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Qualche cenno storico…
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Quello che ci dicono le Linee Guida

Neumann FJ. Eur Heart J 2019; 40:87–165.



Mangieri A. et al. Cardiovasc Interv Ther. 2020 Apr;35(2):117-129.

Short vs Long DAPT



The SMART-DATE and SMART-CHOICE
“..3-month DAPT followed by P2Y12 inhibitor monotherapy was comparable to conventional DAPTwith regard to the prevention of ischemic events at 1 year after index PCI for ACS and it was associatedwith a lower risk of BARC type 2 to 5 bleeding

Pil Sang Song et al. Am J Cardiol 2021;150:47−54



The TICO trial

Kim BK et al. JAMA. 2020 Jun 16;323(23):2407-2416



The GLOBAL LEADERS trial, designed for superiority, failed to demonstrate a
statistically significant reduction in the primary outcome of all-cause death or non-
fatal, new Q-wave MI in post-PCI patients receiving a ticagrelor-based aspirin-
free regimen as compared to standard therapy

Vranckx P et al. Lancet 2018;392:940–949



Vranckx P et al. Lancet 2018;392:940–949



The TWILIGHT trial



The TWILIGHT trial



O’Donoghue et al. Circulation. 2020;142:538–545.



The STOPDAPT-2 ACS trial



Wang R. t al. Eur Heart J Cardiovasc Pharmacother. 2021 Nov 3;7(6):547-556.



Wang R. t al. Eur Heart J Cardiovasc Pharmacother. 2021 Nov 3;7(6):547-556.

Early discontinuation of aspirin therapyreduced the risk of major bleeding (usingheterogeneous outcome definitions as used ineach trial) by 40% compared with DAPT (2.0%vs 3.1%; hazard ratio [HR], 0.60; 95%confidence interval [CI], 0.45-0.79)
There was no apparent increase in the risk ofmajor adverse cardiovascular events (MACEs)(2.7% vs 3.1%; HR, 0.88; 95% CI, 0.77-1.02)



COMPASS Trial
Objective: To determine the efficacy and safety of rivaroxaban, vascular dose of rivaroxaban plusaspirin or aspirin alone for reducing the risk of MI, stroke and cardiovascular death in CAD or PAD

Rivaroxaban 5.0 mg bid

Aspirin 100 mg od

Rivaroxaban 2.5 mg bid + Aspirin 100 mg od
30-daywashout period

30-day run-in,aspirin 100 mg
Finalfollow-up visit

R

Final washoutperiod visit

1:1:1

N=27,395Population:
ChronicCAD (91%)PAD (27%)

*Patients who were not receiving a proton pump inhibitor (PPI) were randomized to pantoprazole or placebo (partial factorial design);

1. Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118;2. Bosch J et al. Can J Cardiol 2017;33(8):1027–1035

Average follow-up: 23 months at earlytermination of studyFactorial design± pantoprazole*



rivaroxaban 2.5 x 2+ ASA 100
rivaroxaban 5 x 2• morte CV• IM• stroke

5.4%
4.9%
4.1%

RRR 24%RRA 1.3%

interrotto 23 mesi

Eikelboom JW, Connolly SJ, Bosch J et al. N Engl J Med 2017

anni 2013-2016

(interruzione 15-17%)





Warfarin (INR 2 to 3)Apixaban (5 mg BID*)

N = 4600Approximately 500sites in 34 countries

Key Inclusion Criteria Aged ≥ 18 years. AF (prior, persistent/permanent, paroxysmal) or flutterwith planned or existing use of OAC. ACS and/or PCI within the prior 14 days. Planned use of P2Y12 inhibitor for at least 6 months.

Key Exclusion Criteria Other conditions that require anticoagulation eg, mechanicalheart valve, moderate/severe mitral stenosis, DVT, or PE. Serum creatinine > 2.5 [221 µmol/L] or CrCl < 30 mL/min. History of intracranial hemorrhage. Contraindications to VKA, apixaban, intended P2Y12 or ASA. Recent/planned CABG surgery for index ACS event. Patients with known ongoing bleeding. Patients with known coagulopathies.

ASA Placebo

P2Y12 inhibitor for all patientsx 6 monthsAspirin for all on the day ofACS and/or PCI untilrandomizationAspirin versus placebo afterrandomization

R
R

Adapted from Lopes RD et al. Am Heart J. March 2018 doi:10.1016/j.ahj.2018.03.001 [Epub ahead of print]

ASA Placebo
R

*Dose reduced to 2.5 mg BID if patients meet 2 or more of the following criteria: age ≥ 80 years, weight ≤ 60 kg, or serumcreatinine ≥ 1.5 mg/dL (133 µmol/L)

Randomization stratifiedby indication (ACS vs PCI)

AUGUSTUS: Study DesignA Phase IV, Open-label, 2 x 2 Factorial, Randomized Controlled Study



Lopes RD, Heizer G, Aronson R, et al. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083
All patients were concomitantly receiving P2Y12 therapy

Primary Outcome: Aspirin versus PlaceboISTH major or CRNM bleeding



Endpoint Aspirin(N=2307) placebo(N=2307) Hazard Ratio(95%CI)
Death / Ischemic Events (%) 6.5 7.3 0.89 (0.71-1.11)
Death (%) 3.1 3.4 0.91 (0.66-1.26)
CV Death (%) 2.3 2.5 0.92 (0.63-1.33)
Stroke (%) 0.9 0.8 1.06 (0.56-1.98)
Myocardial Infarction (%) 2.9 3.6 0.81 (0.59-1.12)
Definite or Probable StentThrombosis (%) 0.5 0.9 0.52 (0.25-1.08)
Urgent Revascularization (%) 1.6 2.0 0.79 (0.51-1.21)
Hospitalization (%) 25.4 23.4 1.10 (0.98-1.24)

Lopes RD, Heizer G, Aronson R, et al. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083
All patients were concomitantly receiving P2Y12 therapy

Secondary Endpoint: Aspirin vs Aspirin PlaceboIschemic Outcomes



Valgimigli et al PROSPERO trial BMJ 2021 Jun 16;373:n1332
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Per ora……SI



All patients were concomitantly receiving P2Y12 therapy
Lopes RD, Heizer G, Aronson R, et al. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083

ISTH or CRNM Bleeding, According to Intervention Combination



The PEGASUS TIMI 54 trial
The lower dose of ticagrelor reduced the 3-yearSVE rate by 16%, from 9.04% in the placebo groupto 7.77% (HR, 0.84; 95% CI, 0.74-0.95; P = .004;NNT = 79) with no statistically significant reductionin mortality.
Rates of TIMI major bleeding were significantlyhigher with ticagrelor (2.30% with 60 mg) than withplacebo (1.06%) (HR, 2.32; 95% CI, 1.68-3.21; P< .001; NNH = 81), but the rates of fatal bleeding ornonfatal intracranial hemorrhage did not differsignificantly between either ticagrelor dose andplacebo

Bonaca MP et al. N Engl J Med. 2015 May 7;372(19):1791-800



All patients were concomitantly receiving P2Y12 therapy
Lopes RD, Heizer G, Aronson R, et al. N Engl J Med. 2019;doi: 10.1056/NEJMoa1817083

Death or Hospitalization, According to Intervention Combination


