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Co-Primary Effectiveness End Points & 

Components: 12-30 Months 
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12-30 Months: 
HR 0.59 (0.45-0.78) 
1.8% vs. 2.9% 
P<0.001  

55% of the MI benefit is  

not related to stent 

thrombosis 

Mauri L. et al. N Engl J Med. 2014;371:2155-66.  



Primary Safety End Point (Moderate or 
Severe Bleeding): 12-30 Months 
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PD bleeding Vs. PD MI 

Predictors of PD bleeding 

Impact of PD bleeding on 2-year Mortality 

Incidence, Predictors, and Impact of Post-Discharge (PD) Bleeding After 

Percutaneous Coronary Intervention:  

Analysis on 8,582 patients from the ADAPT-DES Study 

Genereux et al., J Am Coll Cardiol. 2015 Sep 1;66(9):1036-45 



Bleeding reduction strategies  

(to overcome prolonged DAPT)  

1. Smart DES requiring shorter DAPT duration 

2. De-escalating P2Y12 inhibition  

3. P2Y12 inhibitor monotherapy (stop aspirin) 



Bleeding reduction strategies  

(to overcome prolonged DAPT)  

1. Smart DES requiring shorter DAPT duration 

2. De-escalating P2Y12 inhibition  

3. P2Y12 inhibitor monotherapy (stop aspirin) 



Elements of DES Design 
DES design affects procedural success and clinical outcomes  

Drug 

Metal Alloy 

Stent Architecture 

Stent Delivery System 

Polymer Carrier 



Definite Stent Thrombosis Through 3 Years In 18,334 
Patients (28,739 Lesions) By Stent Type 
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      3-Year Incidence of Stent Thrombosis         1-Year Landmark Analysis 
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Tada, Kastrati et al. JACC INTV 2013; 6:1267-74 
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Capodanno C, Angiolillo DJ. Circulation. 2013;128:2785-98 
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Trials of DAPT duration support short length after 

elective PCI, particularly if 2nd gen DES are used 



Bleeding reduction strategies  

(to overcome prolonged DAPT)  

1. Smart DES requiring shorter DAPT duration 

2. De-escalating P2Y12 inhibition  

3. P2Y12 inhibitor monotherapy (stop aspirin) 



Circulation. 2017; 136:1955-1975  
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Bleeding reduction strategies:  

De-escalation 

De-escalation (switching from prasugrel or 

ticagrelor to clopidogrel) as a strategy to 

reduce long-term bleeding events without 

a trade-off in ischemic protection 

Angiolillo DJ, Rollini F, et al. Circulation. 2017 



Better Prognosis with switched DAPT 

Cuisset T et al. Eur Heart J. 2017 

TOPIC Study 

Primary Endpoint 
Death, Urgent revasc., Stroke, BARC ≥ 2 



De Luca L et al. EuroIntervention. 2017 

Adverse Events at 1 Month FU 

0 0 0 0 0 0 

% 

SCOPE (Switching from Clopidogrel to New Oral Antiplatelet Agents 

during PErcutaneous Coronary Intervention) 

1363 ACS patients undergoing PCI enrolled during a 3-month period 

at 40 Italian medium-to-high volume centers 



Should we routinely de-escalate P2Y12 

Receptor Inhibitors? 

Probably not 
 
Identify patients who can benefit from de-escalation 
 

• History of major bleeding 

 
• Patients with high bleeding risk (need for OAC, prior 

stroke, elderly) 
 

• Patients with low ischemic risk 
 

• Platelet function/genetic testing? 
 

• Need more investigations (currently ongoing) 
 



Sibbing D, et al. Lancet. 2017 
Angiolillo DJ. Lancet.2017 

Guided de-escalation of antiplatelet treatment in 

patients with acute coronary syndrome undergoing 

percutaneous coronary intervention (TROPICAL-ACS) 



Limitations of PFT-guided de-escalation 

• Availability of PFT 
 
• Back and forth management of antiplatelet therapy 

 
• Variability in PFT results 



Genetic testing-guided de-escalation 

Cavallari LH, et al.  JACC Interv. 2018 



Genetic testing-guided de-escalation: 

• TAILOR-PCI 

• POPGenetics 

• TARGET-PCI 

• ADAPT 

• PHARMCLO 



 The RAPID Program: Spartan RX CYP2C19 

•Buccal Swab performed by nurses 

(no prior training in genetics) – ½  

hour course on machine 
 

•1 step insertion into machine 
 

•60 minutes  to identify: 
•CYP2C19*2 carrier status 

•Heterozygous vs. Homozygous 



Bleeding reduction strategies  

(to overcome prolonged DAPT)  

1. Smart DES requiring shorter DAPT duration 

2. De-escalating P2Y12 inhibition  

3. P2Y12 inhibitor monotherapy (stop aspirin) 



With advances in antiplatelet therapy we 
keep adding treatments to aspirin 

AND 

OR OR OR 

Courtesy of PG Steg 



In the presence of strong P2Y12 receptor blockade, aspirin 

provides little additional platelet inhibition: in vitro findings 

Armstrong PCJ et al. J Thromb Haemost 2011; 9: 552–61 



The WOEST Trial: First randomised trial  
comparing two regimens with and without 

aspirin in patients on oral anticoagulant therapy 
undergoing coronary stenting  

 

Dewilde WJ et al. Lancet. 2013;381(9872):1107-15 

Paradigm Shift in Interventional Pharmacology:  

Is it time to drop aspirin? 



Paradigm Shift:  

Is it time to drop aspirin? 

There are >10 Ongoing Cardiovascular Trials With 

or Without Aspirin in >100,000 patients 

 
- ACS (GEMINI-ACS) 

- PCI (TWILIGHT, GLOBAL LEADERS) (Ticagrelor mono-rx) 

- AF (PIONEER, RE-DUAL, AUGUSTUS, ENTRUST) 

- Secondary Prevention (COMPASS) 

- PAD (VOYAGER) 


