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The definition

The term “pretreatment” refers to the initiation
of a treatment (P2Y12 inhibitor) either in the 
ambulance, an emergency department, in the 
coronary care unit, or in the catheterization 
laboratory prior to the definition of coronary 
anatomy.”



A “concept” born with CURE

… not confirmed with CREDO



CURE Efficacy

Yusuf S, et al. N Engl J Med 2001;345:494-502

When cath, 10 days waiting …
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Mehta SR et al. Lancet 2001:358:527-33

1°EP: CV Death, MI, Urgent Revascularization



CURE Efficacy CREDO Efficacy

CURE Safety * CREDO Safety **

Yusuf S, et al. N Engl J Med 2001;345:494-502 Steinhubl SR, et al. JAMA 2002;288:2411-2420



A “concept” invalidated by 
ACCOAST 



ACCOAST

Prasugrel 30 mg

Prasugrel 60 mg Prasugrel 30 mg 

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

PCI

1° Endpoint: CV Death, MI, Stroke, Urg Revasc,  GP IIb/ IIIa inh. 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
Clopidogrel naive or on long term clopidogrel 75 mg

Randomization before angiography (mandatory)

The licensed loading dose of prasugrel is 60mg



Primary Efficacy and Safety Endpoints
(All Patients)
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Timing? risk of waiting

Montalescot et al. N Engl J Med 2013;369:999–1010 Silvain et al. ACCOAST-timing, JACC 2018

1° endpoint



Studies of pretreatment with oral P2Y12 
receptor inhibitors

Capodanno D & Angiolillo DJ. Circ Cardiovasc Interv 2015 



Randomized studies only (All patients)

Bellemain-Appaix A et al. BMJ 2014



Real life of pre -treatment

ARIAM-Andalucia (M. Amendro-Delia et al)

N=9621



PRAGUE 18 study
n=1230, prasugrel vs ticagrelor

1° Endpoint
Death, MI, Stroke, urg revasc, MB @D7

Key 2° Endpoint
Death, MI, Stroke @D30

Motovska Z et al. Circ 2016



• Prasugrel and ticagrelor excluded (= Class I recommendations)

• PCI patients only (= post-hoc studies only)

• Mixing of STEMI and NSTE-ACS (= mixing of opposite situations)

• >90% of patients come from registries (= multiple biases)

• No loading in no pretreatment arm of some studies (= no treatment at all)





ISAR-REACT 5



A debate also in the guidelines!



SCAD Guidelines

NSTE-ACS Guidelines

DAPT Guidelines

A P2Y12 inhibitor is recommended, in addition to aspirin , for 12 months unless there are 
contra-indications such as excessive risk of bleeds.. I A

It is not recommended to administer prasugrel in patients in whom coronary anatomy is not
known.

III B

Pretreatment with clopidogrel (when coronary anatomy is not known) is not recommended. III A

Revasc Guidelines
NSTE-ACS: It is recommended to give P2Y12 inhibitors at the time of first medical contact I B

Pretreatment with prasugrel in patients in whom coronary anatomy is not known, is not 
recommended III B

In patients with SCAD pre-treatment with clopidogrel may be considered if the probability of 
PCI is high. IIb C

Pre-treatment with a P2Y12 inhibitor is generally recommended in patients in whom coronary 
anatomy is known and the decision to proceed to PCI is made as well as in patients with 
STEMI 

I A

In NSTE-ACS patients undergoing invasive management, ticagrelor or clopidogrel if ticagrelor
is not an option, should be considered as soon as the diagnosis is established.

IIa C

In NSTE-ACS patients it is not recommended to administer prasugrel in patients in whom
coronary anatomy is not known.

III B





Just apply the evidence and use the 
right options



CREDO

PRAGUE8 ACCOAST

ISAR-
REACT 5 NO pre-

treatment



Lower platelet reactivity 
(Verify Now)
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Venetsanos D et al. 
Thromb Res 2017;149:88–94

Asher E et al. 
Thromb Haemost 2017

Rollini F et al. 
JACC 2016 

Ticagrelor Prasugrel

Crushed, chewed or orodispersible



CHAMPION-PHOENIX: IV P2Y12 inhibitor cangrelor
Death/ MI/ IDR/ Stent Thrombosis within 48 Hours

Bhatt DL et al. N Engl J Med 2013; 368: 1303-1313



Conclusions

♦ Bleeding risk increases with pretreatment

♦ Ischemic risk is not reduced with pretreatment

♦ No mortality effect with pretreatment

� Look first (at coronaries) and Treat (selectively)

�Do not Treat (routinely) and Watch (complications)

� Early start only justified if long wait (>48hrs) for cath or no cath
strategy


