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Abstract
Background: This analysis aims to evaluate the effect of 1- versus 3-month dual antiplatelet
therapy (DAPT) after percutaneous coronary intervention (PCI) in [older patients with high

bleeding risk (HBR) features|

Methods: Data from three prospective, single-arm studies (XIENCE Short DAPT Program),
including HBR patients successfully treated with an everolimus-eluting stent (XIENCE, Abbott)
were analyzed. Subjects were eligible for DAPT discontinuation at 1 month or at 3 months, if free
from ischemic events and adherent to DAPT. Patients were stratified according to age (>75 and
<75 years). The primary endpoint was all-cause death or myocardial infarction (MI). The key
secondary endpoint was Bleeding Academic Research Consortium (BARC) type 2-5 bleeding.
Outcomes were assessed from 1 to 12 months after index PCL

Results: Out of 3,364 patients, 2,241 (66.6%) were >75 years old. The risk of death or MI was
similar with 1- vs 3-month DAPT in patients >75 (8.5% vs 8.0%, adj. HR 0.95, 95% CI 0.69-1.30)
and <75 years old (6.9% vs 7.8%, adj. HR 0.97, 95% CI 0.60-1.57; interaction p-value 0.478).
BARC type 2-5 bleeding was consistently lower with 1- than with 3-month DAPT in patients >75
years old (7.2% vs 9.4%, adj. HR 0.66, 95% CI 0.48-0.91) and <75 years old (9.7% vs 11.9%, adj.
HR 0.86, 95% CI1 0.57-1.29; interaction p-value 0.737).

Conclusion: Among HBR patients undergoing PCI, patients older and younger than 75 years
derived a consistent benefit from 1- as compared with 3-month DAPT in terms of reduction of

bleeding events with no increase in all-cause death or MI.

Key words

Percutaneous coronary intervention; high bleeding risk; elderly; dual antiplatelet therapy.

| Commented [PV1]: Age is a high bleeding risk feature per

se, should we state elderly with other HBR features?
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Abbreviations and Acronyms:

ACS=acute coronary syndrome

ARC=Academic Research Consortium
BARC=Bleeding Academic Research Consortium
CABG=coronary artery bypass graft
CCS=chronic coronary syndrome

CKD=chronic kidney disease

CTO=chronic total occlusion

DAPT=dual antiplatelet therapy
DES=drug-eluting stent

HBR=high bleeding risk

LVEF=left ventricular ejection fraction
MI=myocardial infarction

NSTEMI=non-ST segment elevation myocardial infarction
PClI=percutaneous coronary intervention
ST=stent thrombosis

STEMI=ST-elevation myocardial infarction
TLR=target lesion revascularization

TVR=target vessel revascularization
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Introduction

Given the rapidly aging population, 1 in 6 people worldwide is expected to be over the age
of 65 by the year 2050 2. Coronary artery disease (CAD) is a frequent condition and the leading
cause of death in this patient group " *. Since the number of elderly patients undergoing
percutaneous coronary intervention (PCI) to improve symptoms, quality of life or to reduce the
recurrent ischemic events is steadily increasing #, a better understanding of the most appropriate
management for these patients is needed.

Dual antiplatelet therapy (DAPT) is the standard of care to reduce the rate of recurrent
ischemic events after PCI >7. However, the benefits of DAPT are offset by an increased risk of
bleeding complications, which are associated with considerable morbidity and mortality . Even
though older patients are more prone to have recurrent ischemic events after PCI than their younger
counterpart '% !, several studies demonstrated that older age is a stronger predictor of bleeding
than of thrombotic events ® 213, Accordingly, age >75 years was identified as a minor criterion
of high bleeding risk (HBR) by the Academic Research Consortium (ARC) and it has been
included in other tools for bleeding risk assessment ® !¢ Even though several studies
demonstrated that elderly patients may benefit from a shorter (<6 months) dual antiplatelet therapy
(DAPT), the optimal DAPT duration that would provide the right amount of antithrombotic effect
with minimal bleeding-related harm in this subgroup of patients is still unclear '”-"°.

The aim of this study was to evaluate the effect of 1- versus 3-month DAPT among older
patients with HBR features that underwent successful PCI in a large prospective multicenter series

of studies.

Method
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Study design
The XIENCE Short DAPT program included 3 prospective, multi-center, single-arm studies,
whose rational design, and main findings have been previously reported 2 2!, Sponsored by
Abbott, the studies explored two different DAPT durations (1 and 3-month) in HBR patients
undergoing PCI with implantation of a fluoropolymer-based cobalt-chromium everolimus-eluting
stent (XIENCE, Abbott). The 1-month DAPT program consisted of the XIENCE 28 USA study
(NCTO03815175), which was conducted at 58 sites in the US and Canada, and the XIENCE 28
Global study (NCT03355742), which was conducted at 52 sites in Europe and Asia. Despite being
conducted separately, the XIENCE 28 studies were prespecified as being pooled together for the
statistical analysis. The 3-month DAPT program consisted of the XIENCE 90 study
(NCT03218787), which was conducted at 101 sites in the United States.

The study protocols were approved by national regulatory agencies, institutional review
boards, or ethics committees of participating sites. An independent data monitoring committee
provided external supervision for public safety. All enrolled patients provided written informed

consent 2.

Study population

The study protocols of the XIENCE 28 and XIENCE 90 were nearly identical, with the
exception of DAPT duration 2'. Patients undergoing successful PCI with fluoropolymer based
cobalt-chromium everolimus-eluting stent (XIENCE, Abbott) were eligible for inclusion in the
XIENCE 28 and 90 studies if they met at least 1 of the following HBR criteria: age >75 years,
clinical indication for long-term (at least 6-months) oral anticoagulation (OAC), history of major

bleeding in the previous 12-months, history of ischemic or hemorrhagic stroke, renal insufficiency
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(serum creatinine >2mg/dL) or failure (requiring renal replacement therapy), anemia (with
hemoglobin <11g/dL), and systemic conditions associated with an increased bleeding risk
(including thrombocytopenia or any coagulation disorder). Study protocol allowed for intervention
of <3 target lesions, with a maximum of two lesions per epicardial vessel, and of bifurcation lesions
not requiring 2-stent techniques. Patients were excluded from the XIENCE 28 and 90 studies if
they presented with any of the following: acute ST-elevation myocardial infarction (STEMI) or
known left ventricular ejection fraction (LVEF) <30% at time of index PCI, implantation of
another drug-eluting stent (DES) (other than XIENCE) within 12-months of index-procedure,
implantation of overlapping stents, or target lesion located in the left main, within an arterial or
saphenous vein graft, within a previously implanted stent, or at a site of chronic total occlusion
(CTO) (Supplementary Table 1).

Per XIENCE 28 and 90 protocols, all patients received open-label aspirin 75 to 100 mg
plus a P2Y; inhibitor after index PCI; clopidogrel 75mg was preferred, though not mandatory,
and the final decision was taken by the treating physician. Subjects were eligible for DAPT
discontinuation at 1- or 3-months in XIENCE 28 and XIENCE 90, respectively, if they were
adherent to DAPT and free from MI, repeat coronary revascularization, stroke, or stent thrombosis
(ST). In patients meeting these criteria, one antiplatelet agent was discontinued; per-protocol

requirement aspirin should have been hnaintainedl. Follow-up study visits or phone calls occurred

) ///{ Commented [PV2]: typo

at 1, 3, 6, and 12 months after index PCI in XIENCE 28, and at 3, 6, and 12 months in XIENCE
90. Given that eligibility to discontinue DAPT was assessed at different time points in the 2 studies,
patients from XIENCE 90 who were event-free and adherent to treatment at 1 month were

retrospectively identified to mimic the design of the XIENCE 28 registries.

10
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Endpoints

The primary endpoint was the composite of all-cause death or MI defined by the modified
Academic Research Consortium definition.”> The key secondary endpoint was BARC type 2-5
bleeding.?* Other secondary endpoints included: individual components of the primary endpoint,
cardiovascular death, definite or probable ST, stroke, target vessel revascularization (TVR), target
lesion revascularization (TLR), and BARC type 3-5 bleeding. Outcomes were assessed between 1
and 12 months after index PCI, and all clinical events were adjudicated by an independent external
committee. Comprehensive definitions of the primary and secondary endpoints can be reviewed

in Supplementary Table 2.

Statistical analysis

For this study, patients were divided in two age groups (=75 and age <75 years old,
respectively). Baseline and procedural continuous variables were summarized by means and
standard deviations, categorical variables by counts and percentages. Chi-square and Student’s t-
test were used to compare data, as appropriate. Outcome incidence was calculated with the Kaplan-
Meier method and compared between groups using the log-rank test for the time to first event. Cox
proportional hazard models were used to compare the unadjusted risk for the primary and
secondary outcomes. Because treatment arms were not randomized, adjusted risks for all endpoints
were estimated using propensity score stratification into quintiles, consistently with the main study
design.? Propensity scores (patients’ estimated probability of receiving 1- or 3-month DAPT)
were derived using a logistic regression model that included the study group as the outcome and

the following baseline demographic, clinical, and procedural covariates as the predictors: sex, body
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mass index (BMI), hypertension, hypercholesterolemia, diabetes, prior PCI, prior coronary artery
bypass graft (CABG), prior MI, history of stroke, history of major bleeding, baseline serum
creatinine, platelet and hemoglobin counts, acute coronary syndrome (ACS), multi-vessel disease,
B2/C lesion, total lesion length, mean pre-reference vessel diameter (RVD), mean pre-diameter
stenosis (DS), bifurcation lesion, number of lesions treated, number of vessels treated, number of
stents, total stent length, PARIS risk score, PRECISE DAPT risk score, P2Y12 at discharge,
anticoagulation therapy.

The Markov Chain Monte Carlo multiple imputation method was used to handle missing
data in the propensity score building. The Rubin’s combination rule was used to integrate the final
analysis with each of the 10 imputed data sets. The stratification weight was based on the total
sample size in each stratum relative to the overall sample size for both arms. A p-value for
interaction between DAPT duration (1- versus 3-month) and age was calculated and values <0.05
were considered significant. All statistical analyses were performed with Stata version 18

(StataCorp, College Station, Texas).

Results
Patient Population

The XIENCE Short DAPT program enrolled a total of 3,652 patients from July 19, 2017,
to February 7, 2020. After exclusion of 213 (13.3%) patients from XIENCE 28 and 75 (3.7%)
from XIENCE 90 because of adverse events, DAPT non-adherence or consent withdrawal within
1 month after PCI, the final cohort consisted of 3,364 patients, of whom 2,241 (66.6%) were >75
years old (Supplementary Figure 1). Follow-up at 12 months was completed by the great majority

of patients (98.4% in XIENCE 28 and 94.7% in XIENCE 90).

12
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Patients in the 275 years old group were on average 15 years older (mean age 80.5+4.3 vs
65.3+7.1 years), more likely to be women, White, to have chronic kidney disease (CKD) (eGFR
<60mL/min) or prior PCI (Supplementary Table 3). Older patients had a higher number of
fulfilled HBR criteria (1.6+0.7 vs 1.3+0.5), PARIS, and PRECISE DAPT scores (Supplementary
Table 3); however, <50% had any of the HBR criteria other than age >75 years (Figure 1).

Among patients >75 years old, 949 (42.3%) received 1-month DAPT and 1,292 (57.7%)
3-month DAPT; within patients <75 years old, 443 (39.4%) and 680 (60.6%) were in the 1- and
3-month DAPT groups, respectively. Most baseline and procedural characteristics were well
balanced between the 1- and 3-month groups, except for non-White race, hypertension,
dyslipidemia, prior CABG (more frequent in the 1-month DAPT groups); CKD, presentation with
NSTEMLI, radial access, a bifurcation lesion and longer total stent length (higher in the 3-month
DAPT groups) (Table 1 and 2).

At discharge, Clopidogrel was the most frequently prescribed P2Y > inhibitor (>80% of
patients) and slightly more often in the 1-month than in the 3-month DAPT cohort; use of aspirin
was lower and use of OAC slightly higher in the 1-month group (Table 2). In about 30% of
patients, the DAPT duration was shorter than the 1 or 3 months mandated by the study protocol,
and in the 3-month DAPT group, early discontinuation was more frequent in older (>75 years)
than in younger patients (Figure 2). Conversely, longer than recommended DAPT duration

occurred in only 3% patients in the 1-month DAPT group and in 14% of patients in the 3-month

group.

Outcomes by age
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There were no significant differences between patients >75 years and <75 years old
concerning the rate of all-cause death or MI (8.2% vs. 7.4%, HR 1.11, 95% CI 0.85-1.45, p-value
0.464) or of the individual ischemic endpoints from 1 to 12 months after index PCI. Conversely,
among patients >75 years compared to patients <75 years old, the risk of BARC type 2-5 bleeding
(8.5% vs 10.9%; HR 0.78, 95% CI 0.61-0.99, p=0.038) and BARC type 3-5 bleeding (3.9% vs

5.3%, HR 0.70, 95% CI 0.50-0.99, p=0.043) was lower (Figure 3 and 4).

Effects of 1- vs 3-month DAPT

At 1-year after PCL, among patients >75 years the composite of all-cause death or MI
occurred in 75 (8.5%) patients on 1-month DAPT and 96 (8.0%) patients on 3-months DAPT,
determining a similar effect of the two regimens on this outcome (HR 0.95, 95% CI 0.69-1.30)
(Figure 5). Similarly, there was no significant difference between 1- and 3-month DAPT
concerning all-cause death (HR 0.97, 95% CI 0.65-1.44), cardiovascular death (HR 0.97, 95% CI
0.56-1.70), MI (HR 0.77, 95% CI 0.47-1.27), definite or probable ST (HR 0.43, 95% CI 0.04-
4.53), target lesion failure (HR 0.96, 95% CI 0.65-1.41) or its individual components. Stroke
tended to be lower with 1-month than 3-month DAPT (Figure 5). These effects were consistent in
patients <75 years (all interaction p-values non-significant).

Among patients >75 years old, 63 (7.2%) and 112 (9.4%) BARC type 2-5 bleeding were
observed with 1- and 3-month DAPT, respectively, and among patients <75 years, these occurred
in 40 (9.7%) and 72 (11.8%) individuals. The 1-year risk of BARC 2-5 bleeding was consistently
lower in patients >75 (Adj. HR 0.66, 95% CI 0.48-0.91) and <75 (Adj. HR 0.86, 95% CI 0.57-
1.29) years old (interaction p-value 0.737) treated with 1-month DAPT as compared to 3-month

DAPT (Figure S). BARC type 3-5 was reduced with 1- as compared with 3-month DAPT
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consistently in older (3.2% vs 4.3%, Adj. HR 0.57,95% CI 0.35-0.94) and younger patients (5.1%

vs 5.4%, Adj. HR 1.04, 95% CI 0.59-1.82, interaction p-value 0.372).

Discussion

In this study, we compared the effects of 1- vs 3-month DAPT on 1-year outcomes in HBR
patients >75 years old undergoing PCI with XIENCE stent implantation using a series of
prospective studies with data on antiplatelet adherence and adjudicated outcomes. The main
findings can be summarized as follows:

1) Patients >75 years comprised about two thirds of the study population and were more likely
to be women, to have comorbidities, but less likely to have other HBR features in addition
to advanced age as compared to patients <75 years old.

2) One as compared to 3-month DAPT was associated with a similar risk of the composite of
all-cause death or MI and of other ischemic complications, and fewer BARC type 2-5
bleeding consistently in patients >75 years and <75 years old; bleeding reduction tended to

be greater in the patients >75 years old.

Elderly patients are more likely to experience complications after PCI than younger individuals ®
10-13 Shorter (i.e. <6 months) or less potent DAPT has been shown to reduce bleeding events
without significantly increasing ischemic harm, especially in patients with advanced age or other
HBR features '7'> 225 However, the most appropriate antiplatelet regimen or DAPT duration in
elderly are still unclear, since no study directly compared these new antiplatelet strategies against
each other and because elderly are frequently underrepresented in clinical trials !71%2425,

Age >75 years was one of the HBR criteria making subjects eligible for inclusion in the

XIENCE short DAPT program - a series of prospective studies focusing on HBR patients who
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underwent XIENCE stent implantation. Patients >75 years old comprised around two thirds of the
study population, and <50% of them had at least one of the other HBR criteria (e.g. long term
OAC, anemia, prior bleeding or stroke). While older and younger patients had a similar risk of
death, MI, or other ischemic complications, the former were at lower risk of bleeding. Particularly,
the 1-year rate of major bleeding (BARC 3 or 5) in patients >75 years was slightly below the 4%
threshold established by the ARC-HBR consensus to define HBR, while it exceeded 5% in younger
patients. These observations validate the ARC-HBR definition, in which age >75 years alone is
considered a minor criterion and most of the other HBR features, which were significantly more
prevalent among young patients, major HBR criteria 2.

We found that 1- as compared to 3-month DAPT followed by antiplatelet monotherapy
(aspirin in >90% of patients) was associated with a similar hazard of the composite of all-cause
death or MI and of any individual ischemic events, and with a consistent reduction of BARC 2-5
bleeding irrespective of age. The bleeding-related benefits of 1-month DAPT seem to extend also
to more severe BARC 3-5 bleeding, even though the risk reduction for this outcome was only
numerical and not statistically significant.

In aggregate, these results confirm the findings of the main analysis of the XIENCE short
DAPT program 2!, and suggest that an earlier transition (i.e. at 1-month) to a regimen with a single
antiplatelet agent may reduce bleeding-related harm without increasing the ischemic risk in both
older and younger HBR patients.

Two prior studies demonstrated that respectively 1- and 3-month DAPT followed by
aspirin monotherapy were non inferior to 12-month DAPT for the prevention of ischemic events
and net adverse clinical events in both patients >65 and <65 years old 2”28, Other clinical trials

showed that 1-month DAPT followed by aspirin monotherapy after DES implantation might be an
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appropriate option in elderly; however, the comparison group in these studies consisted of patients
treated with another stent type and not with a different antiplatelet regimen 2°>!. A larger amount
of evidence support the use of a short (1- or 3-month) DAPT followed by P2Y 12 monotherapy after
PCI, with several studies demonstrating that this regimen significantly reduces bleeding without
ischemic harm consistently in elderly !'3%33; and HBR patients 343,

At variance with prior studies, the current analysis showed that 1-month DAPT followed
by aspirin monotherapy is not only non-inferior to 3-month DAPT, but it might provide additional
benefits in terms of bleeding reduction without a significant increase of ischemic complications.

Current guidelines do not provide specific recommendation concerning antiplatelet therapy
for elderly undergoing PCI. The American College of Cardiology/American Heart Association
(ACC/AHA) recommend that in presence of HBR features P2Y 12 inhibitor might be discontinued
after 3 months of DAPT if the indication of PCI was a CCS and at 6 months in case of ACS (level
of recommendation 2b) °. Conversely, according to European Society of Cardiology (ESC)
guidelines, transition from DAPT to aspirin monotherapy can occur already at 1-month in patients
at very high risk of bleeding .

Larger randomized studies are needed to confirm the findings of the current analysis and
to compare the effects of P2Y12 versus aspirin discontinuation in patients with advanced age or

other HBR features.

Study Limitations
The results of this study may be limited by the nonrandomized study design, although
confounding factors were attenuated by nearly identical protocols for both XIENCE 28 and 90 and

by propensity score stratification. Moreover, adherence rates slightly differed between patients
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receiving 1- vs 3-month DAPT, with about 30% of patients transitioning from DAPT to single
antiplatelet agent before the mandated 1 o 3 months, and about 15% of patients of XIENCE 90
continuing DAPT beyond 3 months. The results should be considered exploratory, since the study
was underpowered to detect small differences for single ischemic endpoints such as MI, stent
thrombosis or stroke.

In addition, the results apply only to patients meeting the inclusion and exclusion criteria
of this analysis, namely patients that did not experience major ischemic adverse events in the first
month after PCI, that were adherent to DAPT treatment and without some high-risk characteristics
for ischemic complications, such as presentation with STEMI or complex PCI features (e.g.

bifurcations lesions with double stenting, treatment of in-stent restenosis, or CTO).

Conclusions

Among HBR patients undergoing successful PCI with a cobalt-chromium everolimus-
eluting stent, patients older and younger than 75 years derived a consistent benefit from 1- as
compared to 3-month DAPT in terms of reduction of bleeding events with no increase in all-cause

death or ML
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Figure Legends

Figure 1. Distribution of the study specific HBR criteria in patients >75 or <75 years old.
OAC: oral anticoagulation

Figure 2. Proportion of patients on DAPT at different timepoints. DAPT discontinuation was
mandated at 1-month post-index PCI in XIENCE 28 (A), and 3-month post-PCI in XIENCE 90
(B). Reported rates reflect the number of patients remaining on study-mandated DAPT at follow-
up, stratified by age >75 or <75 years old.

DAPT: dual antiplatelet therapy, PCI: percutaneous coronary intervention

Figure 3. Cumulative incidence of the composite of all-cause death or MI and of BARC 2-5
bleeding.

BARC: Bleeding Academic Research Consortium, DAPT: dual antiplatelet therapy, MI:
myocardial infarction

Figure 4. Unadjusted risk of adverse outcomes between 1 and 12 months after PCI in
patients >75 vs. <75 years old. Adverse events are reported as Kaplan-Meier (K-M) rates.

BARC: Bleeding Academic Research Consortium,; MI: myocardial infarction; ST: stent thrombosis; TLR:
target lesion revascularization; TVR: target vessel revascularization

Figure 5. Effects of 1- vs. 3-month DAPT duration outcomes from 1 to 12-months after PCI
in patients >75 (red) and <75 years old (blue)

BARC: bleeding academic research consortium; DAPT: dual-antiplatelet therapy; MI:
myocardial infarction; ST: stent thrombosis; TLR: target lesion revascularization; TVR: target
vessel revascularization

* 2241 patients >75 years old, of which 949 were assigned to 1-month DAPT, and 1292 were
assigned to 3-month DAPT

# 1123 patients <75 years old, of which 443 were assigned to 1-month DAPT, and 680 were
assigned to 3-month DAPT
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Figure 4

Oiitesines 27.’1 years <75_ years Hazard ratio p-value
N=2241 N=1123 (95% CI)
All-cause death, or MI 171 (8.2%) 77 (7.4%) > 1.11 (0.85-1.45) 0.464
All-cause death 110 (5.3%) 42 (4.1%) - 1.31 (0.92-1.87) 0.135
Cardiovascular death 55 (2.7%) 26 (2.5%) —p— 1.06 (0.66-1.69) 0.814
MI 72 (3.5%) 41 (4.0%) —— 0.87 (0.60-1.28) 0.495
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TVR 45 (2.3%) 30 (3.0%) — 0.75 (0.47-1.19) 0.217
TLR 28 (1.4%) 16 (1.6%) —_—— 0.87 (0.47-1.62) 0.669
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Table 1. Baseline clinical characteristics in HBR patients receiving 1- vs 3-month DAPT stratified by

age.
275 years old <75 years old
1-month 3-month 1-month 3-month
DAPT DAPT p-value DAPT DAPT p-value
N=949 N=1292 N=443 N=680
Age, years 80.5+4.1 80.6+4.4 0.560 66.3£6.8 64.6£7.2 <0.001
Female sex 330 (34.8%) 504 (39.0%) 0.040 123 (27.8%)  197(29.0%)  0.662
Race
Asian 75 (11.8%) 32(2.5%) <.001 51 (15.3%) 13 (1.9%) <0.001
Black or African American 16 (2.5%) 57 (4.4%) 0.039 20 (6.0%) 60 (8.8%) 0.118
Hispanic or Latino ethnicity 99 (11.1%) 30 (2.3%) <.001 39 (9.2%) 26 (3.8%) <0.001
Native Hawaiian or Pacific Islander 0(0.0%) 3(0.2%) 0.555 0(0.0%) 2(0.3%) 1.000
American Indian or Alaskan Native 0 (0.0%) 5(0.4%) 0.178 2 (0.6%) 6 (0.9%) 1.000
White 547(85.7%) 1157 (89.6%)  0.014 260 (78.1%)  582(85.6%)  0.003
Hypertension 800 (84.3%) 1152 (89.2%) <.001 379 (85.6%) 619 (91.0%) 0.004
Dyslipidemia 633 (66.7%) 1071 (82.9%)  <.001 306 (69.1%) 551 (81.0%)  <0.001
Diabetes mellitus 307 (32.6%) 436 (33.8%) 0.550 205 (46.6%)  351(51.6%)  0.100
Prior PCI 279 (29.4%) 423 (32.7%) 0.092 111 (25.1%) 184 (27.1%) 0.456
Prior CABG 75 (7.9%) 157 (12.2%) 0.001 37 (8.4%) 89 (13.1%) 0.014
Prior MI 151 (16.0%) 196 (15.4%) 0.711 76 (17.3%) 121 (18.0%) 0.767
Chronic kidney disease 507 (56.1%) 639 (49.9%) 0.004 124 (29.0%) 162 (24.0%)  0.061
Clinical presentation
Chronic coronary syndrome 641 (67.5%) 845 (65.4%) 0.289 276 (62.3%) 438 (64.4%) 0.473
Unstable angina 144 (152%)  374(28.9%)  <.001 86 (19.4%) 198 (29.1%)  <0.001
NSTEMI 164 (17.3%) 88 (6.8%) <.001 81 (18.3%) 53 (7.8%) <0.001
PARIS bleeding risk score 6.3+2.2 6.342.3 0.406 5.6+2.3 55423 0.626
PRECISE-DAPT risk score 30.249.8 29.349.9 0.027 22.2+12.3 20.3+12.6 0.017
Number of HBR criteria 1.6+0.8 1.6+0.7 0.090 1.3+0.5 1.3+0.6 0.757

Values are n/N (%), mean + SD, or median (interquartile range [IQR]).

CABG = coronary artery bypass grafting; DAPT = dual antiplatelet therapy; MI = myocardial infarction; NSTEMI = non-ST-segment elevation
myocardial infarction; PARIS = Patterns of Non-Adherence to Dual Anti-Platelet Regimen in Stented Patients; PCI = percutaneous coronary

intervention.
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Table 2. Procedural characteristics in HBR patients receiving 1- vs 3-month DAPT stratified by

age.
275 years old <75 years old
1-month 3-month 1-month 3-month
DAPT DAPT p-value DAPT DAPT p-value
N=949 N=1292 N=443 N= 680
Procedural characteristics
Multivessel disease 378 (39.8%) 617 (47.8%) <.001 195 (44.0%) 301 (44.3%) 0.935
Number of lesions treated [IQR] 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.906 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.992
Number of vessels treated [IQR] 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.309 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.217
B2/C lesion 313 (33.0%) 459 (35.5%) 0.210 185 (41.8%) 228 (33.5%) 0.005
Bifurcation 107 (11.3%) 107 (8.3%) 0.017 54 (12.2%) 46 (6.8%) 0.002
Radial access 660 (69.5%) 673 (52.1%) <.001 326 (73.6%) 355 (52.2%) <.001
Number of stents per subject [IQR] 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.838 1.0 [1.0-1.0] 1.0 [1.0-1.0] 0.935
Total stent length, mm 26.8+14.5 25.2+14.2 0.010 28.1x14.3 26.2+13.1 0.026
Pre-procedure RVD, mm 3.0£0.5 3.0+0.5 0.887 3.0£0.5 3.0£0.5 0.054
Pre-procedure % DS 82.4+10.3 84.249.5 <.001 82.7+10.4 83.4+9.6 0.260
Antiplatelet therapy at discharge
Aspirin 787 (82.9%) 1199 (92.8%) <.001 345 (77.9%) 602 (88.5%) <.001
Clopidogrel 818 (86.2%) 1062 (82.2%) 0.011 386 (87.1%) 550 (80.9%) 0.006
Prasugrel 7 (0.7%) 30 (2.3%) 0.004 7 (1.6%) 16 (2.4%) 0.372
Ticagrelor 124 (13.1%) 200 (15.5%) 0.108 50 (11.3%) 117 (17.2%) 0.006
Oral anticoagulation 317 (33.4%) 398 (30.8%) 0.192 300 (67.9%) 407 (59.9%) 0.007

DAPT = dual antiplatelet therapy; DS = diameter stenosis; RVD = reference vessel diameter.
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