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Abstract
Background: We evaluated the association of pulse pressuregiPylifferent antiplatelet
regimes with clinical and safety outcomes in arcathers percutaneous coronary
intervention (PCI) population.
Methods: In this analysis of GLOBAL LEADERS (n=15,936) wengpared the
experimental therapy of 23-month ticagrelor follagrione-month dual anti-platelet therapy
(DAPT), versus standard DAPT for 12 months follovisdaspirin monotherapy, in subjects
who underwent PCI divided into two groups accordmghe median PP (60 mmHg). The
primary endpoint (all-cause death or new Q-wave cayaial infarction) and the composite
endpoints (1)patient oriented composite endpolP@CE), (2) Bleeding Academic Research
Consortium types 3 or 5 (BARC 3 or 5), and (3)rtteaise clinical events (NACE) were
evaluated.
Results: At 2 years, subjects in the high PP group (n=7,9at) similar rates of the primary
endpoint (4.3%vs.3.9%,p=0.058), POCE (14.9%vs.12#%051) and BARC 3 or 5
(2.5%vs. 1.7%,p=0.355), and higher rates of NACE4% versus 13.7%,p=0.037),
compared with the low PP group (n=7,965). Amongegpds with PP<60mmHg, the primary
endpoint (3.4% vs. 4.4%, aHR 0.77 [0.61-0.96]),0&EX11.8% vs. 13.5%, aHR 0.86 [0.76-
0.98]), NACE (12.8% vs. 14.7%, aHR 0.85 [0.76-0)%6]d BARC 3 or 5 (1.4 vs. 2.1%, aHR
0.69 [0.49-0.97]) were lower with ticagrelor monetaipy compared with DAPT. The only
significant interaction was for BARC 3 or 5 (p=08)0
Conclusions: After contemporary PCI, subjects with high PP lewetperienced high rates of
NACE at 2-years. In those with low PP, ticagrelamotherapy led to a lower risk of
bleeding events compared to standard DAPT.
Keywords: ticagrelor, antiplatelet therapy, pulse pressueegytaneous coronary

intervention.
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Brief Summary:
In this analysis of the GLOBAL LEADERS trial (n=P86) we assessed the association of
pulse pressure and its interaction with differertdatelet strategies (ticagrelor monotherapy
versus standard DAPT) with clinical outcomes follogvPCI. At 2 years, patients with
PP>60 mmHg had similar rates of the primary outcom@CE and BARC 3 or 5, and higher
rates of NACE, compared with the low PP group. Agpatients with PP<60mmHg, the

clinical outcomes were lower with ticagrelor.
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Abbreviations
ACS = acute coronary syndrome;
BARC = Bleeding Academic Research Consortium,;
BP = blood pressure;
CAD = coronary artery disease,;
DAPT = dual antiplatelet therapy;
DBP = diastolic blood pressure;
MI = myocardial infarction;
NACE = net adverse clinical events
NSTEMI = non-ST elevation myocardial infarction;
PCI = percutaneous coronary intervention;
POCE = patient-oriented composite endpoints;
PP = pulse pressure;
SBP = systolic blood pressure;

STEMI = ST elevation myocardial infarction.



92 Introduction
93 Pulse pressure (PP) is the pulsatile componenbotipressure (BP) and can predict
94  cardiovascular outcomes (1). A rise in PP, whiam#nly observed in middle-aged and
95 elderly patients due to an increase in systolid BBP) and decrease in diastolic BP (DBP),
96 is considered a marker of underlying vascular diseand reflects a reduction in arterial
97 compliance (2). Specifically, in patients with coaoy artery disease (CAD), aortic PP
98 predicted major adverse cardiovascular events litdw@se mortality (3) and provides
99 additional prognostic information beyond mean BP Btachial PP levels were also
100 independently associated with all-cause mortahitZAD patients after percutaneous
101 coronary intervention (PCI) at 5-year follow-up.(Recently, a retrospective study has
102 demonstrated that the combination of high SBP endDBP — a wide PP — prior to PCl is
103 associated with myocardial infarction and stroké-gear post-procedure (6). Although
104 previous studies have reported PP predicting plogical outcomes after PCI, they were
105 mainly conducted in registries with an outdated BgHroach (either balloon angioplasty or
106 bare metal stents implantation) in selected PCufadion. Thus, PP association with
107 outcomes in clinical trials including a large atlngers population with CAD, who have
108 undergone contemporary PCI is lacking.
109 Recently, the GLOBAL LEADERS trial has shown thdtiaonth ticagrelor
110 monotherapy, following one-month dual anti-plateétetrapy (DAPT), was not superior to
111 standard DAPT in preventing the primary endpoiatl-eause mortality or new Q-wave
112 myocardial infarction (MI) — among all-comers pat®2 years after PCI (7). Rates of the
113 secondary composite endpoints (i) major bleedipge(B or 5 according to Bleeding
114 Academic Research Consortium -BARC) (7), (ii) patdieriented composite endpoints

115 (POCE), and (iii) net adverse clinical events (NAQEhich combines POCE and bleeding
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events (8), were also similar between the two &aiBfet strategies. Nevertheless, ticagrelor
monotherapy was shown to be effective and safe (7).

In this analysis of the GLOBAL LEADERS trial, whi@nrolled a large ‘real-life’
population we sought to evaluate: (i) the assamatif PP with clinical outcomes following
contemporary PCI and (ii) the impact of differentiplatelet strategies on the 2-year clinical

and safety outcomes in all-comers patients who mwvetg PCI stratified by low and high PP.

Methods
Thetrial

The present study is a sub-analysis of the GLOBEIADERS trial
(ClinicalTrials.gov, number NCT01813435) descrilredetail elsewhere (7,9). In brief, the
trial was a randomized, open-label, multicentepesiority study designed to compare two
antiplatelet therapy strategies in all-comers pasi@fter PCI with a biolimus A9-eluting
stent. The experimental therapy comprised aspii®r100 mg) daily plus ticagrelor (90 mg)
twice daily for 1 month, followed by 23 months @fagrelor monotherapy, while reference
therapy was standard DAPT with aspirin (75—-100 dagly plus either clopidogrel (75 mg)
daily (for patients with stable coronary arteryedise) or ticagrelor (90 mg) twice daily (for
patients with acute coronary syndrome-ACS) for Iihths, followed by aspirin
monotherapy for 12 months (7,9).

The trial was approved by the institutional reviesard at each participating
institution. The study was performed in accordanitk the ethical principles for medical
research involving human subjects of the World MabAssociation (Declaration of
Helsinki), the International Conference of Harmatian, and Good Clinical Practice. All
participants provided written informed consentraibément. An independent data and safety

monitoring committee oversaw the safety of all qeatis.



141  Study population

142 The main study enrolled 15,991 patients between2d 3 to November 2015 in an
143 “all-comers” design: no restriction regarding dtiai presentation, complexity of the lesions
144  or number of stents used. Since (i) 23 patientsdstw consent and requested data deletion
145 from the database, and (ii) 32 subjects had sgsaold diastolic BP levels equal to zero

146 (treated as mistakes in completion of the eCRF thed excluded), a total of 15,936 subjects
147 remained for the current analysis (99.65% of alt@mized patients).

148 PulsePressure

149 PP was calculated by subtracting the DBP from BB Bcorded at the time of

150 randomization by a single seated BP. Patients theredivided into two groups using the
151 median PP of 60 mmHg as a cut-off into the low €8PmmHg) and high (B0 mmHg)

152 group.

153  Study endpoints

154 In this sub-analysis of the GLOBAL LEADERS trial wealuated the association of
155 PP and different antiplatelet strategies with thenary endpoint — a composite of

156 investigator-reported all-cause mortality or notafanew Q-wave Ml identified by an

157 independent ECG core laboratory (7) — at 2 yeaadlioomers subjects who underwent PCI
158 stratified by low or high baseline PP. Secondarilg,assessed the interaction of these anti-
159 platelet therapies on (i) the key secondary safatipoint — site-reported bleeding assessed
160 according to the BARC criteria (grade 3 or 5, dethin Supplementary Table S1) (10), (ii)
161 the POCE and (iii) NACE at 2 years in PP groupsCE@vas defined according to the recent
162 Academic Research Consortium (ARC)-2 consensul-eawse mortality, any stroke

163 (ischemic and hemorrhagic), any Ml including pesiggdural or spontaneous with ST-

164 elevation MI (STEMI) or non-ST-segment elevationaogrdial infarction (NSTEMI), and

165 any revascularization (re-PCl or coronary artergdss graft surgery (CABG) in target or
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non-target vessels) (11) NACE was defined as tingbaaation of clinically relevant
ischemic events and safety-related bleeding evBQSE plus BARC type 3 or 5. The
composite endpoints were analyzed according to-to¥fest event analysis.
Statistical analyses

Continuous variables are expressed as mean + sthdelaation and were compared
using independent t test. Categorical variablepersented as absolute number and
percentage and were compared using Fisher's exstdf tlichotomous or Chi-square test if
> 2 categories. Kaplan-Meier method was used tmat# the cumulative rates of events and
log-rank test was performed to examine the diffeesrbetween groups. The outcomes
according to PP groups were assessed in the uasti@amnd multivariate Cox proportional
hazards model. The covariates in the multivariabel@hwere included based on clinical
relevance as well as association with PP in prevstudies, such as age, diabetes, sex,
hypertension, peripheral vascular disease, refatdahistory of Ml, history of coronary
artery bypass grafting and presentation of ACS drthratio (HR) and 95% confidence
intervals (Cl) were calculated, and interactior vess performed to evaluate the differences
in the treatment effect of antiplatelet strategmeBP groups. Association between the
continuous PP levels and clinical (POCE) and sditgding (BARC 3 or 5) outcomes were
assessed using spline function in the Cox regnesmalysis. All the analyses were
performed according to the intention-to-treat ppteof all randomized patients as time-to-
first-event. A two-sided alpha of 5% was consideasdtatistical significance. The analyses

were performed in R version 3.4.2.

Results

Basaline clinical characteristics



190 Out of 15,936 subjects who remained in this subyarsaof the GLOBAL LEADERS
191 trial, 7,965 had a low PP (PP<60 mmHg), and 7, %l ahigh level (P60 mmHg). As

192 expected, those in the high PP group were oldenzoré likely to be women, diabetic (and
193 insulin users), hypertensive and hypercholesterngleompared with their counterparts. In
194 addition, this group with a PBOmmHg had a higher proportion of patients withgresral
195 vascular disease, renal failure, previous coroaaery bypass grafting and stable coronary
196 artery disease compared to patients in the lowrB&pg On the other hand, compared with
197 those with a PB60mmHg, patients within the low PP group were namemonly smokers,
198 and more likely to present with a NSTEMI or STEMBble 1).

199 Association of pulse pressure levels with clinical outcomes

200 As shown in table 2 in the univariate model, aearg, rates of primary endpoint —
201 the composite of all-cause mortality or non-fatahQ-wave MI — were similar between the
202 PP groups, whereas POCE, NACE and BARC 3 or 5 cedumore frequently in group with
203 PP=60mmHg. Multivariate analyses revealed that subjedth high PP levels had

204  significantly higher rates of NACE, although POQttlahe primary endpoint were higher
205 without reaching statistical significance, companetth the group with low PP levels. In the
206 multivariate model rates of BARC 3 or 5 bleedingevsimilar between the PP groups (Table
207  2). Spline representation of the hazard ratiosféérént continuous PP levels for POCE and
208 BARC 3 or 5 are shown iRigure 1.

209 Impact of antiplatelet strategies on clinical and safety outcomes

210 No treatment effect of ticagrelor monotherapy coragavith standard DAPT was
211 observed among patients with a high PP for theetiuoutcomes. On the other hand, subjects
212 with a low PP treated with ticagrelor had a lowsk of the clinical and safety outcomes
213 assessed in this sub-analysis — the primary eng®@@CE, NACE and BARC 3 or 5 —

214 compared with standard DAPTiQure 2). Interaction testing revealed differences in the
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treatment effect of antiplatelet strategies betweBrgroups with regards to the secondary
safety outcome only — BARC 3 or 5 bleeding eventgsraction= 0.008 Figure 2). Time to
first event curves for the secondary endpointsiateaction with the antiplatelet strategies

are shown irFigure 3.

Discussion

The main findings of this sub-analysis of the GLOBLEADERS trial are (1) at two
years follow-up, regardless of confounders, pasienth high PP have higher rates of NACE
compared to those with low PP; and (2) a significateraction was observed between the
antiplatelet strategies and PP groups at 2 yeasafety: ticagrelor monotherapy reduced
BARC 3-5 bleeding compared to standard DAPT inectigjwith low PP, but not among
those with high PP. Given the trial design, oudgtis the first to examine the interaction
between PP and antiplatelet scheme on ischemisafaty outcomes in an all-comers
population after contemporary PCI.

Studies have clearly pointed out that cardiovasaig& is related not only to an
increase in systolic but also to a decrease irta@ia$8P. Since both components of BP tend
to diverge after the age of 55 (12), PP has emeaigeth important risk factor for predicting
cardiovascular events (1,13). PP increases alotigagie, body mass index, cholesterol, and
risk of diabetes, but independent of these ristofac it has been shown to be a strong
predictor of death from cardiovascular disease a#ithincreased risk of 10% in individuals
46 to 77 years of age, per 10 mmHg increment {18l On the other hand, rises in PP,
which reflect a reduction in arterial compliancayé been identified as a simple marker of
underlying vascular disease (2). This raises thmothesis that PP may participate as either a

direct risk factor for cardiovascular events oraker of poor outcome.

10
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Adverse outcomes in patients with CAD have beeoaated with elevated PP.
Ascending aortic PP normalized to the mean BP lada@ to the extent of coronary
atherosclerosis irrespectively of the presenceypéhension (15), as well as being able to
predict the risk of major adverse cardiovasculanéy and all-cause mortality (3) in
individuals with angiographically proven CAD. Spiesally in CAD patients following PCI,
mean BP-normalized PP was a powerful predictoestenosis 3 months after the procedure
[Odds Ratio = 33.5 (95% ClI, 2.04 to 550.6) for tighest, compared with the lowest, tertile
of PP] (16). Brachial PP levels were also indepatigassociated with total mortality
[Relative Risk=1.08 (95%CI, 1.01 to 1.15, per 10 Hgnncrement in PP] in coronary
patients followed for 5 years after revascular@a{i5). Further, increased noninvasive heart
rate-corrected aortic amplification index, whiclsess arterial stiffness (17,18), predicted the
occurrence of the combination of death, MI, andicél restenosis in CAD patients within 2
years of their PCI (19). Of course, these studiggrig restenosis to PP have been made in a
time where the rate of restenosis was higher thinaentemporary PCI. Most recently, a
large retrospective analysis associated pre-praeeB® (high systolic combined with low
diastolic BP) with a higher incidence of Ml andogte at 1 year after PCI (6). Our findings
are in part consistent with those previous studés found that after adjusting for several
confounders, subjects with high baseline PP whewmeht PCI were at an increased risk
(9% risk increase along the 2 years) of havingcthrabination of clinically relevant ischemic
events and safety-related bleeding events, nam&yBE\ Of the components of NACE,
safety-related bleeding (BARC 3 or 5) has previplbglen poorly explored in relation to an
association with baseline PP in subjects underge@dg Our study supports the prognostic
importance of PP— that reflect increased artetifihess — on subsequent cardiovascular

outcomes and bleeding events in patients after PCI.
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The pathophysiology of the effects of increasedsRidmplex. It causes increased
cyclic stretch of vascular structures activatingesal signaling pathways ultimately leading
to atherosclerotic remodeling, proinflammatory eceigjration, and increases in oxidative
stress (20). A bidirectional link is also presemljle on the one hand elevated PP mediates
progression of atherosclerosis, on the other haladue formation impairs the elastic
properties of the arterial wall, elevating PP, tirgpa vicious cycle (20-22). Pulsatile BP has
been implicated as the main mechanism causingaitisand rupture of atherosclerotic
plaque, and consequently acute coronary syndrochether vascular complications (23,24).
In fact, studies have suggested that cardiac eaeatsiore related to the pulsatile stress of
large-artery stiffness during systole — as reflédte a rise in PP — than the steady-state stress
of small-vessel resistance during diastole (agcefd in rises in both systolic and diastolic
BP) (25). Rises in aortic stiffness have also sugglathe link between cardiac performance
and myocardial perfusion. It has been shown thatrenpatients undergoing PCI, compared
to those with compliant aortas, those with stifertas had a lower hyperemic coronary
blood flow response to adenosine, and also a smialfgovement in hyperemic coronary
blood flow after a successful PCI (26). These dataonstrate that, because the arterial wall
continuously interacts with hemodynamic forces,Rife reflecting increased arterial
stiffness, might in part, be the mechanical componederlying adverse cardiovascular and
bleeding events. It is worth mentioning, howevbkat tother potential contributors may be
associated with the results we noted; PP couldtbergoarticipating as a simple marker of
advanced vascular disease, or as another underh@efanism related with our findings.

Another finding of this sub-analysis of GLOBAL LEXRS trial was that prolonged
ticagrelor monotherapy was beneficial in reducimgisk of bleeding events compared to
conventional DAPT followed by aspirin alone in sedig who had low PP, although no

different effect was observed between the therapidsose with high PP. Since the relevant
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PLATO (The Study of Platelet Inhibition and Patiénitcomes) trial (27) revealed the
superiority of ticagrelor over clopidogrel with g to the primary efficacy endpoint
apparently without an increase in the rate of mhleeding in patients with ACS, protective
effects of ticagrelor have been extensively exmlonethe literature (28,29). These
pleiotropic effects — mainly reported due to insiag adenosine levels (30-32) — have been
associated with (i) improvements in endothelialchion when compared with clopidogrel
(28,29), and (ii) increases in circulating endatdegdrogenitor cell levels (EPC) and
decreases in proinflammatory cytokines comparel prasugrel (33). In fact, studies have
suggested that increasing circulating EPC in AQ§ess is critical to improve vascular
healing and regenerate endothelial homeostasisB&4pnd its potency in inhibiting platelet
aggregation, ticagrelor seems to have additionsdwar protective properties. In light of
these data, our study suggested that subjects mderwent PCI and had a not yet high PP
(<60mmHg) — reflecting a healthier profile of arééicompliance — were the target group
who, possibly due to ticagrelor-related pleiotrogifects, have a reduced risk of bleeding
from ticagrelor compared to DAPT. On the other haradeffect of ticagrelor on
cardiovascular and bleeding events was noticealileei group with high PP, which probably
is due to their more advanced arterial stiffnesthdugh ticagrelor was not found to be more
effective than DAPT in reducing cardiovascular oates (p values for interaction were not
significant), its safety profile after PCI with IoRP is of particular importance.

Accordingly, anti-platelet therapy in individualsth high BP, who presented either
with cardiovascular or cerebrovascular diseasebbans associated with an increased risk for
hemorrhagic stroke (35-37). Nevertheless, receiatetjnes for the management of arterial
hypertension (38), based mainly on a Cochrane myte review (39), state that for
secondary prevention the benefit of aspirin ingras with elevated BP is many times greater

than the harm (an absolute reduction in vasculantsvof 4.1% compared with placebo).
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However, antiplatelet agents such as ticlopiditapidogrel, and newer prasugrel and
ticagrelor have not been sufficiently evaluatethiese hypertensive patients (38). Although
our findings showed similar rates of clinical ardlesy outcomes in taking either ticagrelor or
DAPT at 2 year-follow up in subjects with high R&ture research is necessary to delineate

this relationship more precisely.

Limitations

The main limitation is our sub-analysis is explorgtand was not a prespecified
analysis of the GLOBAL LEADERS trial, thereforeethesults should be considered as
hypothesis-generating. The trial did not have micl adjudication committee for serious
adverse events due to limited financial resourasexception of primary endpoint — all-
cause death and new Q wave Ml — assessed by gremdient ECG core lab, the endpoints
were site-reported. However, the trial was monddi consistency and reporting of events
and on-site monitoring visits were regularly penfed. As we based our analyses on single
office PP, it would be more accurate and precisadiyg the mean of multiple BP readings
or ambulatory monitoring. Central PP is shown tdpst cardiovascular events (40) and
associate with coronary atherosclerosis (41) mwomgly than peripheral measurements, but
aortic measurements are not assessed in theQnahe other hand, the difference between
central and peripheral PP observed in younger iddals is not as evident as in the elderly
population (42) — which favours our findings ondirial PP evaluation since the population
included in the GLOBAL LEADERS trial had a mean6df5 years of age (7). Nonetheless, a
meta-analysis has supported that central PP ddexfeoa significant increase in predictive

ability for clinical events over peripheral PP (43)

Conclusions
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Subjects with high PP experienced higher rateke@tbombination of clinically
relevant ischemic events and safety-related blgeeents (NACE) at two years after PCI
compared to those at low level. In addition, tiedgr monotherapy was favorable to standard
DAPT strategy in providing a lower risk of bleediegents (BARC 3 or 5) in patients with
low PP. The results should be interpreted as hgsidkgenerating, therefore prospective

confirmation of our results is needed.
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Table 1. Basdline clinical characteristics according to pulse pressure groups

PP < 60 PP =60 p-value
(N=7965) (n=7971)

Age, mean (SD) 62.08 (10.29) 66.99 (9.73) <0.001
BMI, mean (SD) 28.16 (4.54) 28.22 (4.65) 0.422
Diabetes mellitus 1736 (21.8) 2294 (28.8) <0.00

Insulin-dependent diabetes mellitus 481 (6.1) 740 (9.3) <0.001
Male 6427 (80.7) 5799 (72.8) <0.001
Hypertension 5375 (67.7) 6322 (79.5) <0.001
Hypercholesterolemia 5263 (68.3) 5490 (71.1) 0.081
Smoking history 2397 (30.1) 1765 (22.1) <0.001
Peripheral vascular disease 392 (5.0) 608 (7. <0.001
COPD 392 (4.9) 429 (5.4) 0.197
History of bleeding 50 (0.6) 48 (0.6) (91
Renal failure 895 (11.3) 1272 (16.0) <0.001
Previous stroke 197 (2.5) 224 (2.8) 0.199
Previous MI 1937 (24.4) 1764 (22.2) 0.001
Previous PCI 2565 (32.2) 2640 (33.2) 0.218
Previous CABG 405 (5.1) 533 (6.7) <0.001
Clinical presentation <0.001

Stable CAD 3866 (48.5) 4592 (57.6)

Unstable angina 1026 (12.9) 994 (12.5)

NSTEMI 1818 (22.8) 1549 (19.4)

STEMI 1255 (15.8) 836 (10.5)

Medication use at discharge
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516

517

518

519

520

ACE inhibitors 4838 (61.2) 4721 (59.7) 0.054

Angiotensin-Il receptor blockers 1156 (14.6) 1498.9) <0.001
Beta-blockers 6351 (80.3) 6202 (78.4) 0.004
Statins 7426 (93.8) 7244 (91.5) <0.001

Data shown are n (%), unless otherwise indicated pBlse pressure; SD: standard deviation;
BMI: body mass index; COPD: chronic obstructive nppahary disease; MI. myocardial
infarction; PCI: percutaneous coronary interventiGABG: coronary artery bypass grafting;
CAD: coronary artery disease; NSTEMI: non-ST-elmratmyocardial infarction; STEMI:

ST-elevation myocardial infarction; ACE: Angiotemsionverting enzyme.

21



521 Table2: Clinical and safety outcomes at 2 year s according to pulse pressure groups

Outcomes PP <60 PP = 60 Unadjusted HR p-value Adjusted HR* p-value
at 2 years (n=7965) (n=7971) (95% ClI) (95% CI)

Death/Q-wave Ml 309 (3.9) 342 (4.3) 1.11 (0.95-1.29 0.190 0.86 (0.73-1.01) 0.058
POCE 1001 (12.7) 1172 (14.9) 1.19 (1.09-1.29) <D.00 1.09 (1.00-1.19) 0.051
BARC 3or5 136 (1.7) 195 (2.5) 1.44 (1.16-1.79) 0oL 1.11 (0.89-1.40) 0.355
NACE 1083 (13.7) 1290 (16.4) 1.21 (1.12-1.31) <0.00 1.09 (1.01-1.19) 0.037

522 Data shown are number of events (Kaplan-Meier egés).

523 * Adjusted for age, diabetes, sex, hypertensionpperal vascular disease, renal failure, histdryngocardial infarction, history of coronary
524 artery bypass grafting and presentation of acutenasy syndrome. PP: pulse pressure; Death/Q-wavedmposite of all-cause mortality or
525 non-fatal, new Q-wave myocardial infarction; POQiatient oriented composite endpoints; BARC: blegdiwsademic research consortium;

526 NACE: net adverse clinical events.
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527 Figurelegends

528

529 Figure 1. Spline representation of the unadjusted hazard ratios for patient oriented
530 composite endpoints (POCE) and major bleeding (BARC 3 or 5) at 2 years according to
531 pulsepressurevalues.

532

533 Figure 2: Forest-plot representation of ischemic and safety outcomes at 2 years
534 accordingto antiplateletstherapiesin pulse pressure groups.

535 Data shown are number of events (Kaplan-Meier etén).

536 * Adjusted for age, diabetes, sex, hypertensiomipperal vascular disease, renal failure,
537 history of myocardial infarction, history of corayaartery bypass grafting and presentation
538 of acute coronary syndrome. PP: pulse pressurethf@avave MI. composite of all-cause
539 mortality or non-fatal, new Q-wave myocardial irdgon; POCE: patient oriented composite
540 endpoints; BARC: bleeding academic research consortNACE: net adverse clinical
541 events

542

543 Figure 3A: Interaction of the two antiplatelet therapies on the clinical endpoint POCE

544  inthepulsepressuregroups.
545

546 Figure 3B: Interaction of the two antiplatelet therapies on the safety endpoint BARC

547 type3or 5in thepulse pressuregroups.
548

549 Figure 3C: Interaction of the two antiplatelet therapies on the combination of clinically
550 relevant ischemic events and safety-related bleeding events NACE in the pulse pressure

551 groups.
552
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Hazard ratio
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Hazard ratio

Bleeding (BARC 3 or 5)
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Death / new-Q wave Ml
PP<60
PP>=60
POCE

PP<60
PP>=60
BARC3or5
PP<60
PP>=60
NACE

PP<60
PP>=60

7965
7971

7965
7971

7965
7971

7965
7971

Experimental
strategy
(n=7965)
136 (3.4)
167 (43)

473 (119)
572 (14.8)

56 (1.4)
106 (2.6)

509 (12.8)
630 (163)

Reference
strategy
(n=7971)
173 (4.4)
175 (43)

528 (13.5)
600 (14.9)

80 (2.1)
89 (2.2)

574 (147)
660 (16.5)

Hazard ratio
(95% CI)

077 (0.61-096)
098 (0.79-1.22)

086 (0.76-098)
099 (0.88-1.11)

069 (0.49-097)
128 (0.96-1.71)

085 (0.76-096)
099 (0.89-1.12)

Favors experimental

+++

Interaction
Pvalue P value

0.103
0.022
0.873

0.132
0.019
0.905

0.008
0.036
0.085

0.081
0.009
0.975

Favors reference

|
Hazard ratio (95% CI)
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p-value (log-rank) < 0.001
0.0% p for interaction = 0.132
0 120 240 360 480 600 720
Time (days)
Number at risk
- 3928 3706 3609 3541 3476 3414 3353
—— 4037 3825 3735 3675 3607 3534 3481
---- 4043 3800 3696 3620 3519 3459 3397

— 3928 3674 3554 3484 3406 3341 3280



4.00%1 ---- PP260 - Reference strategy
—— PP260 - Experimental strategy
- - - - PP<60 - Reference strategy
3\13'00% —— PP<60 - Experimental strategy
<
[
>
[ —_————— o
o 2.00% - 2.1%
E
>3
1S
3 1.00%
p-value (log-rank) < 0.001
0.00% p for interaction = 0.008
0 120 240 360 480 600 720
Time (days)
Number at risk
- 3928 3836 3801 3771 3745 3729 3701
— 4037 3941 3918 3899 3869 3840 3799
---- 4043 3943 3905 3877 3845 3819 3792
— 3928 3800 3760 3743 3705 3673 3638



20.0%4 ---- PP=260 - Reference strategy
— PP260 - Experimental strategy

16.5%
16.0%4 ---- PP<60 - Reference strategy 16.3%
3\1 —— PP<60 - Experimental strategy _——" 14.7%
< 12.8%
0 12.0%
[0}
[
=
S 8.0%
>3
£
3
4.0%
p-value (log-rank) < 0.001
0.0% p for interaction = 0.081
0 120 240 360 480 600 720
Time (days)
Number at risk
3928 3682 3571 3493 3427 3369 3307
— 4037 3806 3709 3643 3574 3502 3444
---- 4043 3769 3648 3568 3465 3403 3341

— 3928 3642 3511 3439 3351 3286 3223



