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Methods and
results

Conclusion

To appraise all available antithrombotic treatments within or after 12 months following coronary revascularization and/or
acute coronary syndrome in two network meta-analyses.

Forty-three (N = 189 261 patients) trials within 12 months and 19 (N = 139 086 patients) trials beyond 12 months
were included for efficacy/safety endpoints appraisal. Within 12 months, ticagrelor 90 mg bis in die (b.i.d.) [hazard ratio
(HR), 0.66; 95% confidence interval (Cl), 0.49-0.88], aspirin and ticagrelor 90 mg (HR, 0.85; 95% ClI, 0.76-0.95), or
aspirin, clopidogrel and rivaroxaban 2.5 mg b.i.d. (HR, 0.66; 95% Cl, 0.51-0.86) were the only treatments associated
with lower cardiovascular mortality, compared with aspirin and clopidogrel, without or with greater bleeding risk for the
first and the other treatment options, respectively. Beyond 12 months, no strategy lowered mortality; compared with
aspirin; the greatest reductions of myocardial infarction (MI) were found with aspirin and clopidogrel (HR, 0.68; 95% Cl,
0.55-0.85) or P2Y, inhibitor monotherapy (HR, 0.76; 95% CI: 0.61-0.95), especially ticagrelor 90 mg (HR, 0.54; 95%
Cl, 0.32-0.92), and of stroke with VKA (HR, 0.56; 95% Cl, 0.44-0.76) or aspirin and rivaroxaban 2.5 mg (HR, 0.58; 95%
Cl, 0.44-0.76). All treatments increased bleeding except P2Y1; monotherapy, compared with aspirin.

Within 12 montbhs, ticagrelor 90 mg monotherapy was the only treatment associated with lower mortality, without
bleeding risk trade-off compared with aspirin and clopidogrel. Beyond 12 months, P2Y; monotherapy, especially
ticagrelor 90 mg, was associated with lower Ml without bleeding trade-off; aspirin and rivaroxaban 2.5 mg most effectively
reduced stroke, with a more acceptable bleeding risk than VKA, compared with aspirin.
Registration ~ URL:  https://www.crd.york.ac.uk/PROSPEROY/, identifiers:
CRD42021252398.

Unique CRD42021243985 and

Graphical Abstract

Keywords

Introduction

The two best-in-class treatments for each outcome. Number needed to treat (NNT) and number needed to harm
(NNH) with 95% confidence intervals were generated from the within and beyond 12 months network meta-analyses
(NMAs) and adjusted according to baseline risk profile (low and high risks). Best-in-class antithrombotic regimens
for patients at high and low risk of all-cause mortality, myocardial infarction, stroke, or major bleeding are pre-
sented in hierarchical order in terms of net benefit (NNH/NNT ratio). The average follow-up for the within and
beyond 12 months NMA was 12 and 30 months, respectively. * denotes statistically significant differences in the
NMA.

Coronary artery disease ® Antithrombotics ® Network meta-analysis

intensification with an additional antithrombotic drug, such as a P2Y+;
inhibitor or rivaroxaban, may or should be considered instead of

Antithrombotic therapy is the cornerstone of secondary and tertiary
prevention among patients with established coronary artery disease
(CAD).""? Societal guidelines generally provide different recommen-
dations for oral antithrombotic therapy during the early (i.e. within 1
year) and late (i.e. after 1 year) periods after a cardiovascular event,
including myocardial infarction (MI) or coronary revascularization.'
This distinction is principally due to a heightened risk of recurrent
ischaemic events in the early period prompting intensification of an-
tithrombotic therapy during this timeframe.* Long-term use of aspirin
monotherapy remains the most frequently adopted regimen in this
clinical setting. Current 2020 European Society of Cardiology (ESC)
Guidelines for the management of acute coronary syndrome (ACS) in
patients without persistent ST-segment elevation state that treatment

aspirin monotherapy for a time window up to 12-36 months if the
bleeding risk is not high, depending on whether the ischaemic risk is
moderate or high, respectively.® Due to the lack of head-to-head trials
among these treatments, no further guidance is provided on strategy
selection among these treatment options in individual patients.

With the aim to inform the 2022 European consensus document
on antithrombotic treatment strategies for secondary or tertiary
prevention in patients with established CAD, we performed two
separate network meta-analyses (NMAs) of the totality of ran-
domized evidence with a focus on acute (within 12 months) and
post-acute (>12 months) CAD, including ACS, coronary revas-
cularization, or medically managed chronic coronary syndrome
(CCs).
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Methods

Established methods recommended by the Cochrane Collaboration were
used to conduct the two meta-analyses.” The findings were reported
according to the Preferred Reporting Items for Systematic reviews
and Meta-Analyses (PRISMA) statement.® The following databases were
searched: MEDLINE, EMBASE, TCTMD (https://www.tctmd.com/), and
ClinicalTrials.gov, from database inception date through 29 December
2021 (PROSPERO CRD42021243985 and CRD42021252398).

The detailed search algorithms are provided in Supplementary material
online, Tables S1 and S2. Additional information on search strategies,
detailed inclusion and exclusion criteria, quality assessment, and data
extraction is provided in the Supplementary material, including Sup-
plementary material online, Figures S1-S3 for network flow charts of
compared treatments and PRISMA flow diagrams.

Outcome measures at follow-up

Pre-specified efficacy and safety endpoints were separately analysed at
1 year and at the longest available follow-up. A detailed description of
efficacy [all-cause and cardiovascular (CV) mortality, MI, or stroke] and
safety outcomes (major bleeding and primary bleeding definition according
to each trial) is reported in the Supplementary material. The definitions
of MI and bleeding across trials are provided in Supplementary material
online, Table S3.

Statistical analysis

We performed frequentist NMAs to generate direct and indirect evidence
among interventions. A detailed description of statistical analysis is pro-
vided in the Supplementary material.

The consistency between direct and indirect sources of evidence was
examined by the node-splitting method for the within (Supplementary
material online, Figure S4a—e) and beyond 12-month meta-analysis
(Supplementary material online, Figure S5a—€). The results were regarded
as significant when the 95% Cls of the HRs did not include the unit value.

Publication bias was estimated using funnel plot (Supplementary ma-
terial online, Figures Sé6a—e and S7A-F) and Egger’s regression test
(Supplementary material online, Tables $4 and S5). Stratified NMAs for
all outcomes by type of P2Y1, agent given as monotherapy (clopidogrel
or ticagrelor 90 mg) were pre-specified. Bias assessment is shown in
Supplementary material online, Table S6. Meta-regressions with a Bayesian
framework were carried out to assess the impact of age, proportion of
patients with ACS on outcomes. The goodness-of-fit of the regression
models was compared with that of the original model by means of the de-
viance information criterion (DIC), considering a five-unit DIC reduction
suggestive for a goodness-of-fit improvement (Supplementary material
online, Table S7).

All analyses were performed using R Project version 4.0.3 for statistical
computing -‘netmeta’ and ‘Bugsnet’ packages and Microsoft Excel.

Results

Within 12-month NMA: study selection

and patient population

Of 12058 articles, 43 trials (189261 patients) met inclusion criteria
(Supplementary material online, Figure S2). References of included
trials are provided in the Supplementary material. The average follow-
up was 12 months. The antithrombotic regimens used in the included
trials are shown in Table 1. A detailed description of employed drug
regimens in the NMA is provided in Supplementary material online,
Table S8.

Beyond 12-month NMA: study selection

and patient population
Of 12058 articles, 19 trials (139086 patients) met the inclusion crite-
ria (Supplementary material online, Figure S3). References of included
trials are provided in the Supplementary material. The data of the
THEMIS study were appraised as aspirin and ticagrelor 60 mg bis in
die regimen vs. aspirin monotherapy.”

Main characteristics of included studies are shown in Table 2. Aver-
age follow-up was 30 months (Table 2). Mean age of study participants
was 55 years. Bias assessment is shown in Supplementary material
online, Table S6. Employed drug regimens of the NMA and events in
the RCTs are provided in Supplementary material online, Table S8.

All-cause and cardiovascular mortality

Twelve-month treatment effect appraisal

All-cause mortality was available in 43 trials (189261 patients) with a
total of 9357 events (4.94%). CV mortality with 4612 events (2.91%)
was obtained from a total of 36 trials (158319 patients). There was
no heterogeneity across treatments (t2 = 0), with no publication bias
(Supplementary material online, Table $4).

Aspirin comparator. All-cause mortality was lower with ticagrelor
90 mg monotherapy [HR, 0.68 (95% ClI, 0.52-0.89)], aspirin and
ticagrelor 90 mg dual therapy [HR, 0.84 (95% CI, 0.71-1.00)], and
rivaroxaban 2.5 mg, aspirin, and clopidogrel triple therapy [HR, 0.66
(95% Cl, 0.50-0.88)] (Supplementary material online, Figure S8a).
Results were consistent for CV mortality (Figure 1a). Ticagrelor 90 mg
and triple therapy with rivaroxaban 2.5 mg, aspirin and clopidogrel
ranked as the two best strategies for reducing CV (P score = 0.89 for
both, Supplementary material online, Figure 9a) and all-cause mortality
(Supplementary material online, Figure S9b) (P score = 0.89 and P
score = 0.91, respectively).

Aspirin and clopidogrel for 12-month comparator: All-cause mortality
was lower with ticagrelor 90 mg monotherapy [HR, 0.70 (95% ClI,
0.55-0.89)], aspirin and ticagrelor 90 mg dual therapy [HR, 0.87 (95%
Cl, 0.79-0.96)] and rivaroxaban 2.5 mg, aspirin and clopidogrel triple
therapy [HR, 0.68 (95% Cl, 0.53-0.87)] (Supplementary material on-
line, Figure S8a). Results were consistent for CV mortality (Figure 1a).

Beyond 12-month treatment effect appraisal

A total of 16 trials (128047 patients) contributed to CV mortality
with 4064 cardiovascular deaths (3.17%). There was low-to-moderate
heterogeneity among treatments (2 = 0.02), with no publication bias
(Supplementary material online, Table S5).

Placebo comparator: None of the investigated treatments affected
all-cause or CV mortality (Supplementary material online, Figure S8b
and Figure 1b).

Aspirin comparator: None of the investigated treatments affected
all-cause or CV mortality (Supplementary material online, Figure S8b
and Figure 1b).

Myocardial infarction

Twelve-month treatment effect appraisal
Forty trials (169548 patients) reported 7822 (4.61%) MI events.
There was low heterogeneity across treatments (2 = 0.01) and no
evidence of publication bias (Supplementary material online, Table $4).
Aspirin comparator: Several combination strategies including an-
tiplatelet and anticoagulant medications yielded a significant reduction
of Ml risk, including aspirin and prasugrel [HR, 0.62 (95% ClI, 0.47—
0.82)], with ticagrelor 90 mg [HR, 0.69 (95% ClI, 0.50-0.95)], triple
therapy with rivaroxaban 2.5 mg, aspirin and clopidogrel [HR, 0.69
(95% Cl, 0.48-1.00)], aspirin and ticagrelor 90 mg [HR, 0.75 (95% ClI,
0.57-0.99)] or aspirin and clopidogrel for 12 months [HR, 0.77 (95%
Cl, 0.60-0.97)], but not for 6 or 3 months (Figure 2a). DAPT with
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(@)
Comparison CV mortality HR  95%-Cl
Experimental vs 'Aspirin’

Apixaban + Aspirin + Clopidogrel —— 0.91 [0.67; 1.24]
Aspirin 1.00
Aspirin + Clopidogrel ; , ——+——— 1.66 [0.48;5.81]
Aspirin + Clopidogrel 1., » 0.95 [0.82; 1.10]
Aspirin + Clopidogrel 3., —_— 0.82 [0.50; 1.35]
Aspirin + Clopidogrel g — 0.83 [0.59; 1.18]
Aspirin + Prasugrel & 0.86 [0.72; 1.04]
Aspirin + Ticagrelor gg mg - 0.81 [0.67; 0.97]*
Aspirin + VKA 1.03 [0.89; 1.19]
Clopidogrel —_— 0.82 [0.51; 1.32]
Placebo ———— 204 [0.96;4.34]
Rivaroxaban ; smg + Aspirin + Clopidogrel —e— 0.63 [0.47; 0.85] *
Rivaroxaban ; 5 mg + Clopidogrel —— 1.25 [0.58; 2.71]
Rivaroxaban ; g g + Ticagrelor gg mg e 0.71 [0.30; 1.68]
Ticagrelor gy mg —— 0.62 [0.45; 0.86] *

Experimental vs 'Aspirin+Clopidogrel12-m’

Apixaban + Aspirin + Clopidogrel —— 0.96 [0.73; 1.26]
Aspirin 3 1.05 [0.91; 1.22]
Aspirin + Clopidogrel 1., — 1.75 [0.50; 6.05]
Aspirin + Clopidogrel ;3. 1.00

Aspirin + Clopidogrel 3 —_— 0.86 [0.53; 1.39]
Aspirin + Clopidogrel g, — 0.87 [0.64; 1.20]
Aspirin + Prasugrel ﬂ 0.91 [0.81; 1.02]
Aspirin + Ticagrelor gg mg | | 0.85 [0.76; 0.95] *
Aspirin + VKA = 1.09 [0.88; 1.33]
Clopidogrel e 0.86 [0.55; 1.35]
Placebo F———— 214 [0.99; 4.62]
Rivaroxaban ; g + Aspirin + Clopidogrel  —=— 0.66 [0.51; 0.86] *
Rivaroxaban ;5 mg + Clopidogrel —_— 1.32 [0.62; 2.81]
Rivaroxaban ;5 mg + Ticagrelor g mg —_— 0.75 [0.32; 1.74]
Ticagrelor ggmg —— 0.66 [0.49; 0.88] *

T [ T 1

0.2 05 1 2 5

Favors first treatment  Favors second treatment

(b)
Comparison CV mortality HR  95%-Cl
Experimental vs Placebo

Aspirin —— 0.88 [0.69; 1.12]
Aspirin + Clopidogrel ——— 0.86 [0.59; 1.25]
Aspirin + Ticagrelor g mg —a— 0.81 [0.59; 1.12]
Aspirin + Ticagrelor gg m —a— 0.80 [0.54; 1.19]
Aspirin + VKA —_—— 0.80 [0.54; 1.19]
P2Y,, inhibitor —— 0.82 [0.58; 1.16]
Clopidogrel —_— 0.86 [0.58; 1.27]
Ticagrelor gp mg — 0.69 [0.37; 1.28]

Placebo 1.00
Rivaroxaban spmg —_— 0.84 [0.56; 1.26]

Rivaroxaban ; g mg + Aspirin «+—8——— 0.68 [0.45; 1.03]

Experimental vs Aspirin

Aspirin 1,00

Aspirin + Clopidogrel —— 0.9 [0.74; 1.32]
Aspirin + Ticagrelor go mg R 0.93 [0.74; 1.16]
Aspirin + Ticagrelor gg mg —a— 0.92 [0.67; 1.26]
Aspirin + VKA —— 0.91 [0.66; 1.25]
P2Y,, inhibitor $ 0.94 [0.73;1.21]
Clopidogrel 0.99 [0.73; 1.34]
Ticagrelor g mg —— 0.79 [0.45; 1.39]
Placebo B 1.14 [0.90; 1.44]
Rivaroxaban smg I 0.96 [0.69; 1.34]
Rivaroxaban ; 5 mg + Aspirin 0.78 [0.56; 1.09]

I 1 l

0.5 1 2

Favors first treatment  Favors second treatment

Figure | Within (a) and beyond (b) 12 months treatment effects for cardiovascular mortality. Pooled hazard ratios (HRs) and 95% confidence
intervals (Cls) are determined by network meta-analysis. “denotes statistically significant differences.

aspirin and prasugrel ranked the most effective treatment to reduce
MI (P score = 0.92), followed by ticagrelor 90 mg monotherapy (P
score = 0.79)

Aspirin and clopidogrel for 12-month comparator: Only aspirin and
prasugrel [HR, 0.81 (95% ClI, 0.70-0.94)] (Figure 2a) yielded a signifi-
cant Ml reduction.

Beyond 12-month treatment effect appraisal

Nineteen trials (139086 patients) reported 4746 (3.41%) Ml events.
There was low heterogeneity among treatments (%> = 0.015) and
no evidence of publication bias (Egger’s test P = 0.36, Supplementary
material online, Table S5).

Placebo comparator: All investigated strategies yielded a significant
reduction of Ml rates, except vitamin K antagonist (VKA) [HR, 0.68
(95% CI, 0.45-1.02)] and rivaroxaban 5 mg [HR, 0.68 (95% ClI,
0.46—1.00)] monotherapies. The treatment effects varied among the
treatment options and were highest with aspirin and clopidogrel
dual therapy [HR, 0.51 (95% ClI, 0.37-0.71)], and P2Y4, inhibitor
monotherapy [HR, 0.58 (95% ClI, 0.42-0.80)], especially ticagrelor
[HR, 0.41 (95% Cl, 0.23-0.73)] and lowest with aspirin monotherapy
[HR, 0.76 (95% Cl, 0.60-0.96)] (Figure 2b).

Aspirin comparator: A significant Ml risk reduction was found with
aspirin and clopidogrel dual therapy [HR, 0.68 (95% Cl, 0.55-0.85)]
and P2Y1, monotherapy [HR, 0.76 (95% ClI, 0.61-0.95)], which was
more pronounced with ticagrelor [HR, 0.54 (95% Cl, 0.32-0.92)] than
with clopidogrel monotherapy [HR, 0.81 (95% Cl, 0.65-1.01)]. No
significant differences in Ml risk occurred with the other strategies in
comparison with aspirin (Figure 2b). Ticagrelor 90 mg monotherapy
had the highest ranking in preventing MI (P score = 0.92, Figure 3a),
followed by aspirin and clopidogrel dual therapy (P score = 0.90) and

aspirin and ticagrelor 90 mg dual therapy (P score = 0.62). Bayesian
probability curves of individual treatments showed that ticagrelor
90 mg monotherapy had a 75.2% probability to be the first treatment
in the hierarchy, followed by dual antiplatelet therapy with aspirin and
clopidogrel with a probability of 20.1% (Figure 3b).

Stroke

Twelve-month treatment effect appraisal
A total of 40 trials assessed stroke (N = 169266). A total of 1625
stroke episodes occurred (1.00%). Heterogeneity across trials was
absent (2 = 0).

Aspirin comparator: No treatment decreased the risk of stroke
compared with aspirin (Figure 4a).

Aspirin and clopidogrel for 12-month comparator: No treatment de-
creased the risk of stroke compared with 12-month aspirin and
clopidogrel (Figure 4a).

Beyond 12-month treatment effect appraisal

Eighteen trials (132620 patients) reported 2877 (2.17%) strokes.
Heterogeneity was low-to-moderate (t2 = 0.026). No publication
bias was observed (Egger’s test P = 0.35, Supplementary material
online, Table S5).

Placebo comparator. Aspirin and ticagrelor 60 mg dual therapy,
aspirin and VKA dual therapy, P2Y1; monotherapy, aspirin and
rivaroxaban 2.5 dual therapy, and VKA monotherapy reduced stroke.
The treatment effects varied among the treatment options and were
highest with VKA monotherapy [HR, 0.40 (95% CI, 0.19-0.84)] or
aspirin and rivaroxaban 2.5 mg dual therapy [HR, 0.42 (95% CI,
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@)

Comparison Myocardial infarction HR  95%-CI

Experimental vs ‘Aspirin’
Apixaban + Aspirin + Clopidogrel —t 0.71 [0.49; 1.04]
Aspirin 1.00
Aspirin + Clopidogrel 5 ,, — 1.02 [0.68; 1.54]
Aspirin + Clopidogrel 5., & 0.77 [0.60; 0.97]*
Aspirin + Clopidogrel 3 ,, R 0.85 [0.51; 1.41]
Aspirin + Clopidogrel g, —a— 0.89 [0.64; 1.25]
Aspirin + Prasugrel —a— 0.62 [0.47; 0.82]*
Aspirin + Ticagrelor gg mg —a—| 0.75 [0.57; 0.99] *
Aspirin + VKA E B 1.07 [0.89; 1.27]
Clopidogrel —— 1.04 [0.65; 1.65]
Placebo —=—  2.09 [1.46; 2.99] *
Rivaroxaban ; smg + Aspirin + Clopidogrel —— 0.69 [0.48; 1.00]
Rivaroxaban ;5 g + Clopidogrel — 0.80 [0.45; 1.43]
Rivaroxaban ; 5 yg + Ticagrelor gg e —_— 0.90 [0.53; 1.54]
Ticagrelor gp mg —a— 0.69 [0.50; 0.95] *

Experimental vs ‘Aspirin + Clopidogrel 12-m’
Apixaban + Aspirin + Clopidogrel —u— 0.93 [0.70; 1.24)
Aspirin - 1.30 [1.03; 1.66] *
Aspirin + Clopidogrel ., fow 1.34 [0.96; 1.86)
Aspirin + Clopidogrel 15, 1.00
Aspirin + Clopidogrel 5., S 1.10 [0.71; 1.73]
Aspirin + Clopidogrel ¢, - 1.17 [0.93; 1.47]
Aspirin + Prasugrel E 3 0.81 [0.70; 0.94] *
Aspirin + Ticagrelor g9 mg k3 0.98 [0.84; 1.14]
Aspirin + VKA —— 1.39 [1.03; 1.87] *
Clopidogrel e 1.35 [0.91; 2.01]
Placebo —s— 273 [1.77; 4.20) ¥
Rivaroxaban ; smg + Aspirin + Clopidogrel —m— 0.90 [0.68; 1.19]
Rivaroxaban , 5 g + Clopidogrel —_— 1.04 [061;1.77]
Rivaroxaban ; s g + Ticagrelor go g —— 1.17 [0.72; 1.90]
Ticagrelor gp mg e 0.90 [0.70; 1.16]

| —
0.5 1 2
Favors first treatment  Favors second treatment

(b)

Comparison Myocardial infarction HR  95%-CI

Experimental vs Placebo

Aspirin —— 0.76 [0.60; 0.96] *
Aspirin + Clopidogrel —a— 0.51 [0.37;0.71] *
Aspirin + Ticagrelor g mg —— 0.64 [0.47;0.87] *
Aspirin + Ticagrelor gg mg —— 0.62 [0.43; 0.89] *
Aspirin + VKA —a— 0.64 [0.46; 0.89] *
P2Y,, inhibitor —a— 0.58 [0.42; 0.80] *
Clopidogrel — 0.62 [0.45; 0.85] *
Ticagrelor o9 mg —— 0.41 [0.23; 0.73] *
Placebo 1.00
Rivaroxaban spmg —— 0.68 [0.46; 1.00]
Rivaroxaban ; 5 mg + Aspirin -~ ——&—— 0.66 [0.44;0.98] *
VKA —a— 0.68 [0.45; 1.02)

Experimental vs Aspirin
Aspirin 1.00

Aspirin + Clopidogrel B 0.68 [0.55; 0.85] *
Aspirin + Ticagrelor g5 mg B 0.84 [0.69; 1.03]
Aspirin + Ticagrelor go mg —a— 0.81 [0.62; 1.06]
Aspirin + VKA e B 0.85 [0.67; 1.07]
P2Y,, inhibitor . 0.76 [0.61; 0.95] *
Clopidogrel - 0.81 [0.65; 1.01]
Ticagrelor go mg R 0.54 [0.32;0.92] *
Placebo —— 131 [1.05;1.64] *
Rivaroxaban smg —— 0.89 [0.65; 1.21]
Rivaroxaban ; 5 mg + Aspirin e 0.86 [0.63; 1.18]
VKA ‘ | R : 0.89 [0.63; 1.25]
03 05 1 2

Favors first treatment  Favors second treatment

Figure 2 Within (a) and beyond (b) 12 months treatment effects for myocardial infarction. Pooled hazard ratios (HRs) and 95% confidence
intervals (Cls) are determined by network meta-analysis. * denotes statistically significant differences.

0.24-0.73)], and lowest with aspirin monotherapy [HR, 0.72 (95%
Cl, 0.50-1.04)] (Figure 4b).

Aspirin comparator: The lowest stroke risk was observed with VKA
monotherapy [HR, 0.56 (95% Cl, 0.44-0.76)] or aspirin and an anti-
coagulant dual therapy, consisting of either rivaroxaban 2.5 mg [HR,
0.58 (95% Cl, 0.44-0.76)] or VKA [HR, 0.64 (95% ClI, 0.49-0.83)]
(Figure 4b).

Treatment with aspirin and rivaroxaban 2.5 mg dual therapy was
the highest-ranked treatment option (P score = 0.84, Figure 3e),
immediately followed by VKA monotherapy (P score = 0.82). Bayesian
probability curves of individual treatments showed VKA monotherapy
(Figure 3f) to be the first treatment in the hierarchy, with a probability
of 53%, followed by aspirin and rivaroxaban 2.5 mg dual therapy.

Bleeding endpoints

Twelve-month treatment effect appraisal

Thirty-eight trials (166740 patients) were included in the analysis
of major bleeding (4553 events, 2.73%). Heterogeneity was low
(t* = 0.02). There was no evidence of publication bias (Egger’s test
P = 0.27, Supplementary material online, Table S4).

Aspirin comparator: Major bleeding risk was more than three-fold
higher with triple therapies, either in the form of apixaban, aspirin
and clopidogrel [HR, 3.92 (95% Cl, 2.15-7.13)] or rivaroxaban 2.5 mg,
aspirin and clopidogrel [HR, 3.50 (95% Cl, 1.99-6.15)]; more than
two-fold higher with rivaroxaban in combination with ticagrelor [HR,
2.86 (95% Cl, 1.20-6.85)] or clopidogrel [HR, 2.09 (95% CI, 0.78—
5.57)]; less than two-fold higher with aspirin and prasugrel [HR, 1.81
(95% Cl, 1.26-2.59)], aspirin and ticagrelor 90 mg [HR, 1.84 (95%
Cl, 1.30-2.59)], or VKA and aspirin [HR, 1.56 (95% CI, 1.14-2.14)];

similar with monotherapies with clopidogrel or ticagrelor or dual
therapy with aspirin and clopidogrel (Figure 5a).

Aspirin and clopidogrel for 12-month comparator. Clopidogrel
monotherapy [HR, 0.62 (95% Cl, 0.40-0.96)], aspirin monotherapy
[HR, 0.71 (95% Cl, 0.53-0.96)], and 6-month aspirin and clopidogrel
[HR, 0.73 (95% Cl, 0.53-0.99)] were associated with a significant
reduction of major bleeding. Apixaban, aspirin and clopidogrel [HR,
2.79 (95% Cl, 1.66—4.70)], rivaroxaban 2.5 mg, aspirin and clopidogrel
[HR, 2.49 (95% Cl, 1.54-4.03)], aspirin and prasugrel [HR, 1.29 (95%
Cl, 1.05-1.58)], or aspirin and ticagrelor 90 mg [HR, 1.31 (95% CI,
1.08-1.58)] resulted in a significant increase in the risk of major
bleeding (Figure 5a). Results on study-defined bleeding were consistent
(Supplementary material online, Figure ST0A).

Beyond 12-month treatment effect appraisal

Seventeen trials with 133033 patients were analysed for major bleed-
ing with a total of 2204 events (1.66%). Heterogeneity was absent
(t? = 0.0014). There was no evidence of publication bias (Egger’s test
p = 0.54, Supplementary material online, Table S5).

Placebo comparator: Aspirin monotherapy or P2Yq; inhibitor
monotherapy, either clopidogrel or ticagrelor, were the only treat-
ment options that were not associated with statistically significant
increased bleeding risk. The bleeding risk was highest with VKA [HR,
5.12 (95% Cl, 2.03-12.91)] (Figure 5b).

Aspirin comparator: Major bleeding was greater with all treatment
combinations and with VKA or rivaroxaban 5 mg monotherapies.
The bleeding risk did not differ with placebo or P2Y1, monotherapy,
albeit it was numerically lower with clopidogrel [HR, 0.83 (95% Cl,
0.68-1.02)] and higher with ticagrelor [HR, 1.34 (95% Cl, 0.73-2.46)]
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Figure 3 Standard and Bayesian ranking for myocardial infarction (Ml), bleeding, and stroke. In the beyond 12-month network meta-analysis, P
score values for each intervention for Ml (a), bleeding (c), and stroke (e). Corresponding Bayesian probability inferences to be the most effective
treatment for Ml (b), the safest agent for bleeding (d), and the most effective agent for stroke (f). The value of P score varies from 0 to 1, i.e. higher
the value, higher the likelihood that a therapy is highly effective or safe, and lower value demonstrates that a therapy is ineffective.

monotherapies (Figure 5b). Results on study-defined bleeding were
consistent (Supplementary material online, Figure S10B).

Network consistency and additional

analyses

By node-splitting, both NMAs showed consistency between direct
and indirect estimates (Supplementary material online, Figures S4a—E
and S5A-E). Among the included antithrombotic strategies, the two
best-in-class agents for each explored outcome expressed in terms
of net benefit (number needed to treat for all-cause mortality, M,

or stroke with corresponding number needed to harm for major
bleeding) derived from the NMAs are depicted in the Graphical ab-
stract. Bayesian meta-regression analyses did not show any significant
impact of age or percentage of patients with ACS with less than five-
unit DIC changes in comparison to the original model (Supplementary
material online, Table S7).

Discussion

To the best of our knowledge, for the first time all available treatment
options for secondary and tertiary prevention in CAD patients are
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(a) Comparison

Stroke HR  95%-CI

Experimental vs ‘Aspirin’

Apixaban + Aspirin + Clopidogrel 063 [0.35; 1.14]
Aspirin 1.00

Aspirin + Clopidogrel y.p, 1.41 [0.63; 3.17)
Aspirin + Clopidogrel 15, 0.93 [0.71; 1.20]
Aspirin + Clopidogrel 3., 0.92 [0.38; 2.21]
Aspirin + Clopidogrel g, 0.95 [0.63; 1.44]
Aspirin + Prasugrel 0.85 [0.61; 1.19]
Aspirin + Ticagrelor gg g 0.99 [0.73; 1.35]

Aspirin + VKA 1.07 [0.83; 1.38]
Clopidogrel —— 1.17 [0.66; 2.08]
Placebo ——r 0.50 [0.21; 1.16]
Rivaroxaban ; smg + Aspirin + Clopidogrel —— 1.05 [0.64; 1.72]
Rivaroxaban ; ¢, + Clopidogrel —_— 0.90 [0.31; 2.66]
Rivaroxaban 3 s mg + Ticagrelor gg mg - 0.28 [0.06; 1.28]
Ticagrelor gg mg —-— 1.16 [0.80; 1.68]

Experimental vs ‘Aspirin + Clopidogrel 12-m’
Apixaban + Aspirin + Clopidogrel —e
Aspirin -

0.68 [0.40; 1.15]
1.08 [0.83; 1.40]

Aspirin + Clopidogrel 4. —t— 1.52 [0.71; 3.28]
Aspirin + Clopidogrel 15,1, 1.00

Aspirin + Clopidogrel 5, —— 1.00 [0.43; 2.30]
Aspirin + Clopidogrel g ,, - 1.03 [0.75; 1.42]
Aspirin + Prasugrel 0.92 [0.74; 1.14]
Aspirin + Ticagrelor gg mg 1.07 [0.88; 1.29]
Aspirin + VKA - 1.15 [0.80; 1.66]
Clopidogrel T 1.26 [0.76; 2.11]
Placebo — 0.54 [0.22; 1.30]
Rivaroxaban , smg + Aspirin + Clopidogrel - 1.13 [0.74; 1.73]
Rivaroxaban ; s g + Clopidogrel —_—t 0.97 [0.34; 2.79]
Rivaroxaban , g mg + Ticagrelor oo — |~ 0.31 [0.07; 1.36]
Ticagrelor gomg L 1.25 [0.89; 1.77]

0.1 051 2 10

Favors first treatment  Favors second treatment

(b)

Comparison Stroke HR  95%=Cl
Experimental vs Placebo

Aspirin ‘ —— 0.72 [0.50; 1.04]
Aspirin + Clopidogrel . 0.69 [0.42; 1.13]
Aspir!n + T!cagrelor s0mg B 0.57 [0.36; 0.90] *
Asp!r!n + Ticagrelor ggmg — 0.61 [0.36; 1.04]
Aspirin + VKA D 045 [0.27; 0.75] *
P2Y,, inhibitor g 0.56 [0.36; 0.88] *

C!opidogrei —_— 0.54 [0.33; 0.89] *

Ticagrelor go mg — 0.62 [0.30; 1.28]
Placebo 1.00
Rivaroxaban s R 0.59 [0.34; 1.02]
Rivaroxaban ;5 mg + Aspirin — g 0.42 [0.24;0.73]
VKA —

0.40 [0.19; 0.84] *

Experimental vs Aspirin
Aspirin 1.00

Aspirin + Clopidogrel —a— 0.95 [0.68; 1.33]
Aspirin + Ticagrelor g mg — 0.79 [0.60; 1.04]
Aspirin + Ticagrelor g9 mg — R 0.84 [0.57; 1.24]
Aspirip +.V!<A —— 0.62 [0.43; 0.89] *
P2Yy, inhibitor —- 0.78 [0.60; 1.01]
Clopidogrel —E— 0.74 [0.54; 1.02]
Ticagrelor gomg ————— (.85 [0.46; 1.58]
Placebo 1.00
Rivaroxaban smg —a— 0.82 [0.55; 1.22]
Rivaroxaban ; 5 mg + Aspirin —a— 0.58 [0.38; 0.88] =
VKA — 0.56 [0.30; 1.05]
T T 1
0.2 05 1 2

Favors first treatment  Favors second freatment

Figure 4 Within (a) and beyond (b) 12 months treatment effects for stroke. Pooled hazard ratios (HRs) and 95% confidence intervals (Cls) are
determined by network meta-analysis. * denotes statistically significant differences.

compared by NMAs, with a distinct focus on within and beyond 12
months treatment effects.

In within 12-month NMA, including randomized trials and 189261
patients, we addressed the efficacy and safety of 14 antithrombotic
treatments within 1 year after ACS and/or coronary revascularization.
The main findings are the following:

® Compared with aspirin or 12-month aspirin and clopidogrel, tica-
grelor 90 mg monotherapy, aspirin and ticagrelor 90 mg dual
therapy, and rivaroxaban 2.5 mg, aspirin and clopidogrel triple
therapy reduced CV and all-cause death. No other treatment, in
isolation or combination, affected mortality.

® Compared with aspirin, several antithrombotic treatment combi-
nations, including triple therapies (rivaroxaban 2.5 mg, aspirin and
clopidogrel or apixaban, aspirin and clopidogrel), dual therapies
(aspirin and ticagrelor 90 mg or aspirin and clopidogrel for 12
months but not for 3 or 6 months), and a single monotherapy
option (ticagrelor 90 mg) reduced the risk of MI. Only aspirin
and prasugrel dual therapy reduced the risk of Ml compared with
12-month aspirin and clopidogrel.

® No antithrombotic treatment reduced stroke risk either compared
with aspirin or 12-month aspirin and clopidogrel.

® Bleeding risk increased progressively from single, through dual to
triple antithrombotic treatments. Monotherapies with clopidogrel
or ticagrelor were not associated with greater bleeding than aspirin.
Compared with 12-month aspirin and clopidogrel, clopidogrel or
ticagrelor 90 mg monotherapies were associated with lower and
similar bleeding risks, respectively.

Over the years, current practice of antithrombotic therapy has
been shifting from ischaemia prevention only to a net clinical benefit

perspective, including the estimation of the bleeding risk trade-off,
which is associated with increased mortality.? Mortality is, therefore,
the most solid endpoint in assessing the balance between benefits and
risks when considering antithrombotic treatments. Ticagrelor 90 mg
monotherapy and rivaroxaban 2.5 mg, aspirin and clopidogrel triple
therapy were ranked as the best strategies for reducing all-cause and
cardiovascular mortality. A considerable bleeding risk trade-off was
noted, however, for rivaroxaban 2.5 mg, aspirin and clopidogrel, which
explains why it is infrequently implemented in practice. Our findings
suggest that ticagrelor 90 mg monotherapy provides a mortality ben-
efit without increasing the bleeding risk compared with aspirin and
clopidogrel. Combining ticagrelor 90 mg with aspirin did not improve
protection from fatal or non-fatal ischaemic events, as shown in prior
meta-analyses” 1% and was associated with greater bleeding compared
with ticagrelor 90 mg monotherapy.'®

Clopidogrel monotherapy is an attractive treatment especially in
patients at high risk for bleeding, whereas aspirin and prasugrel may
be selected in patients in whom the bleeding risk is low and concerns
over the Ml risk prevail.

In beyond 12-month NMA, encompassing 139086 patients from
19 trials, we examined the efficacy and safety profile of nine available
antithrombotic strategies in CCS patients.

In comparison with aspirin:

(1) Aspirin and clopidogrel dual therapy or P2Y4; inhibitor
monotherapy, especially ticagrelor, were associated with lower
MI risk.

(2) VKA monotherapy, aspirin and VKA, aspirin and rivaroxaban
2.5 mg dual therapies were associated with a lower risk of stroke.
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@)

Comparison Major bleeding HR  95%-Cl

Experimental vs ‘Aspirin’
Apixaban + Aspirin + Clopidogrel

xal —a— 392 [2.15;7.13] *
Aspirin 1.00

Aspirin + Clopidogrel ;. , —— 1.21 [0.74; 1.97]
Aspirin + Clopidogrel ;5. = 1.40 [1.04; 1.89]*
Aspirin + Clopidogrel 3., —_— 0.87 [0.42; 1.84]
Aspirin + Clopidogrel g, —— 1.02 [0.66; 1.57]
Aspirin + Prasugrel —— 1.81 [1.26; 2.59] *
Aspirin + Ticagrelor gg mg —— 1.84 [1.30; 2.59] *
Aspirin + VKA —— 1.56 [1.14; 2.14] *
Clopidogrel —-— 0.87 [0.51; 1.47]
Rivaroxaban ; s,g + Aspirin + Clopidogrel —=—— 350 [1.99;6.15]*
Rivaroxaban ; 5 mg + Clopidogrel —t—— 2.09 [0.78; 5.57]
Rivaroxaban ; 5 g + Ticagrelor gg g ———=—— 2,86 [1.20; 6.85] *
Ticagrelor g9 mg —T— 1.21 [0.81; 1.81]
Experimental vs ‘Aspirin + Clopidogrel 12-m’

Apixaban + Aspirin + Clopidogrel —e— 279 [1.66,4.70]*
Aspirin = 0.71 [0.53; 0.96]*
Aspirin + Clopidogrel ., .- 0.86 [0.59; 1.27]
Aspirin + Clopidogrel 5. 1.00

Aspirin + Clopidogrel 3., —_— 0.62 [0.32; 1.23]
Aspirin + Clopidogrel ¢, . 0.73 [0.53; 0.99]*
Aspirin + Prasugrel i ] 1.29 [1.05; 1.58]*
Aspirin + Ticagrelor gg mg E ] 1.31 [1.08; 1.58]*
Aspirin + VKA —— 1.11 [0.72; 1.72)
Clopidogrel —a 0.62 [0.40; 0.96]*
Rivaroxaban ; smg + Aspirin + Clopidogrel —_— 2.49 [1.54; 4.03]*
Rivaroxaban ; 5 g + Clopidogrel —_—r 1.49 [0.58; 3.80]
Rivaroxaban ;5 yg + Ticagrelor gg mg T———  2.04 [0.90;4.64]
Ticagrelor g9 mg —_ 0.86 [0.64; 1.16]

| I I R |

02 05 1 2 5
Favors first treatment Favors second treatment

b
(b) Comparison Major bleeding HR  95%-CI

Experimental vs Placebo
Aspirin
Aspirin + Clopidogrel
Aspirin + Ticagrelor 5o mg
Aspirin + Ticagrelor gomg

156 [0.75; 3.26]

2.31 [1.06; 5.04] *
3.66 [1.66; 8.05] *
410 [1.80; 9.34] *

';;f,"ii"n;i‘éﬁ'gr 4.12 [1.68; 10.1]
121! — 1.29 [0.59; 2.84]

Clopidogrel — 130 {0.63; 2.69}
Ticagrelor ggmg 210 [0.83: 5.30]
Placebo 1'00 A
Rivaroxaban s, :

! - 238 [1.13; 501 *
Rivaroxaban ; g mg + Aspirin ! "
VKA 279 [1.33; 5.85]

512 [2.03;12.91) *

Experimental vs Aspirin
Aspirin
Aspirin + Clopidogrel
Aspirin + Ticagrelor gomg
Aspirin + Ticagrelor gg mg

1.00
144 147, 1.77) *
245 [2.04; 295 *
2.70 [2.06; 3.53]*

o] WHH‘

Aspirin + VKA 262 [1.63; 4.21] *

P2Y,,inhibitor g 0.87 [0.71; 1.06]
Clopidogrel 0.83 [0.68; 1.02]
Ticagrelor gp mg —— 1.34 [0.73; 2.46]

Placebo —_— 0.64 [0.32; 1.28]

Rivaroxaban gy, E 5 152 [1.19; 1.94] *

Rivaroxaban ;5 mg + Aspirin E 3 1.78 [1.40; 2.26] *

VKA = ]3.2? [1.79; 5.98] *

[ I T T

0102 051 2 5 10
Favors first treatment  Favors second treatment

Figure 5 Within (a) and beyond (b) 12 months treatment effects for major bleeding. Pooled hazard ratios (HRs) and 95% confidence intervals
(Cls) are determined by network meta-analysis. * denotes statistically significant differences.

(3) All treatment options except P2Y1; inhibitor monotherapy were
associated with enhanced bleeding risk, with a gradient of risk
that was highest for VKA.

Patients with CAD remain at risk over long-term for recurrent
cardiovascular and cerebrovascular events, which prompted the en-
dorsement of the CCS terminology in preference to stable CAD, to
highlight the dynamic nature of the disease and the continuous risk
of recurrent events."" While aspirin is perceived as the standard an-
tithrombotic long-term treatment for CCS patients, our study findings
reinforce the notion that this strategy offers the lowest protection
for Ml and stroke risks when compared with alternative treatments in
CCS patients.'?"? Yet, the bleeding risk with alternative treatments is
also generally higher than with aspirin alone. Our results confirm this
prior knowledge with all tested alternative antithrombotic regimens
except P2Y1; monotherapy, which offers overall greater Ml protec-
tion without concomitant higher bleeding risk than aspirin. P2Y1;
monotherapy may therefore be preferred to aspirin as beyond 12-
month treatment in both patients with or without high bleeding risk
features. When the type of P2Y1; inhibitor was separately appraised,
the Ml risk trended but was not significantly lower with clopidogrel
than aspirin, whereas the bleeding risk also was numerically but not
significantly lower in favour of clopidogrel. Therefore, clopidogrel is
likely to provide a net benefit compared with aspirin, although this
composite endpoint was not appraised in our analysis. Ticagrelor
monotherapy was associated with a significant MI reduction compared
with aspirin. On the other hand, ticagrelor was associated with nu-
merically, albeit not significantly, greater bleeding than aspirin. Hence,
the individual bleeding risk profile and the need for protection from

recurrent Ml (i.e. in patients with prior MI) may inform the selection
of the specific P2Y4; inhibitor type for monotherapy. Our data do
not suggest that the combination of aspirin and a P2Y4; inhibitor
provides greater ischaemic protection than the P2Y; inhibitor alone.
This finding was generally consistent when clopidogrel or ticagrelor
monotherapies were separately appraised compared with their com-
bination with aspirin dual therapies and has been replicated in recent
individual patient data meta-analyses.”'% Bayesian probability curves
of individual treatments by providing a ranking of treatments showed
that ticagrelor 90 mg monotherapy had greater probability than tica-
grelor 90 mg and aspirin dual therapy of being the best treatment
for Ml prevention. This finding may reflect the different experimental
settings, in which these two treatment options were tested and is
consistent with a post-hoc analysis from the PLATO trial, suggesting
that aspirin may diminish rather than potentiate ticagrelor treatment
effect towards ischaemic risk protection.™

Unlike previous direct or NMAs,% 101516 oyr study is unique on
the fact that it did not only address DAPT duration or type there-
fore, rather appraised all available treatment options that have been
tested in the setting of at least one medium-to-large size randomized
clinical trial with two distinct time frames (i.e. within and beyond
12 months).

Limitations

The current NMA has limitations. As for study-level meta-analyses,
the results are derived from pooled patient data as no individual
patient data were collected for this analysis. The absence of direct
comparisons for some of the examined treatment options due to the
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limited number of available trials precluded a more robust assessment
of network coherence in some instances. On the other hand, the
consistency of results in the main and sensitivity analyses suggests
robustness of findings. Some of the investigated treatment options
were investigated in single trial, which limits the precision and the
generalizability of the results. However, the consistency between
direct and indirect estimates corroborated the findings. We did not
perform multiplicity adjustments; therefore, the chance of type | error
inflation cannot be dismissed. We included studies conducted decades
ago, which no longer reflect current practice, especially for the aspirin
vs. no aspirin/placebo and VKA treatment effects. The definition of MI
evolved over time with the use of more sensitive biomarkers. Similarly,
despite our attempts to homogenize the bleeding metrics, the bleed-
ing definitions were not consistent across trials. This NMA was not
designed to investigate separately the clinical effect in patients with
or without an ACS that could be addressed with large-scale individual
patient data. On the other hand, by Bayesian meta-regressions, the
percentage of ACS across trials did not have a significant impact on
outcomes.

Conclusions

Within 12 months after coronary revascularization and/or ACS,
ticagrelor 90 mg monotherapy was the only treatment associated
with lower mortality, without increased bleeding risk compared with
aspirin and clopidogrel. Beyond 12 months, P2Y4, monotherapy, es-
pecially ticagrelor 90 mg, was associated with lower M| without a
bleeding risk trade-off; rivaroxaban 2.5 mg and aspirin most effectively
reduced stroke risk, with a more acceptable bleeding risk than VKA,
compared with aspirin. The use of aspirin monotherapy as routine
beyond 12-month antithrombotic treatment in patients with estab-
lished CAD does not appear justifiable based on the cardiovascular
and cerebrovascular ischaemic risks, nor the bleeding risk.

Supplementary material

Supplementary material is available at European Heart Journal—
Cardiovascular Pharmacotherapy online.

Acknowledgement

None.

Funding

None.

Conflict of interest: E.PN. reports research grants from Abbott
and Amgen and lecture fees/honoraria from Amgen, AstraZeneca,
Bayer, Pfizer; and Sanofi-Regeneron, outside the submitted work. V.A.
reports speaker honoraria from Amgen, Novartis, and Pfizer and
is consultant/advisory board for Bayer Healthcare, Novo Nordisk,
Sanofi, AstraZeneca, Boehringer Ingelheim, and BMS, outside the
submitted work. D.J.A. declares that he has received consulting
fees or honoraria from Abbott, Amgen, Aralez, AstraZeneca, Bayer,
Biosensors, Boehringer Ingelheim, Bristol Myers Squibb, Chiesi, Daiichi
Sankyo, Eli Lilly, Haemonetics, Janssen, Merck, PhaseBio, PLx Pharma,
Pfizer, Sanofi, and The Medicines Company and has received payments
for participation in review activities from CeloNova and St Jude
Medical, outside the present work. D.J.A. also declares that his insti-
tution has received research grants from Amgen, AstraZeneca, Bayer,
Biosensors, CeloNova, CSL Behring, Daiichi Sankyo, Eisai, Eli Lilly,
Gilead, Janssen, Matsutani Chemical Industry Co., Merck, Novartis,
Osprey Medical, Renal Guard Solutions, and the Scott R. MacKenzie
Foundation. D.C. declares that he has received consulting and speaking

fees from Amgen, Boehringer Ingelheim, Biotronik, Daiichi Sankyo,
and sanofi-aventis, outside the present work. K.A.A.F. has received
grants and personal fees from Bayer/Janssen and AstraZeneca and per-
sonal fees from Sanofi/Regeneron and Verseon, outside the submitted
work. S.H. has received speaking fees from Boehringer Ingelheim,
BMS, Pfizer, and Sanofi, outside the submitted work. S.. reported
grants from AstraZeneca, outside the submitted work. PJ. serves as an
unpaid steering committee member of trials funded by Abbott Vascu-
lar, AstraZeneca, Biotronik, Biosensors, St Jude Medical, Terumo, and
The Medicines Company; receives institutional research grants from
Appili Therapeutics, AstraZeneca, Biotronik, Biosensors International,
Eli Lilly, and The Medicines Company; and receives institutional hon-
oraria for participation in advisory boards or consulting from Amgen,
Ava, and Fresenius, but has not received personal payments by any
pharmaceutical company or device manufacturer. V.K. has received
personal fees/honoraria from Bayer, AstraZeneca, Abbott, Amgen,
and Daiichi Sankyo, all outside the submitted work. S.L. reports
grants and personal fees from AstraZeneca, Daiichi Sankyo, Bayer,
Pfizer/BMS, ICON, Chiesi, and Novo Nordisk, all outside the sub-
mitted work. R.M. reports institutional research grants from Abbott,
Abiomed, Applied Therapeutics, Arena, AstraZeneca, Bayer, Biosen-
sors, Boston Scientific, Bristol Myers Squibb, CardiaVWave, CellAegis,
CERC, Chiesi, Concept Medical, CSL Behring, DSI, Insel Gruppe AG,
Medtronic, Novartis Pharmaceuticals, OrbusNeich, Philips, Transverse
Medical, Zoll; personal fees from ACC, Boston Scientific, Califor-
nia Institute for Regenerative Medicine (CIRM), Cine-Med Research,
Janssen, WebMD, SCAI; consulting fees paid to the institution from
Abbott, Abiomed, AM-Pharma, Alleviant Medical, Bayer, Beth Is-
rael Deaconess, CardiaWave, CeloNova, Chiesi, Concept Medical,
DSI, Duke University, Idorsia Pharmaceuticals, Medtronic, Novar-
tis, Philips; equity 1% in Applied Therapeutics, Elixir Medical, STEL,
and CONTROLRAD (spouse); Scientific Advisory Board for AMA,
Biosensors (spouse), all outside the submitted work. G.M. reports in-
stitutional research funds or fees from Abbott, Amgen, AstraZeneca,
Bayer, Boehringer Ingelheim, Boston Scientific, Bristol Myers Squibb,
Cell Prothera, CSL Behring, Europa, Idorsia, IRIS-Servier; Medtronic,
MSD, Novartis, Pfizer, Quantum Genomics, and Sanofi, outside the
submitted work. R.ES. reports institutional research grants/support
from AstraZeneca, Cytosorbents, and GlyCardial Diagnostics; con-
sultancy fees from AstraZeneca, Bayer, Bristol Myers Squibb/Pfizer,
CSL Behring, Cytosorbents, GlyCardial Diagnostics, Hengrui, Idorsia,
Novartis, PhaseBio, Portola, sanofi-aventis, and Thromboserin; and
honoraria from AstraZeneca, Bayer, Bristol Myers Squibb/Pfizer, Intas
Pharmaceuticals, and Medscape, all outside the submitted work. PV.
reports personal fees from Bayer, personal fees from Daiichi Sankyo,
and personal fees from CLS Behring, outside the submitted work.
SW. reports research and educational grants to the institution from
Abbott, Abiomed, Amgen, AstraZeneca, Bayer, Biotronik, Boehringer
Ingelheim, Boston Scientific, Bristol Myers Squibb, Cardinal Health,
CardioValve, Corflow Therapeutics, CSL Behring, Daiichi Sankyo,
Edwards Lifesciences, Guerbet, InfraRedx, Janssen-Cilag, Johnson &
Johnson, Medicure, Medtronic, Merck Sharp & Dohm, Miracor Medi-
cal, Novartis, Novo Nordisk, Organon, OrPha Suisse, Pfizer, Polares,
Regeneron, sanofi-aventis, Servier, Sinomed, Terumo, Vifor, and V-
Wave. SWV. serves as an unpaid advisory board member and/or unpaid
member of the steering/executive group of trials funded by Abbott,
Abiomed, Amgen, AstraZeneca, Bayer, Boston Scientific, Biotronik,
Bristol Myers Squibb, Edwards Lifesciences, Janssen, MedAlliance,
Medtronic, Novartis, Polares, Recardio, Sinomed, Terumo, V-Wave,
and Xeltis, but has not received personal payments by pharma-
ceutical companies or device manufacturers. He is also a member
of the steering/executive committee group of several investigator-
initiated trials that receive funding by industry without impact on
his personal remuneration. M\V. reports grants and/or personal fees
from AstraZeneca, Terumo, Alvimedica/CID, Abbott Vascular, Daiichi

€20z dunr g uo 1asn TJMOA-ONT deduiolaig Aq 616902/ 1 22/€/6/2101He/dAd[ya/wod dno-olwepede//:sdiy woly papeojumoq



Short- and long-term effects of antithrombotics

289

Sankyo, Bayer, CoreFLOW, Idorsia Pharmaceuticals Ltd, Universitdt
Basel Department Klinische Forschung, Vifor, Bristol Myers Squib SA,
Biotronik, Boston Scientific, Medtronic, Vesalio, Novartis, Chiesi, and
PhaseBio, outside the submitted work. The other authors report no
relationships relevant to the contents of this paper to disclose.

Data availability
The data underlying this article will be shared on reasonable request
to the corresponding author.

References

1.

N

w

Valgimigli M, Bueno H, Byrne RA, Collet J-P, Costa F, Jeppsson A, Jiini P, Kastrati
A, Kolh P, Mauri L, Montalescot G, Neumann F-, Petricevic M, Roffi M, Steg PG,
Windecker S, Zamorano JL, Levine GN, Badimon L, Vranckx P, Agewall S, Andreotti
F, Antman E, Barbato E, Bassand J-P, Bugiardini R, Cikirikcioglu M, Cuisset T, De
Bonis M, Delgado V, Fitzsimons D, Gaemperli O, Gali¢ N, Gilard M, Hamm CW,
Ibanez B, lung B, James S, Knuuti J, Landmesser U, Leclercq C, Lettino M, Lip G,
Piepoli MF, Pierard L, Schwerzmann M, Sechtem U, Simpson IA, Uva MS, Stabile
E, Storey RF, Tendera M, Van De Werf F, Verheugt F, Aboyans V, Windecker S,
Aboyans V, Agewall S, Barbato E, Bueno H, Coca A, Collet J-P, Coman IM, Dean
V, Delgado V, Fitzsimons D, Gaemperli O, Hindricks G, lung B, Juni P, Katus HA,
Knuuti ], Lancellotti P, Leclercq C, Mcdonagh T, Piepoli MF, Ponikowski P, Richter D),
Roffi M, Shlyakhto E, Simpson IA, Zamorano JL, Windecker S, Aboyans V, Agewall S,
Barbato E, Bueno H, Coca A, Collet J-P, Coman IM, Dean V, Delgado V, Fitzsimons D,
Gaemperli O, Hindricks G, lung B, Jini P, Katus HA, Knuuti ], Lancellotti P, Leclercq
C, Mcdonagh T, Piepoli MF, Ponikowski P, Richter DJ, Roffi M, Shlyakhto E, Simpson
IA, Zamorano JL, Roithinger FX, Aliyev F, Stelmashok V, Desmet W, Postadzhiyan
A, Georghiou GP, Motovska Z, Grove EL, Marandi T, Kiviniemi T, Kedev S, Gilard
M, Massberg S, Alexopoulos D, Kiss RG, Gudmundsdottir I}, Mcfadden EP, Lev E, De
Luca L, Sugraliyev A, Haliti E, Mirrakhimov E, Latkovskis G, Petrauskiene B, Huijnen
S, Magri CJ, Cherradi R, Ten Berg JM, Eritsland |, Budaj A, Aguiar CT, Duplyakov D,
Zavatta M, Antonijevic NM, Motovska Z, Fras Z, Montoliu AT, Varenhorst C, Tsakiris
D, Addad F, Aydogdu S, Parkhomenko A, Kinnaird T. 2017 ESC focused update on
dual antiplatelet therapy in coronary artery disease developed in collaboration with
EACTS. Eur Heart | 2018;39:213-260.

. Neumann F-J, Sousa-Uva M, Ahlsson A, Alfonso F, Banning AP, Benedetto U, Byrne

RA, Collet J-P, Falk V, Head SJ, Juni P, Kastrati A, Koller A, Kristensen SD, Niebauer
J, Richter DJ, Seferovi¢ PM, Sibbing D, Stefanini GG, Windecker S, Yadav R, Zembala
MO, Wijns W, Glineur D, Aboyans V, Achenbach S, Agewall S, Andreotti F, Barbato E,
Baumbach A, Brophy J, Bueno H, Calvert PA, Capodanno D, Davierwala PM, Delgado
V, Dudek D, Freemantle N, Funck-Brentano C, Gaemperli O, Gielen S, Gilard M,
Gorenek B, Haasenritter |, Haude M, Ibanez B, lung B, Jeppsson A, Katritsis D, Knuuti
], Kolh P, Leite-Moreira A, Lund LH, Maisano F, Mehilli ], Metzler B, Montalescot
G, Pagano D, Petronio AS, Piepoli MF, Popescu BA, Sadaba R, Shlyakhto E, Silber S,
Simpson IA, Sparv D, Tavilla G, Thiele H, Tousek P, Van Belle E, Vranckx P, Witkowski
A, Zamorano JL, Roffi M, Windecker S, Aboyans V, Agewall S, Barbato E, Bueno
H, Coca A, Collet J-P, Coman IM, Dean V, Delgado V, Fitzsimons D, Gaemperli O,
Hindricks G, lung B, Jiini P, Katus HA, Knuuti J, Lancellotti P, Leclercq C, Mcdonagh TA,
Piepoli MF, Ponikowski P, Richter DJ, Roffi M, Shlyakhto E, Sousa-Uva M, Simpson IA,
Zamorano JL, Pagano D, Freemantle N, Sousa-Uva M, Chettibi M, Sisakian H, Metzler
B, ibrahimov F, Stelmashok VI, Postadzhiyan A, Skoric B, Eftychiou C, Kala P, Terkelsen
CJ, Magdy A, Eha J, Niemeld M, Kedev S, Motreff P, Aladashvili A, Mehilli ], Kanakakis
|-G, Becker D, Gudnason T, Peace A, Romeo F, Bajraktari G, Kerimkulova A, Rudzitis
A, Ghazzal Z, Kibarskis A, Pereira B, Xuereb RG, Hofma SH, Steigen TK, Witkowski
A, De Oliveira El, Mot S, Duplyakov D, Zavatta M, Beleslin B, Kovar F, Bunc Mz,
Ojeda S, Witt N, Jeger R, Addad F, Akdemir R, Parkhomenko A, Henderson R. 2018
ESC/EACTS Guidelines on myocardial revascularization. Eur Heart | 2019;40:87-165.

. Collet J-P, Thiele H, Barbato E, Barthélémy O, Bauersachs J, Bhatt DL, Dendale P,

Dorobantu M, Edvardsen T, Folliguet T, Gale CP, Gilard M, Jobs A, Jini P, Lambrinou
E, Lewis BS, Mehilli J, Meliga E, Merkely B, Mueller C, Roffi M, Rutten FH, Sibbing D,
Siontis GCM, Kastrati A, Mamas MA, Aboyans V, Angiolillo D}, Bueno H, Bugiardini
R, Byrne RA, Castelletti S, Chieffo A, Cornelissen V, Crea F, Delgado V, Drexel H,
Gierlotka M, Halvorsen S, Haugaa KH, Jankowska EA, Katus HA, Kinnaird T, Kluin J,
Kunadian V, Landmesser U, Leclercq C, Lettino M, Meinila L, Mylotte D, Ndrepepa G,
Omerovic E, Pedretti RFE, Petersen SE, Petronio AS, Pontone G, Popescu BA, Potpara
T, Ray KK, Luciano F, Richter DJ, Shlyakhto E, Simpson IA, Sousa-Uva M, Storey RF,
Touyz RM, Valgimigli M, Vranckx P, Yeh RW, Barbato E, Barthélémy O, Bauersachs
J, Bhatt DL, Dendale P, Dorobantu M, Edvardsen T, Folliguet T, Gale CP, Gilard M,
Jobs A, Jini P, Lambrinou E, Lewis BS, Mehilli J, Meliga E, Merkely B, Mueller C, Roffi
M, Rutten FH, Sibbing D, Siontis GCM. 2020 ESC Guidelines for the management of
acute coronary syndromes in patients presenting without persistent ST-segment ele-
vation: the Task Force for the management of acute coronary syndromes in patients
presenting without persistent ST-segment elevation. Eur Heart | 2021;42:1289-1367.

9

10.

11.

12.

13.

14.

. Costa F, Vranckx P, Leonardi S, Moscarella E, Ando G, Calabro P, Oreto G, Zijlstra
F, Valgimigli M. Impact of clinical presentation on ischaemic and bleeding outcomes
in patients receiving 6- or 24-month duration of dual-antiplatelet therapy after
stent implantation: a pre-specified analysis from the PRODIGY (Prolonging Dual-

Antiplatelet Treatment After Grading Stent-Induced Intimal Hyperplasia) trial. Eur

Heart | 2015;36:1242-1251.

Higgins JPT Green S eds. Cochrane Handbook for Systematic Reviews of Interventions.
Version 5.1.0. 2011. Cochrane Learning. Http://Training.Cochrane.Org/Handbook
(March 2011).

. Hutton B, Salanti G, Caldwell DM, Chaimani A, Schmid CH, Cameron C, loannidis |PA,
Straus S, Thorlund K, Jansen JP, Mulrow C, Catald-Lépez F, Gotzsche PC, Dickersin K,
Boutron |, Altman DG, Moher D. The PRISMA extension statement for reporting of
systematic reviews incorporating network meta-analyses of health care interventions:
checklist and explanations. Ann Intern Med 2015;162:777-784.

. Steg PG, Bhatt DL, Simon T, Fox K, Mehta SR, Harrington RA, Held C, Andersson
M, Himmelmann A, Ridderstrile W, Leonsson-Zachrisson M, Liu Y, Opolski G,
Zateyshchikov D, Ge J, Nicolau JC, Corbalan R, Cornel JH, Widimsky P, Leiter
LA. Ticagrelor in patients with stable coronary disease and diabetes. N Engl | Med
2019;381:1309-1320.

. Valgimigli M, Costa F, Lokhnygina Y, Clare RM, Wallentin L, Moliterno D}, Armstrong
PW, White HD, Held C, Aylward PE, Van de Werf F, Harrington RA, Mahaffey KW,
Tricoci P. Trade-off of myocardial infarction vs. bleeding types on mortality after acute
coronary syndrome: lessons from the Thrombin Receptor Antagonist for Clinical
Event Reduction in Acute Coronary Syndrome (TRACER) randomized trial. Eur Heart
J2017,38:804-810.

. Valgimigli M, Mehran R, Franzone A, da Costa BR, Baber U, Piccolo R, McFadden EP,

Vranckx P, Angiolillo DJ, Leonardi S, Cao D, Dangas GD, Mehta SR, Serruys PW,
Gibson CM, Steg GP, Sharma SK, Hamm C, Shlofmitz R, Liebetrau C, Briguori C,
Janssens L, Huber K, Ferrario M, Kunadian V, Cohen D], Zurakowski A, Oldroyd KG,
Yaling H, Dudek D, Sartori S, Kirkham B, Escaned ], Heg D, Windecker S, Pocock
S, Juni P; SIDNEY Collaboration. Ticagrelor monotherapy versus dual-antiplatelet
therapy after PCl: an individual patient-level meta-analysis. JACC: Cardiovasc Interv
2021;14:444-456.

Valgimigli M, Gragnano F, Branca M, Franzone A, Baber U, Jang Y, Kimura T, Hahn
J-Y, Zhao Q, Windecker S, Gibson CM, Kim B-K, Watanabe H, Song YB, Zhu Y,
Vranckx P, Mehta S, Hong S-J, Ando K, Gwon H-C, Serruys PW, Dangas GD,
Mcfadden EP, Angiolillo DJ, Heg D, Juni P, Mehran R. P2Y12 inhibitor monotherapy
or dual antiplatelet therapy after coronary revascularisation: individual patient level
meta-analysis of randomised controlled trials. BMJ 2021;373:n1332.

Knuuti J, Wijns W, Saraste A, Capodanno D, Barbato E, Funck-Brentano C, Prescott
E, Storey RF, Deaton C, Cuisset T, Agewall S, Dickstein K, Edvardsen T, Escaned J,
Gersh BJ, Svitil P, Gilard M, Hasdai D, Hatala R, Mahfoud F, Masip ], Muneretto C,
Valgimigli M, Achenbach S, Bax JJ, Neumann F-J, Sechtem U, Banning AP, Bonaros
N, Bueno H, Bugiardini R, Chieffo A, Crea F, Czerny M, Delgado V, Dendale P,
Flachskampf FA, Gohlke H, Grove EL, James S, Katritsis D, Landmesser U, Lettino
M, Matter CM, Nathoe H, Niessner A, Patrono C, Petronio AS, Pettersen SE, Piccolo
R, Piepoli MF, Popescu BA, Riber L, Richter D), Roffi M, Roithinger FX, Shlyakhto
E, Sibbing D, Silber S, Simpson IA, Sousa-Uva M, Vardas P, Witkowski A, Zamorano
JL, Achenbach S, Agewall S, Barbato E, Bax JJ, Capodanno D, Cuisset T, Deaton C,
Dickstein K, Edvardsen T, Escaned ], Funck-Brentano C, Gersh BJ, Gilard M, Hasdai
D, Hatala R, Mahfoud F, Masip J, Muneretto C, Prescott E, Saraste A, Storey RF, Svitil
P, Valgimigli M, Windecker S, Aboyans V, Baigent C, Collet J-P, Dean V, Delgado V,
Fitzsimons D, Gale CP, Grobbee D, Halvorsen S, Hindricks G, lung B, Jini P, Katus
HA, Landmesser U, Leclercq C, Lettino M, Lewis BS, Merkely B, Mueller C, Petersen
S, Petronio AS, Richter DJ, Roffi M, Shlyakhto E, Simpson IA, Sousa-Uva M, Touyz
RM, Benkhedda S, Metzler B, Sujayeva V, Cosyns B, Kusljugic Z, Velchev V, Panayi
G, Kala P, Haahr-Pedersen SA, Kabil H, Ainla T, Kaukonen T, Cayla G, Pagava Z,
Woehrle J, Kanakakis ], Toth K, Gudnason T, Peace A, Aronson D, Riccio C, Elezi S,
Mirrakhimov E, Hansone S, Sarkis A, Babarskiene R, Beissel |, Maempel AJC, Revenco
V, De Grooth GJ, Pejkov H, Juliebg V, Lipiec P, Santos ], Chioncel O, Duplyakov D,
Bertelli L, Dikic AD, Studenc¢an M, Bunc M, Alfonso F, Back M, Zellweger M, Addad F,
Yildirir A, Sirenko Y, Clapp B. 2019 ESC Guidelines for the diagnosis and management
of chronic coronary syndromes: the Task Force for the diagnosis and management of
chronic coronary syndromes of the European Society of Cardiology (ESC). Eur Heart
] 2020;41:407-477.

Gargiulo G, Windecker S, Vranckx P, Gibson CM, Mehran R, Valgimigli M. A critical
appraisal of aspirin in secondary prevention. Circulation 2016;134:1881-1906.
Capodanno D, Mehran R, Valgimigli M, Baber U, Windecker S, Vranckx P, Dangas
G, Rollini F, Kimura T, Collet J-P, Gibson CM, Steg PG, Lopes RD, Gwon H-C,
Storey RF, Franchi F, Bhatt DL, Serruys PW, Angiolillo D). Aspirin-free strategies in
cardiovascular disease and cardioembolic stroke prevention. Nat Rev Cardiol 2018;15:
480-496.

Mahaffey KW, Wojdyla DM, Carroll K, Becker RC, Storey RF, Angiolillo D), Held C,
Cannon CP, James S, Pieper KS, Horrow J, Harrington RA, Wallentin L. Ticagrelor
compared with clopidogrel by geographic region in the Platelet Inhibition and Patient
Outcomes (PLATO) Trial. Circulation 2011;124:544-554.

€202 dunr | uo Jasn TIMOA-ONT eauioliaig Aq 61£6902/1 LZ/€/6/2101e/dAd[Ys/wod dno dlwapede//:sdjy woy papeojumoq



290

E. P. Navaese et al.

15. D’ascenzo F, De Filippo O, Angelini F, Piroli F, De Lio G, Bocchino PP, Baldetti L,
Melillo F, Chieffo A, Saglietto A, Omedé P, Montefusco A, Conrotto F, De Ferrari
GM. Duration and kind of dual antiplatelet therapy for acute coronary syndrome
patients: a network meta-analysis. Minerva Cardiol Angiol 2022, doi: 10.23736/S2724-
5683.22.06038-0.

16. Giacoppo D, Matsuda Y, Fovino LN, D’Amico G, Gargiulo G, Byrne RA, Capodanno
D, Valgimigli M, Mehran R, Tarantini G. Short dual antiplatelet therapy followed by
P2Y12 inhibitor monotherapy vs. prolonged dual antiplatelet therapy after percuta-
neous coronary intervention with second-generation drug-eluting stents: a systematic
review and meta-analysis of randomized clinical trials. Eur Heart | 2021;42:308-319.

€20 dunf 6} U0 JasN TMOA-ONT ¥28Yioliqid Aq 61.€690./1 22/€/6/2101Me/dAd[Ya/Ww0o"dNoo1WapeD.//:Sd)ly WOy papeojumod



