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variability in platelet responsiveness to clopidogrel 
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CURRENT-OASIS 7:  ACS patients & PCI 
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clopidogrel: high residual platelet reactivity and outcome 
                                         - RECLOSE 2 trial - 
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GRAVITAS 
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5429 pts (80% stable CAD) on clopidogrel 
         12-24 hrs after PCI: VerifyNow 
 
              2114 (41%) PRU > 230 

clopi 75 mg qd                 clopi 600 mg loading    150 mg qd 

clopidogrel 
high dose 

(%) 
standard 
dose (%) 

HR       (95% 
CI) p 

cvD/MI/stent thrombosis 2.3 2.3 1.01 (0.58-
6.76) 0.98 

GUSTO severe/moderate bleed 1.4 2.3 0.10 
any GUSTO bleed 12.0 10.2 0.18 
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TRITON TIMI 38: main results 
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K-M estimate of time to first primary efficacy event  
(composite of CV death, MI or stroke) 

Days after randomisation 
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HR 0.84 (95% CI 0.77–0.92), p=0.0003 

Clopidogrel 

Ticagrelor 

Completeness of follow-up 99.97% = five patients lost to follow-up 

Wallentin L et al. N Engl J Med. 2009 Sep 10;361(11):1045-57  
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TRITON TIMI 38: prasugrel vs. clopidogrel in elderly patients 
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GENERATIONS: prasugrel 5 mg in the very elderly patients 
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PLATO:  ticagrelor, age and 12 months outcome 
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CV death/MI/stroke                    all cause mortality 
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TRITON: prasugrel vs. clopidogrel in ACS + diabetics 
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PLATO: ticagrelor vs. clopidogrel in ACS + diabetes 
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diabetes 
 
no diabetes 
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TRITON TIMI 38: stent thrombosis 
ARC definite 
or probable 
stent thrombosis 
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TRITON: prasugrel in pts with history of stroke/TIA 
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PLATO: ticagrelor vs. clopidogrel in ACS pts. with previous stroke/TIA 
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TRITON: recurrent cardiovascular events 
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PLATO: ticagrelor vs. clopidogrel in reduction of recurrent events 
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clopidogrel 
 

ticagrelor 
 

CV death/MI/stroke    HR (95% CI) 

time to 1st event 0.84 (0.77-0.92) 

time to 2nd event 0.80 (0.70-0.90)  

total events 0.86 (0.79-0.93) 



 
 

prasugrel and ticagrelor in ACS pts with CABG 
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TRITON TIMI 38                                            PLATO 

increase in chest tube blood loss 
and platelet transfusion 

no differences in any bleeding complication 

Held JACC 2011 



 
 

 prasugrel and ticagrelor in pts with ACS & CKD 
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CrCl < 60 

CrCl > 60 

clopidogrel 

ticagrelor 



 
 
TRILOGY ACS: prasugrel vs. clopidogrel for ACS without revascularization 
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prasugrel, ticagrelor and major bleedings 
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Ticagrelor 
Clopidogrel 



            ticagrelor      clopidogrel 
coro         55.6              55.4 
PCI          28.4              29.4 
CABG      11.0              10.4 



 
 

Conclusions 

MT 

clopidogrel maintains an indication in patients at high risk for 
bleeding and/or with contraindications to the new P2Y12 inhibitors. 
 
Moreover, clopidogrel is indicated in case of use of fibrinolytic  
therapy and within a triple therapy strategy (patients with ACS and AF) 
 
the new P2Y12 inhibitors, prasugrel and ticagrelor, are more effective 
than clopidogrel, particularly in high risk patients with ACS 
 
in some of the  subgroups of high risk ACS patients, the two drugs    
share the same  efficacy, while in others prasugrel and ticagrelor  
show different results (like elderly, diabetics, prior stroke, CKD, and  
medically treated)  and this could drive the choice between the two 
 
because  many  risk  factors for  ischaemic  events are also risk 
factors  for  bleeding  events,  clinical  judgement  is  important 
in applying these new therapies to high risk ACS patients. 
  


