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ACUTE CORONARY SYNDROMES   

TREATED WITH PCI 

 

Clopidogrel as a part of Dual Antiplatelet therapy  

FOR HOW LONG?  



Death is inevitable but  

  Premature death is not.  

     - Sir Richard Doll  



 



Preamble  

The scope of management  

 



Acute  

thrombosis  

Sub-acute  

thrombosis  

Late restenosis         

and thrombosis  

Major adverse 

cardiac events  

Other atherothrombotic  

events (all arterial beds)  

24 hours 

incidence: <0.5%  

Days to 4 weeks 

incidence: <1%  

Up to 12 months 

incidence: 15%  

First year 

incidence: ~20%  

Life -long  
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Secondary and long -term  

prevention  



Road Map of Presentation  

·What  is the  evidence  supporting  dual  

antiplatelet  therapy  for  12  months  or  

more?  

·Is there  any  risk  of late  thrombosis  with  

drug -eluting  stents?  

·What  may  happen  if  dual  antiplatelet  

therapy  is discontinued?  

·What  do the  guidelines  recommend  in  

patients  with  acute  coronary  syndromes  

or  coronary  stents?  



Dual Anti platelet Therapy  

·Dual  anti -platelet  therapy  with  aspirin  

and  clopidogrel  has  been shown  to be 

effective  in  reducing  the  risk  of acute/sub  

acute  stent  thrombosis . 

·Different  Guidelines  now  recommend  

extending  dual  anti -platelet  therapy  to at  

least  12  months  after  implantation  of 

DES,  and  even longer  in  patients  at  high  

risk  of stent  thrombosis  

 



CURE ð risk of MI, stroke or cardiovascular 

death (N=12,562)  

CURE Trial Investigators. N Engl J Med. 2001;345:494-502. 

The primary outcome 

occurred in 9.3% of 

patients in the 

clopidogrel + ASA group 

and 11.4% in the 

placebo + ASA group  

Months of Follow-up 

Clopidogrel  
+ ASA  

3 6 9 

Placebo  
+ ASA  
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Relative  
Risk Reduction  

P=0.00009  

Study subjects had ACS 

(UA/nonðST-elevation MI) 



CREDO - 1 year Primary Outcome  

Adapted from Steinhubl SR, et al. JAMA. 2002;288:2411-2420. 
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CHARISMA primary end point (MI/stroke/CV 

death) in pts with previous MI, stroke or PAD*  

RRR: 17.1 % [95% CI: 4.4%, 28.1%] 

P=0.01 
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Months since randomization  

 0  6 12 18 24 30 

Clopidogrel + ASA  

7.3% 

Placebo + ASA  

     8.8% 

N=9,478 

Bhatt DL, et al. J Am Coll Cardiol 2007;49:1982ï8 

* Post hoc analysis  



CAPRIE - efficacy of clopidogrel  in MI, ischemic 

stroke, or vascular death (N=19,185)  

Months of Follow -Up 
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Clopidogrel  

Aspirin  Overall  
Relative Risk  

Reduction  

8.7%*  

0 3 6 9 12 15 18 21 24 27 30 33 36 

Aspirin  

Clopidogrel  

P=0.045 

Å ITT analysis. 
 

CAPRIE Steering Committee. Lancet. 1996;348:1329-1339. 
 

Median Follow -up=1.91 years  

Study subjects had 

either recent MI, recent 

ischemic stroke, or 

established peripheral 

arterial disease.  
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Risk of Late Stent Thrombosis!!!  

·DES markedly  reduces  the  need for  

revascularization  compared  with  bare -

metal  stenting,  but  appears  to be 

associated  with  an  increased  risk  of late  

stent  thrombosis  

·Neointimal  hyperplasia  is the  dominant  

mechanism  underlying  in -stent  restenosis . 

·DES have been associated  with  an  

increased  risk  of stent  thrombosis  more  

than  6 months  after  implantation  



Delayed  endothelialization  in  DES: 

6-month  optical  coherence  tomography  

Guagliumi G et al. TCT 2009 



Dutch  registry  ð incidence  of stent  

thrombosis  from  21 ,009  patients  

van Werkum JW et al. JACC 2009;53:1399-409 
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Rotterdam -Bern registry ð long -term incidence 

of DES thrombosis  

Daemen J et al. Lancet 2007;369:667ð78 

8146 patients treated with DES (sirolimus or paclitaxel - 

eluting stents) followed for a mean of 1.7 years (up to 3)  

Stent thrombosis:  

ÅCumulative incidence -> 2.9% rate  

ÅLate thrombosis -> costant 0.6% yearly rate  


