joyiny jeLL
(1dva wusl-paepuels) [041U0D (1Ldva wusl-1oys) ssed

s[eln pa1a|as ayl JO SoNnsiIgoRRYD

‘TalqeL

Author Manuscript Author Manuscript Author Manuscript Author Manuscript

Am Heart J. Author manuscript; available in PMC 2024 February 29.



Page 20

Park et al.

UoIaJeJUI [RIPJed0AL UOITBAS]S JUBWHSS | S = [INTLS ‘UonuaAIaIul A1eu0I0d

snoaueinaad = [Dd ‘aseasip Jejnosen [esaydiiad = Qvd ‘UonoJeul [eIpsed0AW UONBAS|S JusWBas | S-uou = [NJLSN ‘asessip [assanilnw = QAN ‘UOIdIeIUL [eIpJedoAW = [|Al ‘UondRl) UonJa(e JejnoLusA
13| = 437 ‘U0IOUNY = X} 3SLaSIP JBJNISBA0ICRIRD = WAD 9seasIp Alalie A1euolod = QD ‘1elb ssedAq Alsnie A1euoiod = 9gyD ‘Xapul ssew Apoq = |ING ‘BWOJPUAS A1euolod ainde = SOV :SUOIRINSIGAY

INSLS pue euibue ajgelsun yioq sapnjoul

uonejuasald _mo_c__oQ

aWoIpuAs A1euolod ande pue ‘eulbue a|gels “eIWayas! ua|Is |[e Buipnioul ‘ajdwes ai1us ay) Jo S3PIGIOW0D pue mo_c%aoemom

) _ - [Ac17:44 ¢'LT/6'8T 9°/2/€'8¢ - 0'9€/0'9€ Sveleve 8°CLIL'YL g IN31S
Leesee LIT/T'LT 0'TV/9'SE §92/5°L¢ A7 N 44 6'97/T'SY 0'2€/0'SE G'1S/L°CS 82/0C g IW3LSN
EVLISEL £'€8/6'¢8 8'€T/C'ST ¥'96/9°€S ¢'L2/8'9¢ T'€38/6'vS 0'¢E/0’6C Tve/0ee Y've/eee q euibue ajqeisun
[SX47A% 14 - 8'EE/T'9E 0°6v/1°0S - §'65/6'T9 0'96/0'SS - - aAn
6°€9/C'V9 - - 6°65/0°09 - - - 0'€9/S'€S 6'9G/L'99 uesw ‘43A1

- 9'0/9°0 - - 9'0/9°0 L0/6'0 - 89/T’L L'0/6'0 Buipas|q snotns.d

- §'¢/SC 0¢/ST 89/9'9 §¢lee - 0v/0Y - 9vI8Y VAD Snoinsid
9'0/2°0 2'8/T'L 8'¢/8¢C - 6°€/SE G'8/8'8 0T/0T SLivL 6°0/7'0 9dVvO sholnsld
0€/5e T61/6'0C 8'6/L'TT 8TT/STT v'€e/8ee v'veleve - 0'9¢/6'5C L'6/6°0T 10d snoinsid
- €CEITE 8'TT/SCT - - - - - - SOV Snoinaid
91/8T 8'VEIVE - EVITY 9'8T/€'8T (At act4 0€/0Y 8'81/6'8T €6/9'9 I\ snolnaid
- 0€/8e - - €a/TS 9'9/L'S - - 0¢/6T avd

- 8'G/v'L - §'€l6e SCIVET T'ST/9VT 0'¢c/0'6T 1°0¢/2'8T V'EIEe X} [eual pairedw]
8'¢c/T’ae €L1/9'8T Levitey S'velv'8e 9EEEVE 9'9¢/e’ee - 17'8/0°0T 8'EE/6VE Buryows uaund
6'65/L°L8 L'€9/C°€9 6'vv/E Y §'Sh/T'SY 0'29/8°09 - 0°09/0'T9 1'89/2°29 6'99/2°99 elwapidisAa
¥'19/€729 C'88/7'98 £°0S/L°0S €T9/9'T9 6°,9/9'89 ¥ L9/S°L9 0'1S/0°0S C¢'8LI6'9L 1'89/8'29 uoisuanadAH
8'8¢/8'6¢ €'GE'SE S'61/9'TC 8'9€/2'8¢ ¢'12/9'Te EVE9'SE 0°L2/0'Le EVEBCE 6'62/5'6¢ snjijjsw ssisqelq
6'72/0'5C - 9'92/9'9¢ L'velS ve - ¥'82/¥'8¢ 6'v2/6'vC v'Lele e cveive uesw ‘IINg
T'LE/9'SE 6'9€/5°9€ L2’ LT 8'Ge/e’Le 6'celeee 8'1¢/S'SC 0°0¢/0'Te 8'0€/L°0E 9'0¢/8'0¢ dlewa
¥'29lv'29 6'T9/€'T9 0°09/0'T9 Y'79/9'v9 8'79/6'79 V92 Y9 0°79/0'T9 09L/T°9L 9'99/0'29 Jeak ‘aby
el3dS3d  3IZINILAO 3DNA3Y  IOIOHD -LHUVINS  SHIAVITTVAOTO  SOV-LHOITIML 0Jl1L eldVA U3LSVIN SOV 2-1dVAdOLS 9% ‘|043U0D/8seD

Author Manuscript

S[elL pa1as)as ayl Jo salydesbowap suljaseg
‘¢ 9lqel
Author Manuscript

Author Manuscript Author Manuscript

Am Heart J. Author manuscript; available in PMC 2024 February 29.



Page 21

Park et al.

Aiapte Areuolo0d bl = Oy ‘Aydelbowo) aduaiayod [eando = | DO ‘Aiauie A1euoiod Xajjwinalid Ya| = X7 ‘Alslie Areuolod Bulpuadsap Jolisiue Ja] = Q1 ‘punosesijn fejnaseAeniul = SNA| :SuoneInsIqqy

3WOIPUAS AIeuolod 8Inde pue ‘eulbue a|gels “eIWayas! Jua|Is |[e Buipnjoul ‘ajdwes ai1us ay) JO SaIPIGIOW0D pue mu_c%aoEmn_w

6'¢e/L'ce - 0°€c/0’Ee 8'6€/5°07 8'LE/0'8E €veleve GE/SE L'6E/E'6E 9vEIEVE wuw ‘ybus| ua1s

LT'E/BTE Lell'e - 6°¢/6'C - 0°€/0e YT EETE 66°¢/00°€ ¢0'€/10€ ww ‘1sjewelp Jusls

- 9T/9T T¢'T/0CT - - YS'T/2ST LETILET 9L TIVLT arivas ueaw ‘paoe|d swsis

- - - - - - - - 6'VT/9°C€T 100

- - - - 2'L2/0'Se - - - 2'98/€'L8 SNAI

¥'€2/0'ce §'9¢/e'se - - 9v¢/See LYTCyT 8T/LT 8°L¢/T’Se 8'8T/L'9T Juswiealy [asssAn|niA

LZTILCT €ETICET - ST/ST 9C'TIvCT 0E'T/6C'T Ye1/eEeT ¢ETI6CT 8¢'T/LCT ueaw ‘suoisa) 186l

- 9€Y €1¢l6'9¢ 19/9'S - - - - 0€/ee uoIsno0 [ejoL

- 6VT/LVT - 9¢C1/SCT TClEET LTT/STT STIVT V'v/9°€ ¥'9¢2/8'9¢ uolsa| uolredinyig
- - - - - 0'T/60 - eTET T0/T0 Weub ssedAg
T'L2/€'9¢ L'12/9'Le 0°€ECTTE 6°EE/6'VE 8'L¢/T'8¢ STEETE TE/0E 8'8¢/9°0€ L'CEIB'0E Voo
0/0 STCT 8'0/€'T T's/C’s 6'T/CT ce/oe [} 0v/6'€ 6'0/€T ulew ya
¢'61/0'TC Evelvee 0°¢¢/S6T 6°CE/9°CE 6'6T/9'TC €G¢el6've 6T/6T 0°€e/Tee TETBET X0
9°€G/L'2S 9'9v/6'LY 'vv/0'8Y ¥'8S/L°LS ¥'06/8'8% 0°0v/8'0% 87/87 [Sx47kx44 C'€S/0'YS avi

s|assaA 1d|nD

- eLL9 - - - - - - €'ST/9°ET yoeoudde pabeis

- ov/0v 69L/T°9L €9L/L°9L 8CLIOEL 8'€LI0EL 99/99 698/T'v8 1'68/0'68 yoeoidde [elpey
eldS3d  3IZINILAO 3IDNA3TY  SOV-LHOITIML e3OIOHD -1HVINS  SH3IAVIT TVEO19D 0JlL eldVA U3LSVIN SOV 2-1dvAdO1S 9 ‘|041U0D/ESeD

Author Manuscript

‘€ 9lqeL

Author Manuscript

Author Manuscript

S[el] pa19a|as ay) Ul SONSIIBI0RIRYD [2INP3J0Id

Author Manuscript

Am Heart J. Author manuscript; available in PMC 2024 February 29.



	Abstract
	Introduction
	Methods
	Search Strategy and Inclusion Criteria
	Data Acquisition and Outcomes of Interest
	Statistical analysis

	Results
	Discussion
	Limitations
	Conclusion
	References
	Figure 1.
	Figure 2.
	Figure 3.
	Figure 4.
	Figure 5.
	Figure 6.
	Table 1.
	Table 2.
	Table 3.

