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ANTITHROMBOTIC THERAPY POST-PCI IN PATIENTS WITH ACS
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PATIENTS WITH A HISTORY OF A PREVIOUS ACUTE CORONARY EVENT
ARE EXPOSED TO A HIGH RESIDUAL ISCHEMIC RISK

High-risk patients (defined by diabetes mellitus, at least one: prior Ml, CABG, peripheral arterial disease, stroke, heart failure, or chronic renal dysfunction)
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Figure 2 Kaplan—Meier estimate of the risk of the combined endpoint {(myocardial infarction, ischaemic stroke, or cardiovascular death) during Figure 3 Kaplan—Meier estimate of the risk of the combined endpoint (myocardial infarction, ischaemic stroke, or cardiovascular death) during
the first 365 days after the index myocardial infarction, stratified by age. the first 365 days after the index myocardial infarction, stratified by age and high- vs. low-risk patients.
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CARDIOVASCULAR RISK IN POST-MYOCARDIAL INFARCTION
PATIENTS: NATIONWIDE REAL WORLD DATA DEMONSTRATE
THE IMPORTANCE OF A LONG-TERM PERSPECTIVE
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Figure4 Kaplan—Meier estimate of the riskofthe combined endpoint (myocardial infarction, ischaemic stroke, or cardiovascular death) after 365

i - . . - y Figure5 Kaplan—Meierestimate of the risk of the combined endpoint (myocardial infarction, ischaemnic stroke, or cardiovascular death) after 365
days after index myocardial infarction until end of study for stable post-myocardial infarction patients, stratified by age.

days after index myocardial infarction until end of study for stable post- myocardialinfarction patients, stratified by age and high- vs. low-risk patients.
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RESIDUAL ISCHEMIC RISK AND ITS DETERMINANTS IN PATIENTS WITH
PREVIOUS MYOCARDIAL INFARCTION AND WITHOUT PRIOR STROKE
OR TIA: INSIGHTS FROM THE REACH REGISTRY
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TICAGRELOR VERSUS CLOPIDOGREL IN PATIENTS WITH ACUTE

CORONARY SYNDROMES
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Clopidogrel 9291 8521 8362 8124 6650 5096 4047
Figure 1. Cumulative Kaplan—Meier Estimates of the Time to the First
Adjudicated Occurrence of the Primary Efficacy End Point.
The primary end point — a composite of death from vascular causes, myo-
cardial infarction, or stroke — occurred significantly less often in the ti-
cagrelor group than in the clopidogrel group{(9.8% vs. 11.7% at 12 months;
hazard ratio, 0.84; 95% confidence interval, 0.77 to 0.92; P<0.001).

N Engl J Med 2009;361:1045-57



PRASUGREL VERSUS CLOPIDOGREL IN PATIENTS WITH ACUTE

End Point (%)
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DUAL-PATHWAY INHIBITION FOR SECONDARY AND TERTIARY
ANTITHROMBOTIC PREVENTION IN CARDIOVASCULAR DISEASE

The patient cohort had a mean residual risk of MACE of 3% despite the high rates of contemporary medical

therapy.
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Publication year 2009 1996 2006 2015 2012
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Intervention Aspirin Clopidogrel DAPT DAPT Vorapaxar +
(clopidogrel + (ticagrelor + aspirin £
aspirin) aspirin) thienopyridine

HR (95% ClI) 0.81 (0.75-0.87) 0.91 (0.84-1.00) 0.83 (0.72-0.96) 0.84 (0.74-0.95) 0.87 (0.80-0.94)
Therapy use in intervention group (%):
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Lipid-lowering NA NA 77.1-89.3 92.4 91.0
therapies

Davide Capodanno et all. 2020



A PROSPECTIVE NATURAL-HISTORY STUDY OF CORONARY

ATHEROSCLEROSIS

In a prospective study, 697 patients with acute coronary syndromes underwent three-vessel coronary
angiography and gray-scale and radiofrequency intravascular ultrasonographic imaging after percutaneous
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ANTITHROMBOTIC THERAPY

Procedural
PCl vs CABG
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Trade-off of myocardial infarction vs. bleeding types on
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Journal (2016) 0, 1-9



CHARACTERIZATION OF THE AVERAGE DAILY ISCHEMIC AND BLEEDING RISK
AFTER PRIMARY PCI FOR STEMI

Among 3,602 atlents with STEMI who were enrolled in the HORIZONS-AMI trial, all ischemic and

bleed |n events, including recurrent events, were classified according to the timing of their occurrence
as acute (24 h after PCI), subacute (1 day to 30 days), and late (30 days to 1 year

A

[ ADIR (n= 2?9} 13.3% 46.2% 40.5%

Cardiac Death (n = 105) 18.1% 61.9% 20.0%
Reinfarction (n = 157) kS 36.9% 54.2%

Stent Thrombosis (n = 100) 21.0% 47.0% 32.0%
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Giustino et al. JACC 2017:1846-57



CENTRAL ILLUSTRATION Temporal Differences in Ischemic and Bleeding Rates After Primary PCI for STEMI
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(95% Cl: -0.35% to +0.58%) (95% Cl: -0.72% t0 -0.29%) (95% Cl: -0.58% to -0.20%) (95% ClI: #1.04% to +1.98%)
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MORTALITY AFTER BLEEDING VS. MYOCARDIAL INFARCTION IN CAD

Risk ol Death after Bleedin ‘s Risk of Death after Myocardial

Early or late hleeding Adjusted HRs (95% CI) Weight % Early or late MI Adjusted HRs (95% CI) Weight %
Kikkert et al. — 2.02(1.48t0 2.75) 12.89 Kim et al. —_— 2.63 (1.62 to 3.96) 10.79
Garot et al. = 3.43(2.4%104.74) 12.81 Stone et al. —a— 2.88 (1.74 to 4.77) 9.45
Stone et al. —s— 3.44 (2.33 t0 5.06) 12.31 Baber et al. —_— 3.20 (2.20 to 4.90) 12.00
Baber et al. — 3.50 (2.30 to0 5.40) 12.00 Kikkert et al. —— 4,14 (3.07 to 5.59) 15.03
Stone et al.* — 4.02 (2.74 t0 5.90) 12.35 Stone et al.* — 4,41 (2.67 to 7.28) g9.53
Palmerini et al. —— 5.15(3.58 to 7.42) 12.49 Garot et al. —— 4,43 (3.24 to 6.04) 14.65
Hara et al. —— 7.96 (5.89 to 10.75) 12.96 Hara et al. —u— 5.06 (3.72 to 6.89) 14.73
Kim et al. —— 11.10 (7.42 to 16.62) 12.19 Palmerini et al. —a— 6.49 (4.63 t0 9.10) 13.82
Overall (1°=89.3%) - 4.44 (3.02 to 6.52) 100.00 Overall (1>=58.2%) - 4,10 (3.34 to 5.03) 100.00
035 1 i 035 1 4
lower risk of mortality with bleading higher risk of mortality with bleeding lower risk of mortality with MI higher risk of mortadily with M

No difference in the risk of Death after Bleeding vs. Ml (ratio of HR 1.10, 95%CI 0.71-1.71)

Piccolo R. et al. Eurolntervention 2021;:17:1-11



@WESC

European Society
of Cardiology

@0@0

Age Renal Liver Active Anemia Low platelet
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| Comorbidities Laboratory
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NSAIDs, Planned surgery on DAPT,
steroids recent trauma or surgery

European Heart Journal (2019) 0,1-22
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Mumberof patients

PRECISE-DAPT SCORE

TIMI miajor or minar Boeding rs
TIMI major bleeding Hazard ratio (95% (1) p value

4t ﬂge (for each increase of 10 years) \ 134 (1-11-1.48) 0-005
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implantation and subsequent dual antiplatelet
therapy (PRECISE-DAPT) score: a pooled analysis
of individual-patient datasets from clinical trials
Lancet 2017; 389: 1025-34



ANTITHROMBOTIC THERAPY POST-PCI IN PATIENTS WITH NSTE-ACS
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CHARACTERIZATION OF THE INDIVIDUAL PATIENT RISK AFTER PCI

" Overall Risk

High bleeding risk &
low ischemic risk

of Adverse
Events

High ischemic risk &
high bleeding risk

Consider shorter duration Prioritize bleeding avoidance
(1, 3 or 6 months) of DAPT strategies minimizing

residual ischemic risk

jase in bleeding risk

Low ischemic risk &
low bleeding risk

incre

High ischemic risk &
low bleeding risk

Uncertain expected

Consider extended
treatment benefit

(212 months) DAPT

¢ Prioritize patient's
preference and expected
7 compliance

>
>

Increase in ischemic risk

European Heart Journal (2018) 39, 3281-3300



» Clinical factors



COMBINED ASSOCIATION OF KEY RISK FACTORS ON ISCHAEMIC
OUTCOMES AND BLEEDING IN PATIENTS WITH
MYOCARDIAL INFARCTION
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Figure 2 CVD/MI/stroke: Kaplan-Meier estimates of CVD/MI/stroke in relation to risk factors. CKD, chronickidney disease; CVD, cardiovascular

death; MI, myocardial infarction; MVD, multivessel disease.

Lindholm D, et al. Heart 2019;105:1175-1181



COMBINED ASSOCIATION OF KEY RISK FACTORS ON ISCHAEMIC
OUTCOMES AND BLEEDING IN PATIENTS WITH
MYOCARDIAL INFARCTION
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Figure 3 Major bleeding: Kaplan-Meier estimates of major bleeding in relation to risk factors. CKD, chronickidney disease; MI, myocardial infarction;
MVD, multivessel disease.

Lindholm D, et al. Heart 2019;105:1175-1181



Table 2 Cox proportional hazards models

COMBINED ASSOCIATION OF KEY RISK FACTORS ON ISCHAEMIC

OUTCOMES AND BLEEDING IN PATIENTS WITH
MYOCARDIAL INFARCTION

Adjusted* HR (95% Cl)

CVD/MI/stroke

Major bleeding

Age =65 years
MVD
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Prior Ml

Prior bleeding

1.74 (1.68 to 1.79)
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1.09 (1.03 t0 1.15)
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» Anatomical and procedural factors



DAPT SCORE

Clinical Prediction Score 351

Variable Paoints
Age, y

>4 -2

65-<75

<65
Cigarette smoking
Diabetes mellitus
MI at presentation
Prior PCl or prior M|
Paclitaxel-eluting stent
Stent diameter <3 mm
CHF or LVEF <30%
Vein graft stent

Total score range: -2 to 10
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Clinical Prediction Score

Development and Validation of a Prediction Rule for Benefit and Harm of Dual Antiplatelet
Therapy Beyond 1 Year After Percutaneous Coronary Intervention Robert W. Yeh et all.



DAPT SCORE

8] High score group (22) Moderate or severe bleeding
Myocardial infarction or stent thrombosis
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LEFT MAIN OR PROXIMAL LEFT ANTERIOR DESCENDING CORONARY ARTERY
DISEASE LOCATION IDENTIFIES HIGH-RISK PATIENTS DERIVING POTENTIALLY
GREATER BENEFIT FROM PROLONGED DUAL ANTIPLATELET THERAPY

DURATION

The composite of death, myocardial infarction or CVA at 24 months occurred in 105 (11%) patients with,
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EFFICACY AND SAFETY OF
DUAL ANTIPLATELET THERAPY AFTER COMPLEX PCI

FIGURE 1 Prevalence and Overlap of Complex PCl Components

Components of Complex PCl
9% - 8.4%

Prevalence (%)

3 vessels = 3 stents = 3 lesions Bifurcation =60 mm total Chronic total
treated implanted treated with 2 stents  stent length occlusion

Prevalence of complex PCl components in the overall population. PCl = percutaneous coronary intervention.

Giustino et al. JACC VOL. 68, NO. 17, 2016



EFFECT OF PROCEDURAL COMPLEXITY ON ISCHEMIC AND BLEEDING
OUTCOMES

Major Adverse Cardiac Events
Cumulative Hazard (%)

Number at risk
Non-complex PCl
Complex PCI

o
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[4.+]

3.61% vs. 2.01% 100-patient/year; IRD = +1.60%
Adjusted HR: 1.98; 95% Cl: 1.50 - 2.60; p<0.0001
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Coronary Thrombotic Events
Cumulative Hazard (%)

Number ot risk

Mon-complex PCI
Complex PCI
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2.60% vs. 1.31% 100-patient/year; IRD = +1.29%
Adjusted HR: 2.36; 95% Cl: 1.70 - 3.22; p<0.0001
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Number at risk
Non-complex PCI
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0.77% vs. 0.46% 100-patient/year; IRD = +0.31%
Adjusted HR: 1.52; 95% Cl: 0.81 - 2.84; p = 019
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7888 7792 7693 7625 7090
Complex PCI 1662 1627 1609 1595 1398
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CENTRAL ILLUSTRATION lIschemic Banefit of Long-Term DAPT According to the Degree of POl Complexity

Upfront DAPT Duration After Complex PCl

Effect of =12 Months Versus 3 or 6 Months DAPT on the Risk of
Major Adverse Cardiac Events According to Procedural Complexity

Incidence Rate

Difference +0.03%
(pae 100 patams-y15.)
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Number of High-Risk Procedural Characteristics

Increase in PCl Complexity
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High thrombotic risk (Class lla) Moderate thrombotic risk (Class I1b)

Complex CAD and at least 1 criterion Non-complex CAD and at least 1 criterion
Risk enhancers

Diabetes mellitus requiring medication Diabetes mellitus requiring medication

History of recurrent Ml History of recurrent Ml

Any multivessel CAD Polyvascular disease (CAD plus PAD)
Polyvascular disease (CAD plus PAD) CKD with eGFR 15—59 mL/min/1.73 m"

Premature (<45 years) or accelerated (new lesion within a 2-year time frame) CAD

Concomitant systemic inflammatory disease (e.g. human immunodeficiency virus,
systemic lupus erythematosus, chronic arthritis)

CKD with eGFR 15—59 mL/min/1.73 m?
Technical aspects

At least 3 stents implanted

At least 3 lesions treated

Total stent length =60 mm

History of complex revascularization (left main, bifurcation stenting with >2 stents

implanted, chronic total occlusion, stenting of last patent vessel)

History of stent thrombosis on antiplatelet treatment

@ESC

European Society European Heart Journal (2020) 00, 1-79



@ESC

European Society
of Cardiology

Anticoagulation
for PCI

Treatment
duration

Antithrombotic
drugs
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[Pl =Prasugrs
Il = Rovarosabin
= Ticagrelor

Tmenth f-----

3 months-

& months.

12 months-

Enoxaparin OR

|
'

Bleeding Risk }

Ischaemic Risk

European Heart Journal (2020) 00, 1-79



