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ABSTRACT

Background: Patients with type 2 diabetes mellitus (DM) comprise more than a quarter of all patients undergoing percutaneous coronary intervention and are
at higher risk of adverse events. We sought to reexamine the optimal duration of dual antiplatelet therapy (DAPT) postpercutaneous coronary intervention in
patients with DM.

Methods: We systematically included randomized controlled trials comparing any 2 of 1, 3, 6, and 12 months of DAPT that reported major adverse car-
diovascular events (MACE), net adverse clinical events (NACE), bleeding, or stent thrombosis in DM, and performed a frequentist network meta-analysis. We
also performed a sensitivity analysis of trials that exclusively enrolled patients with acute coronary syndrome.

Results: In 16 randomized controlled trials comprising 16,376 adults with DM, there was no significant difference in NACE, MACE, stent thrombosis, or major
bleeding between pairwise comparisons of 1, 3, 6, and 12 months of DAPT, except for a signal for lower bleeding with 3 months of DAPT compared to 12
(risk ratio, 0.72; 95% Cl, 0.51-0.99). Sensitivity analysis of trials that solely included acute coronary syndrome similarly showed no significant difference in
MACE between 1, 3, 6, and 12 months of DAPT.

Conclusions: Our study found no meaningful difference in NACE or MACE between pairwise comparisons of 1, 3, 6, and 12 months of DAPT by study-level
meta-analysis of patients with DM, with lower bleeding risk observed with 3 months than with 12 months of DAPT. This finding may provide clinicians greater
flexibility to personalize patients’ DAPT duration based on other non-DM comorbidities that might affect bleeding or thrombosis risk.

Introduction

Type 2 diabetes mellitus (DM) affects approximately 462 million
people globally," among which a third have comorbid atherosclerotic
cardiovascular disease (ASCVD).2 Patients with DM comprise more than
a quarter of all patients undergoing percutaneous coronary intervention
(PCI) and are at higher risk of adverse clinical outcomes such as cardiac
death, myocardial infarction, in-stent restenosis, and need for repeat
revascularization.>> DM poses a special challenge in ASCVD as it is
associated with more complex coronary lesions that are multivessel and

diffusely distributed.®’ Moreover, DM is characterized by a state of
increased platelet reactivity and abnormal platelet function.®

Given the rapid expansion of the global DM burden coupled with
greater ischemic risks, increased platelet reactivity, and higher
complexity coronary lesions in patients with DM, determining optimal
dual antiplatelet therapy (DAPT) duration in this population is essen-
tial.” The 2021 guidelines from the American College of Cardiology,
American Heart Association, and Society for Cardiovascular Angiog-
raphy and Interventions, and the 2023 guidelines from the European
Society of Cardiology recommend 6 months of DAPT after PCl for
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stable ischemic heart disease and 12 months of DAPT after PCI for
acute coronary syndrome (ACS) regard|ess of the presence of DM, but
with the allowance of abbreviated DAPT tailored to the needs of the
patient.m'11 However, whether this should be tailored in patients with
DM remains uncertain. Thus, we set out to determine whether there are
clinically important differences in ischemic and bleeding outcomes with
different durations of DAPT in patients with DM using data from ran-
domized controlled trials (RCTs).

Methods

We conducted our systematic review following a documented
protocol found on Open Science Framework'? and followed the
guidelines provided by the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) statement (Supplemental
Table $1)."° This study was exempt from institutional review board
approval as it exclusively used data from previously published sources.

Search strategy and inclusion criteria

The co-first authors carried out a thorough literature search across
multiple databases, which included the Cochrane Library, Ovid
Embase, Ovid MEDLINE, PubMed, Scopus, and Web of Science Core
Collection. We also searched for pertinent trials in the proceedings of
major international cardiology conferences, which included the Amer-
ican College of Cardiology, American Heart Association, European
Society of Cardiology, and Society for Cardiovascular Angiography &
Interventions. This search was constructed using carefully selected
combinations of controlled and free text terms related to topics such as
DAPT, treatment duration, PCI, and RCT, mirroring the approach taken
in a prior study.'* The search period included articles from the inception
of these databases up until August 12, 2023. Only articles in English
were taken. The complete search strategies for all databases can be
found in Supplemental Table S2. Upon compiling pertinent studies, the
reference lists of each study were cross-referenced to identify additional
relevant literature. To eliminate duplicate studies, citations from the
initial search were imported into EndNote 20 software and screened
using Covidence. Two independent reviewers (D.P. and J.H.) performed
title, abstract, and full-text review with disagreement resolved by the
corresponding author (M.N.). Any discrepancies were resolved through
team discussions under the corresponding author’s supervision.

Studies with the following criteria were included: (1) RCT; (2) com-
parison of any 2 of 1, 3, 6, or 12 months of DAPT; (3) reporting of
outcomes associated with patients with diabetes mellitus; (4) follow-up
duration >9 months from the index PCI; (5) written in English language.
When >2 studies on the same RCT data were found, the earlier original
paper was prioritized. For each selected trial, we utilized the Cochrane
Collaboration’s tool to evaluate the risk of bias, and for each pooled
outcome, we used the GRADE system to assess its c|ua|ity.15'16

Data acquisition and outcomes of interest

From each individual study, we gathered specific details including
year of enrollment, the countries where the study took place, study
sample size, the proportion of patients with ACS, the specific single
antiplatelet agent used, and the types of stents deployed. Additionally,
we compiled baseline patient characteristics to facilitate study-level
comparisons. We did not have access to patient-level data for the
studies included in the present analysis. All included variables were
abstracted from published materials. The primary outcome was net
adverse clinical events (NACE). Secondary outcomes included major
adverse cardiovascular events (MACE), bleeding, and definite or
probable stent thrombosis (ST).

Statistical analysis

To ensure uniformity across all studies, risk ratios were manually
computed from the selected RCTs. Modified Haldane-Anscombe
correction was used to resolve O-cell problems.” Following the
outcome compilation, a frequentist network meta-analysis with random
effects model was performed to determine pooled estimates by alter-
nating the reference groups. Inconsistencies between direct and indi-
rect estimates were evaluated through node-splitting analysis.
Heterogeneity in the network models was assessed using Tau-squared
and |-squared values. For each DAPT duration, P-scores were computed
for each outcome. These scores were considered meaningful only when
the network meta-analysis indicated significant distinctions among
various DAPT durations. P-scores indicate the average level of certainty
that a particular DAPT duration is superior to other durations, weighted
equally across all denominators.'® P-scores do not have a universal
threshold of significance but serve to rank the treatments in direct and
indirect comparisons, with a P-score of O representing the treatment
with the lowest effectiveness and safety within the network, and a score
of 1 representing the treatment with the highest effectiveness and
safety within the network. In node-splitting analysis, a 2-tailed P value
<.05 was considered statistically significant. A sensitivity analysis
including trials that reported major bleeding, as defined by Bleeding
Academic Research Consortium type 3 to 5 bleeding or thrombolysis in
myocardial infarction major bleeding, was performed. Another sensi-
tivity analysis excluding trial(s) outcomes presented in abstract only in
diabetic subgroups was also conducted. In addition, a sensitivity anal-
ysis including trials that included only patients with ACS was performed
for the outcomes NACE and MACE. Pooled outcomes for bleeding and
ST in ACS could not be generated because of the lack of relevant trials
that reported these outcomes in patients with DM. Frequent network
meta-analysis was performed using meta and netmeta packages in R
version 4.2.3 (R Foundation for Statistical Computing).

Results

Sixteen RCTs with a cumulative sample size of 16,376 patients with
DM were included in our study (Figure 1).79’34 All the data were
collected from full manuscripts except for 1 trial whose outcomes in
patients with DM were presented in a conference abstract.>> Seven
trials, which included 7365 (45.0%) patients with DM, compared 3
months with 12 months of DAPT (Figure 2).19:22.23.26-28,33 Giy trials,
which included 3621 (22.1%) patients with DM, compared 6 months
with 12 months of DAPT.?12425.27.32.34 Ty g trials, which included 3852
(23.5%) patients with DM, compared 1 month with 12 months of
DAPT.?* One trial, which included 1538 (9.4%) patients with DM,
compared 1 month with 6 months of DAPT.?" Years of recruitment
ranged from 2008 to 2021 (Table 1),'%:21-24:26-3032:34-38 The nroportion
of ACS cases within the selected trials varied between 32% and 100%,
with an unadjusted mean of 60%. Four trials, including the Short and
Optimal Duration of Dual Antiplatelet Therapy After Everolimus-Eluting
Cobalt-Chromium Stent 2 (STOPDAPT-2) ACS trial, which was the
continuation of the STOPDAPT-2 trial, exclusively enrolled patients with
ACS."7:26:3436 The percentage of patients with DM in the trials ranged
from 21% to 39%. Aspirin was the exclusive single antiplatelet agent
after DAPT discontinuation across 9 trials, followed by 3 trials that
prescribed ticagrelor and 2 trials that prescribed clopidogrel. One trial
employed both aspirin and clopidogrel, while another allowed physi-
cians to decide, with a prevailing preference for aspirin (64.1%), fol-
lowed by clopidogrel (33.7%). There was notable diversity in terms of
baseline and procedural characteristics among the trials (Supplemental
Table S3). However, both patients with and without DM are included in
this table as baseline and procedural characteristics by diabetes status
were not available in many of the trials. The definitions of NACE, MACE,
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Figure 2.

Network plot of the included randomized controlled trials. The network plot illustrates the number of trials and patients with diabetes mellitus among trials that compared 1 month,
3 months, 6 months, and 12 months of dual antiplatelet therapy. The size of the blue circles and blue lines are proportional to the total sample size of patients with diabetes mellitus and
the number of relevant trials, respectively.
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Table 1. Main characteristics of the included trials.

Trial Enrollment Country ACS® DM®  SAPT Stent Experimental Control

years Size® DAPT  Size®  DAPT
HOST-IDEAZ® 2016-2021 South Korea 55.2% 39%  Any® Biodegradable or polymer-free 406 3mo 378 12 mo

SES
MASTER DAPT*° 2017-2019 Multinational ~ 48.3%  34%  Clopidogrel, SES 754 1 mo 784 6 mo
aspirin
TICO? 2015-2018 South Korea 100% 27%  Ticagrelor SES 418 3mo 417 12 mo
SMART-CHOICE?? 2014-2017 South Korea 58.2%  38%  Clopidogrel EES, SES 923 3 mo 899 12 mo
TWILIGHT?® 2015-2017 Multinational ~ 64.8%  37%  Ticagrelor Second-generation DES® 570 3 mo 552 12 mo
STOPDAPT-2% 2015-2017 Japan 382% 39%  Clopidogrel Cobalt-chromium EES 1303 1mo 1317 12mo
REDUCE'"? 2014-2016 Multinational ~ 100% 21%  Aspirin CD34+ antibody-coated SES 1018 3 mo 1012 12mo
GLOBAL 2013-2015 Multinational ~ 50.6%  24%  Ticagrelor BES 162 1 mo 145 12 mo
LEADERS"

SMART-DATE>* 2012-2015 South Korea 100% 28% Aspirin ZES, EES, BES 378 6 mo 365 12 mo
IVUS-XPL®® 2010-2014 South Korea 49.0%  37%  Aspirin EES 21 6 mo 203 12 mo
SECURITY*? 2009-2014 Multinational ~ 38.4%  31%  Aspirin ZES, BES, EES 249 6 mo 257 12 mo
ISAR-SAFE?? 2008-2014 Multinational 40.7% 25% Aspirin EES, SES, ZES, BES, PES 206 6 mo 223 12 mo
I-LOVE-IT 224 2012-2013 China 81.8%  23%  Aspirin Biodegradable-polymer SES 495 6 mo 484 12 mo
OPTIMIZE® 2010-2012 Brazil 320% 34%  Aspirin ZES 554 3 mo 549 12 mo
RESET? 2009-2010 South Korea ~ 54.6%  29%  Aspirin ZES 316  3mo 305 12 mo
EXCELLENT?! 2008-2009 South Korea 48.5%  38%  Aspirin EES, SES 269 6 mo 281 12 mo

ACS, acute coronary syndrome; BES, biolimus-eluting stent; DAPT, dual antiplatelet therapy; DES, drug-eluting stent; DM, diabetes mellitus; EES, everolimus-eluting
stent; PES, paclitaxel-eluting stent; SAPT, single antiplatelet therapy; SES, sirolimus-eluting stent; ZES, zotarolimus-eluting stent.

@ Average of the percentage of acute coronary syndrome in abbreviated and standard dual antiplatelet groups. b Percentage of patients with diabetes in the total
sample of the original trial. © Any antiplatelet at the discretion of the ordering physician: aspirin (64.1%), clopidogrel (33.7%), ticagrelor (1.9%), prasugrel (0.3%) in the
trial. ¢ Sample size of the population with diabetes mellitus. ® Second-generation drug-eluting stent: durable polymer cobalt-chromium EES, durable polymer
platinum-chromium EES, durable polymer ZES, durable polymer cobalt-chromium SES, biodegradable polymer DES, polymer-free DES, bioresorbable vascular

scaffold, sirolimus-eluting self-apposing stent, tacrolimus-eluting carbostent.

and bleeding also differed from one trial to another (Supplemental
Table S4). ST, however, was defined according to Academic Research
Consortium in all the trials.>”

The risk of bias was mostly low in the selected trials, except for
performance bias which was high in 10 trials due to the open-label
design (Supplemental Table S5). Quality of pooled outcomes was
moderate owing to some biases and imprecisions (Supplemental
Table Sé). Heterogeneity observed in the frequent network models
ranged from none to moderate (Supplemental Table S7). No in-
consistencies in the frequentist network models were observed with
random effects applied. The results of the node-splitting analysis of
inconsistency can be found in the supplementary material
(Supplemental Table S8 and Supplemental Figure S1).

Although numerically lower, no significant difference in the risk of
NACE was observed between 1 month and 12 months of DAPT, between
3 months and 12 months of DAPT, and between 6 months and 12 months
of DAPT (Table 2) in patients with DM. Similarly, no difference in the risk
of NACE was seen between 1 and 6 months of DAPT and between 3 and
6 months of DAPT. There was also no difference in the risk of NACE
between 1 and 3 months of DAPT. For NACE, P-score was highest in 1
month of DAPT, followed by 3, 6, and 12 months of DAPT (Figure 3).

The risk of MACE was not different between all the combinations of
1, 3, 6, and 12 months of DAPT. Three months of DAPT was associated
with lower bleeding (risk ratio, 0.72; 95% Cl, 0.51-0.99) compared with
12 months of DAPT. However, there was no significant difference in the
risk of bleeding between 1 and 3 months of DAPT, 1 and 6 months of
DAPT, and 3 and 6 months of DAPT. No difference in the risk of ST was
observed between all the combinations of 1, 3, 6, and 12 months of
DAPT. P-score was highest in 1 month of DAPT, followed by 3, 6, and 12
months of DAPT for each of the outcomes, MACE, bleeding, and ST.
The event rates of NACE, MACE, bleeding, and ST can be found in
Supplemental Table S9.

Sensitivity analysis including trials that reported major bleeding
demonstrated similar results, with 3 months of DAPT therapy associated
with lower risk of major bleeding compared with 12 months of DAPT
(Supplemental Table S10). Sensitivity analysis that excluded the

Optimized Duration of Clopidogrel Therapy Following Treatment With
the Zotarolimus-Eluting Stent in Real-World Clinical Practice (OPTI-
MIZE) trial, which only reported diabetic patient outcomes in abstract
not manuscript,®® showed similar results (Supplemental Table S11).
Sensitivity analysis including trials that exclusively enrolled patients with
ACS showed no difference in NACE or MACE between all the combi-
nations of 1, 3, 6, and 12 months of DAPT (Supplemental Table S12).

Discussion
In this network meta-analysis of 16 RCTs of patients with DM un-

dergoing PCI, we found no significant difference in NACE or MACE
between pairwise comparisons of 1, 3, 6, and 12 months of DAPT

Table 2. Pooled estimates of frequentist network meta-analysis for each

outcome.

Net adverse clinical
events (11 trials
included)

Major adverse
cardiovascular
events (10 trials
included)

Bleeding
(9 trials included)

Definite or
probable stent
thrombosis
(10 trials
included)

1 mo

1.14 (0.75-1.72)
1.01 (0.76-1.35)
0.91 (0.65-1.27)
1 mo

1.19 (0.71-2.00)
0.90 (0.60-1.35)
0.99 (0.70-1.39)
1 mo

0.86 (0.45-1.65)
0.79 (0.50-1.25)
0.62 (0.36-1.07)
1 mo

1.19 (0.52-2.75)
0.56 (0.10-3.13)
1.13 (0.65-1.98)

3 mo
0.89 (0.60-1.33)
0.80 (0.63-1.03)

3mo
0.75 (0.45-1.27)
0.82 (0.56-1.21)

3 mo
0.91 (0.42-1.96)
0.72 (0.51-0.99)

3 mo
0.47 (0.08-2.67)
0.95 (0.51-1.76)

6 mo
0.90 (0.66-1.24)

6 mo
1.09 (0.77-1.55)

6 mo
0.79 (0.40-1.56)

6 mo
2.02 (0.40-10.24)

12 mo

12 mo

12 mo

12 mo

The duration of dual antiplatelet therapy at the rightmost column serves as the
reference group for the respective column.
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Figure 3.

P-scores of each duration of dual antiplatelet therapy. The bar graphs demonstrate the P-scores of 1 month (green), 3 months (blue), 6 months (purple), and 12 months (gray) of dual
antiplatelet therapy after percutaneous coronary intervention in patients with diabetes. P-scores measure the extent of certainty that the specified duration of dual antiplatelet therapy is

better than other durations of dual antiplatelet therapy.

(Central lllustration). In light of recent meta-analyses comparing DAPT
durations ranging from 12 to 48 months in patients with DM, we
focused our investigation on outcomes associated with DAPT durations
of 1, 3, 6, and 12 months. Although 3 months of DAPT was associated
with lower risk of bleeding compared with 12 months of DAPT, there
was no significant difference in the risk of bleeding between 1 and 3
months, 1 and 6 months, and 3 and 6 months of DAPT. Notably, we
found that there was no increase in the risk of ST with shorter durations
of DAPT, although comparisons across DAPT durations were limited by
the low number of ST events. These findings have important implica-
tions in the otherwise highly complex population of patients with DM
undergoing PClI, as they suggest that there is no significant benefit to
longer-term (6-12 months) DAPT and no corresponding rise in-stent
thrombosis risk to shorter-term (1-3 months) DAPT at a population
level. This allows clinicians greater flexibility to personalize patients’
DAPT duration based on other non-DM comorbidities that might affect
bleeding or thrombosis risk.

Patients with DM are a special population at higher risk of ASCVD
coupled with increased platelet reactivity, platelet aggregation, and risk
of thrombosis.** In patients with coronary artery disease, platelet ag-
gregation is higher in those with DM compared with those without DM,
and among those with DM, the effect is most pronounced for those
requiring insulin therapy.*> The mechanisms of this increased risk in DM
are well-elucidated at the molecular level. Hyperglycemia suppresses
the expression of microRNA (miR-223, miR-26b, miR-126, miR-140),
causing an upregulation of P2RY12 and SELP target mRNA, causing
increased expression of P2Y12 receptors and P-selectin on the platelet
surface of patients with diabetes.*® Patients with DM have higher levels
of coagulation factors II, V, VII, VI, and X and lower levels of antico-
agulant protein C compared with subjects without diabetes.”” Because
of the increased platelet reactivity and thrombosis risk in patients with
DM, there has been concern about whether patients with DM require a
more aggressive DAPT strategy post-PCI.48'49 In fact, the presence of
DM is a consideration for prolonging DAPT beyond the initial 1 year
according to the widely-used DAPT score.*’ This contrasts with the
present findings suggesting similar ischemic outcomes with abbrevi-
ated DAPT without a concomitant increase in risk of bleeding.

Prior meta-analyses of DAPT duration in patients with DM by Gar-
giulo et al,*® Sharma et al,*? and Zhang et al*! have not consistently
shown benefit to prolonged (12-48 months) DAPT duration. In at least 1
meta-analysis, prolonged DAPT was associated with increased risk of
major or minor bleeding, an effect that was seen in both patients with or
without diabetes.*® More recently, in 2021, An et al®® conducted a
meta-analysis of 18 RCTs of patients with DM, investigating the effect of
short-term DAPT (defined as 1-3 months), medium-term DAPT (defined
as 6 months), standard-term DAPT (defined as 12 months), and
extended-term DAPT (defined as 24-48 months) on all-cause mortality,
cardiac mortality, myocardial infarction, stroke, target vessel revascu-
larization, probable ST, or major bleeding. Of note, the primary end
points in the meta-analysis were the same as in the individual trials,
resulting in an unusually high level of heterogeneity. In contrast with
prior studies,*"*? they performed a Bayesian network analysis, allowing
for estimation of treatment effects between interventions that have not
been directly compared. An et al*®® found that short-term (1-3 months)
DAPT and standard-term (12 months) DAPT were associated with a
reduction in the primary end point as individually defined in each trial,
compared with extended-term (24-48 months) DAPT. Importantly,
however, there was no difference in all-cause mortality, cardiac mor-
tality, myocardial infarction, stroke, target vessel revascularization,
definite or ST, and major bleeding across short-term, medium-term,
standard-term, or extended-term DAPT. The meta-analyses convinc-
ingly demonstrated no benefit (and potential harm) associated with
prolonging DAPT beyond 12 months in patients with DM.***2 Given
the findings of these recent studies,"*** we focused the scope of the
present meta-analysis a priori on DAPT durations of 1, 3, 6, and 12
months—representing the only meta-analysis (and the only network
meta-analysis) of these durations in patients with DM to our knowledge.
The network geometry of our present analysis additionally differs from
that of An et al*® because they treated 1 month and 3 months as the
same node (“<3 months”); 24, 30, 36, and 48 months were also treated
as the same node (“>12 months”). We chose to exclude studies
involving a comparator beyond 12 months. In addition, since the time
of the most recently published meta-analysis on this subject, the
HOST-IDEA trial was subsequently completed and published. The
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Comparison of 1 (in green), 3 (in blue), 6 (in purple), and 12 (in red) months duration of dual antiplatelet therapy after percutaneous coronary intervention in patients with diabetes
mellitus. On left, the size of the circles and thickness of the paths between nodes reflect the number of randomized controlled trials involved in the comparison. On right, the relative
risk (RR) of major adverse cardiovascular events (MACE) is shown with 95% ClI for direct comparison of effect, indirect comparison of effect, and network comparison of effect in this

network meta-analysis.

MASTER DAPT and TICO trials were published near the time of the
prior meta-analysis but not included in that study. Our present
meta-analysis adds important data from these interim trials to provide
updated pooled estimates of effect size. While the results of the
STOPDAPT-3 trial were presented as a late-breaking trial at the ESC
2023, specific results of the subgroup of patients with DM are not yet
available for inclusion in meta-analysis.

Of note, this study focused on determining the optimal duration
of DAPT. However, the choice of antiplatelet agent is also an
important consideration, as not all P2Y12 inhibitors are metabolized
similarly. Clopidogrel, the most commonly used P2Y12 inhibitor,
induces a lower amount of platelet inhibition in patients with DM
compared to those without DM.*Y Active metabolites of clopidogrel
are lower in patients with DM than those without DM after a 600 mg
load.”" In contrast, active metabolites of prasugrel do not exhibit
different levels in patients with or without DM,52 and ticagreloris a
direct-acting agent that binds noncompetitively to the P2Y12 re-
ceptor without the need for transformation into an active metabo-
lite.>® Given this, in the TRITON-TIMI 38 trial, use of prasugrel-based
DAPT was associated with a greater reduction in ischemic events
compared with clopidogrel-based DAPT in patients with DM un-
dergoing PCI for ACS, without an increase in major bleeding.>* In
PLATO, ticagrelor-based DAPT was associated with a greater
reduction in ischemic events compared with clopidogrel-based
DAPT, although this finding was true in both patients with and
without DM.>® Therefore, preferential use of ticagrelor or prasugrel
over clopidogrel may be one way to tailor DAPT for patients with
DM. Overall, the differential metabolization of P2Y12 inhibitors in

patients with DM underscores the importance of treating patients
with DM as a distinct population when considering the choice and
duration of DAPT after PCI. Notably, these findings were made in
RCTs that were not designed or powered to assess the efficacy of
P2Y12 inhibitor choice in the DM subgroup alone.

This meta-analysis should be considered in the context of
several limitations. Data on patients with DM derive from post hoc
or prespecified subgroup analyses of RCTs, which is a limitation
that carries over from the initial trials to any meta-analysis of these
trials, including our meta-analysis. Because we did not have access
to patient-level data, it was not possible to perform subgroup
analysis by clinical presentation in the subset of patients with
diabetes nor was it possible to create a unified composite outcome
for MACE or NACE, whose definitions were different in each trial.
For example, ST was included in the definition of MACE and NACE
for TICO, the definition of NACE for STOPDAPT-2, HOST-IDEA,
REDUCE, ISAR-SAFE, RESET, but not in the definitions of MACE or
NACE in the other trials. Therefore, it is not possible for us to
make a statement on whether there are benefits or disadvantages
to a particular duration of DAPT with respect to risk of ST. Similarly,
it was not possible to adjust for confounding factors such as the
use of ancillary imaging, patient and procedural characteristics,
stent types, and medications, which should be the focus of future
RCTs. In addition, our study utilized data from existing RCTs and
was limited by the sample size available from patients enrolled in
those trials. Thus, the present analysis may not be powered to
detect small but clinically relevant differences between DAPT du-
rations to provide definitive conclusions, especially for rarer
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outcome events such as ST. Many of the trials were conducted as
open-label trials, giving rise to possible performance bias. More-
over, the choice of post-DAPT single antiplatelet therapy remains a
source of heterogeneity across trials. Finally, diabetes was not
classified into type 1 or 2, and patients with prolonged DM and
potentially more severe coronary artery disease may have been
excluded from the trials, so our results may not be generalizable to
the entire patient population with DM.

In conclusion, in this network meta-analysis of 16 RCTs of patients
with DM undergoing PCI, we found no meaningful difference in NACE
or MACE between pairwise comparisons of 1, 3, 6, and 12 months of
DAPT, with a lower bleeding risk associated with 3 months compared to
12 months of DAPT. The suggestion that there is no significant benefit
to longer-term DAPT and no corresponding rise in MACE risk to shorter-
term DAPT at a population level, while a “negative” result, is an
important one as it provides clinicians greater freedom to personalize
patients’ DAPT duration based on other non-DM comorbidities that
might affect bleeding or thrombosis risk.
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