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ACC/AHA 2011 Guidelines  
Preloading of Anti-Platelet Therapy prior to PCI 

A loading dose of a P2Y12 receptor inhibitor 

should be given to patients undergoing PCI with 

stenting.  

I IIa IIb III 

Levine GN et al.  JACC 2011; 58: e44-122 

I IIa IIb III Options include: 

a. Clopidogrel 600 mg (ACS and non-ACS    

patients). 

b. Prasugrel 60 mg (ACS patients). 

c. Ticagrelor 180 mg (ACS patients). 



ESC 2010 Guidelines 
Preloading of Anti-Platelet Therapy prior to PCI 

Wijns W et al.  Eur Heart J 2010; 31: 2501-55 

 



Where do the 

guidelines come from? 

Clopidogrel Preloading in PCI 



Where do the guidelines come from? 
Early clinical trials 
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Limitations of Early Studies 

• Most studies are not true randomized trials 

but rather post-randomization subgroup 

analyses of RCTs 

• Variable use of loading doses in control 

groups may have exaggerated benefit 

• Prolonged delay to PCI not consistent with 

current practice patterns 



PRAGUE-8 

Widimsky P et al.  Eur Heart J 2008; 29: 1495-1503 

Clopidogrel Preloading 

• 1028 patients with stable 

CAD undergoing cath 

• Randomized to: 

– Preloading: clopidogrel 600 

mg 6 hrs prior to cath 

– Cath lab loading: 600 mg in 

lab immediately prior to PCI 

• 1º endpoint: Death, MI, 

stroke, or U-TVR at 7 days 3.5%
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Clopidogrel Preloading 

• 409 patients undergoing 

PCI (36% ACS) 

• Randomized to: 

– Clopidogrel 600 mg given 

4-8 hours  

prior to cath 

– Clopidogrel 600 mg in lab 

immediately  

prior to PCI 

• 1º endpoint: 30 day 

death, MI, or U-TVR 

Di Sciascio G et al.  JACC 2010; 56: 550-7 



So does clopidogrel pre-loading do anything? 

Bellemain-Appaix A et al.  JAMA 2012; 308: 2507-17 

All-Cause Mortality 

MACE 

7 RCTs (n=8608) 

Clopidogrel Pretreatment 



Subgroup Analyses- Clinical Presentation 

Bellemain-Appaix A et al.  JAMA 2012; 308: 2507-17 

Clopidogrel Pretreatment 

All-Cause Mortality 

Major Cardiovascular Events 



What about the  

newer agents? 

P2Y12 Preloading in PCI 



ACCOAST design 

Prasugrel 30 mg 

Prasugrel 60 mg  Prasugrel 30 mg  

Prasugrel 10 mg or 5 mg (based on weight and age) for 30 days 

PCI 

1° Endpoint: CV Death, MI, Stroke, Urg Revasc, GP IIb/IIIa bailout, at 7 days 

 

Placebo  

 

Coronary 

Angiography 

n~4100 (event driven) 

Coronary 

Angiography 

PCI 

CABG  

or 

Medical 

Management 

(no prasugrel)  

CABG  

or 

Medical 

Management 

(no more prasugrel) 

Montalescot G et al. Am Heart J 2011;161:650-656 

Randomize 1:1 
Double-blind 

NSTEMI  + Troponin ≥ 1.5 times ULN local lab value 
Intended for early invasive management (2-24 hrs) 



Pharmacodynamic sub-study 
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Days From First Dose 
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Montalescot G, et al.  NEJM 2013;369:999-101 



TIMI Major Bleeding  
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ATLANTIC Trial 

• 1862 patients with 

STEMI randomized to 

prehospital ticagrelor 

loading vs. cath lab 

loading (180 mg PO) 

• Co-primary endpoints 

– >70% ST resolution pre-PCI 

– TIMI 3 flow pre PCI 

 

Ticagrelor Preloading 

Montalescot G, et al.  NEJM 2014;371:1016-27 



ATLANTIC Trial: Results 
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ATLANTIC Trial: Definite Stent Thrombosis 

Montalescot G, et al.  NEJM 2014;371:1016-27 



Summary 

• Despite Class I guideline recommendations, data 

supporting P2Y12 pre-loading prior to PCI are uncertain 

at best 

• Most of the data demonstrating benefit are derived from 

older trials using conservative management strategies 

with prolonged treatment delays substantial 

proportion of benefit occurs pre-PCI 

• Studies with newer agents (prasugrel, ticagrelor) 

demonstrate limited benefit as well 

• Any potential benefits seem to be confined to the 

highest risk patients (STEMI, NSTEMI) 

P2Y12 Pretreatment 
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Taken together, these findings suggest that 

reappraisal of the current ACS and PCI 

guidelines with respect to pretreatment  

may be warranted 


