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New Generation of DES are Associated with  
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IN-ACS Outcome Registry 
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Current Key Points for  
Antiplatelet Therapy  

Ø  Rationale for the antiplatelet therapy  

Ø  The difficult balance of “Ischemic” & “Bleeding” reduction 

Ø  Antiplatelet pretreatment for PCI (STEMI & other settings) 

Ø  The “SWITCH” among antiplatelet therapies 

Ø  Prolonged DAPT 
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Baseline Platelet Reactivity Affects  
Post-Treatment Platelet Reactivity 

Michelson AD, et al. J Thromb Haemost 2007;5:75–81. 





Cardiac Mortality in RECLOSE2-ACS 
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PEGASUS: Long-Term Use of Ticagrelor in 
Patients with Prior Myocardial Infarction 

Bonaca MP et al . Am Heart J 2014 



PEGASUS Trial: Outcome 

Bonaca MP et al. N Engl J Med. 2015 





Ticagrelor and non P2Y12 Effects 
Pleiotropic action and drug interaction 

Ca#aneo	  M	  et	  al.	  J	  Am	  Coll	  Cardiol	  2014	  

Bonello	  	  L	  et	  al.	  J	  Am	  Coll	  Cardiol	  2014	  



Platelet Reactivity Parallels Ischaemic and Bleeding Events 

Valen9	  R.	  et	  al.	  J	  Am	  Coll	  Cardiol.	  2012;60(17_S)	  

Two-‐Year	  Outcome	  
Insights	  from	  the	  RECLOSE2-‐ACS	  Study	  

J	  Am	  Coll	  Cardiol	  2011;58:1945-‐54	  



Platelet Reactivity Parallels Ischaemic and Bleeding Events 

ARMYDA BLEEDS 

PaU	  G	  et	  al.	  Am	  J	  Cardiol	  2011;107:995-‐1000	  

Am	  J	  Cardiol.	  2012	  Jan	  15;109(2):214-‐8	  



CABG-‐related	  TIMI	  Major	  Bleeding	  

 Bleeding Events in TRITON-TIMI 38 & PLATO 

p<0.001	  



Mortality	  

Stent	  Thrombosis	  
Ischemic	  Events	  

Hypothetical Mechanisms Linking  
Bleeding and Mortality 
Why	  increased	  mortality?	  

Background	  risk	  

Inflamma9on	  
Ischaemia	  

Shock	  

Anaemia	   Transfusion	  

Discon9nua9on	  of	  APT	  

Bleeding	  



Mortality Following Stent Thrombosis 



Damocle’ Sword of Stent Thrombosis 
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Inhibition of Platelet Aggregation  

LTA - ADP (20 µmol/L)-induced  

Rule of “3P’s”: More Prompt, Potent, and Predictable  

Adapted from Angiolillo 



J Am Coll Cardiol  2013;61:1601-6 
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*	  
*	  p=	  0.006	  

MOJITO Study  
Residual platelet reactivity changes over time 

 J Am Coll Cardiol 2014 



INFUSE-AMI 1-year Outcome 

Stone GW et al. Circ Cardiovasc Interv 2013; 6:527-34 

Infarct Size: independent predictor of 1-year mortality 
HR 1.11 [1.01-1.22] p= 0.03 



ATLANTIC Trial  

Montalescot G et al. N Engl J Med. 2014;371(11):1016-27 





ACCOAST Trial  

Montalescott G et al. N Engl J Med. 2013 



ISAR-REACT 5: Ticagrelor vs. Prasugrel 

 Schulz S et al. J Cardiovasc Transl Res. 2014;7:91-100 



Switching of P2Y12 inhibitor in patients with ACS:  
Insights from EYESHOT Registry (3 weeks: 2013-2014) 

N = 2585 ACS patients (1707 PCI) 

N= 164 (68%) 
UPGRADE 
Clop→Tica/Pras 

N= 55 (23%) 
DOWNGRADE 
Pras/Tica→Clop 

N= 23 (9%) 
CHANGE 
Tica↔Pras 

Switching of P2Y12 inhibitor mostly represents upgrade from  
clopidogrel to ticagrelor or prasugrel but it is not frequent practice.  

242 (14%) SWITCHING 

 
EYESHOT 
Registry 

De Luca L et al. Eur Heart J CP 2015 



Prasugrel LD Alone vs.  
Clopidogrel + Prasugrel LDs 

PRASUGREL	  (AM)	  	   CLOPIDOGREL	  (AM)	  

PRASUGREL	  LD	  ALONE	   CLOPIDOGREL	  	  +	  PRASUGREL	  LDs	  

Platelet	  P2Y12	  Receptor	  

AM=Active Metabolite; LD=Loading Dose, PD=Pharmacodynamic 

Diodati J and Angiolillo DJ. Circ Cardiovasc Interv 2013; 6(5):567-74 



SWAP-2: Ticagrelor to Prasugrel (± LD) 

Angiolillo D. J Am Coll Cardiol 2014 




