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Giving new P2Y12 RA earlier in STEMI 



New P2Y12 antagonists in STEMI 

Montalescot G, et al. Lancet 2009;373:723–31 Steg PG, et al. Circulation. 2010;122:2131-41 
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ATLANTIC: reperfusion criteria 

Pre-hospital  

1st Co-primary endpoint 
No ST-segment resolution (≥70%) 

2nd Co-primary endpoint 
No TIMI 3  flow in infarct-related artery 

Montalescot G, et al. NEJM 2014 
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Ticagrelor pre-hospital 2/906 (0.2%) versus 

ticagrelor in-hospital 11/952 (1.2%)  

OR 0.19 (95% CI 0.04, 0.86), p=0.0225 
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Montalescot G, et al. NEJM 2014 



Composite ischaemic endpoint: death, MI, urgent revasc, 

definite stent thrombosis or bail-out GP IIb/IIIa inhibitor use 

Hazard ratio 0.74 (95% CI 0.56–0.98); p=0.039 
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ATLANTIC-H24 



Early administration of P2Y12 inhibitors in STEMI 

Bellemain-Appaix A. et al. EuroIntervention. 2018 Feb 20. pii: EIJ-D-17-00852. doi: 10.4244/EIJ-D-17-00852 

MACE 



Giving new P2Y12 RA later in NSTEMI 



Definition of Pre-treatment 

●Working diagnosis of ACS 

●Invasive strategy decided 

●On aspirin + anticoagulation 

 PCI  benefit expected 

 Medical treatment  ? 

 CABG  no benefit expected 

 Other diagnosis (pericarditis, aortic dissection, heart failure, LVH, 

pulmonary embolism, GI ulcer, pancreatitis...)  harm expected  

 P2Y12 antagonist given before coronary visualization 



ACCOAST: 1° Efficacy and Safety Endpoints 

Days From First Dose
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ACCOAST: PCI patients 
PCI cohort 

Montalescot et al. J Am Coll Cardiol 2014;64:2563–71 
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Duration of pretreatment 

Silvain et al. JACC 2018 in press 

Primary efficacy EP 



Studies of pretreatment with P2Y12 receptor inhibitors in 

patients with stable CAD and NSTE-ACS  

Capodanno D & Angiolillo DJ. Circ Cardiovasc Interv 2015  



CURE Efficacy 

CURE Safety* 

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

20% PCI 

57% no cath… 



DAPT Guidelines 

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 





P2Y12 RA with fibrinolysis 



K-M = Kaplan-Meier; HR = hazard ratio; CI = confidence interval 

HR 1.06 (95% CI 0.04 [-0.49; 0.58]), p<0.001 
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No. at risk 
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Time to major bleeding – primary 

safety event 

Ticagrelor 1913 1860 1850 1672 

Clopidogrel 1886 1839 1830 1637 

Jama cardiol 2018 



K-M = Kaplan-Meier; HR = hazard ratio; CI = confidence interval 
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DAPT prolongation to improve 

post-ACS prevention 
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CHARISMA (prior MI subgroup) PEGASUS-TIMI 54 trial (prior MI) 

TRILOGY (prior angiogram subgroup) 
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Montalescot G and Sabatine M. EHJ 2015 

 
DAPT > 1year after Myocardial Infarction 



Duration of DAPT in CAD 



Duration of DAPT in ACS 



Global-leaders 



Global-leaders 

Vranckx P et a. Lancet 2018 
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Removing ASA after PCI 

ticagrelor   

ticagrelor ? ? 

ticagrelor ? ? 

clopidogrel ? ? 

clopidogrel ? ? 

Efficacy Safety Drug left Study  n 



De-escalation if HBR 



Scores (DAPT) 



Scores to help decision 

Costa F. et al. Lancet 2017 Yeh RW et al. JAMA 2016 



Age 0  4 
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Risk score for coronary event 

Scores (Paris) 

Baber U. et al. JACC 2016 



Scores (Paris) 

Baber U. et al. JACC 2016 



Individual CV Endpoints 
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Tradeoff between ischemic and bleeding risk 

● Prolongation of DAPT for 18-36 months in post-DES patients: 

– ~1-2% of ST / MACE  

– ~1% of MB  

– Neutral on death 

 

● Prolongation of DAPT for 18-36 months in post-MI patients: 

– ~1% of ST / MACE  

– ~1% of MB  

– ~0.3% CV death 

  



Duration de-escalation 

Cardiac death, MI or stent thrombosisDeath, MI or TVR

Urban P et al. N Engl J Med 2015;373:2038-2047Valgimigli et al. JACC 2015;65:805-815

ZEUS study (n=1606) LEADERS-FREE study (n=2466)
SENIOR study (n=1200) 

Death, MI, Stroke and TLR 

Varenne O et al. Lancet 2017 

ZEUS study (n=1606) LEADERS-FREE study (n=2466) 

Valgimigli M et al. JACC 2015 Urban P et al. NEJM 2015 



Dose de-escalation 
PRASFIT-ACS 
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BARC > 2 Ischemic EP 

Death, Urg. revasc, Stroke, BARC>2 

Time-related de-escalation 

TOPIC STUDY 



PFT-guided de-escalation: ANTARCTIC 

 

40% downgraded to clopi 75 

4% upgraded to prasu 10 

Conventional Arm 
:Prasugrel 5 mg 

Group 1  

No monitoring 

Monitoring Arm :Prasugrel 
5 mg 

PRU≥208  

Prasugrel 10 
mg/day  

1st assessment : Verifynow P2Y12 : 2 
weeks ± 2 d    

Group 2 

Clopidogrel 75 
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5 mg 

Primary end point (net clinical benefit) over 12 months:: Bleeding type 
2,3,5 of the BARC definition and MACE (CV death, MI, urgent 

revascularisation, stent thrombosis, stroke) 

PRU ≤85 

2nd assessment and adjustment: 
 Verifynow P2Y12 : 2 weeks ± 2 d 

85<PRU<2
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Ischemic Endpoint 
CV death, MI, stent thrombosis, 

urgent revascularization BARC 2,3,5 

Bleeding Endpoint 

Cayla G. for the ANTARCTIC investigators.  Lancet 2016 

PFT-guided de-escalation 



Sibbing, Aradi et al., Lancet 2017;390:1747-1757 . 
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BACKGROUND: GUIDED DE-ESCALATION 



Sibbing, Aradi et al., Lancet 2017;390:1747-1757 . 

BACKGROUND: GUIDED DE-ESCALATION 
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  Univariate analyses Multivariate model 

  HR (95% CI) p HR (95% CI) P 

Age (years) 1.02 (1.01-1.04) 0.003 1.02 (1.00-1.03) 0.04 

Female gender 1.47 (1.08-2.00) 0.015   - 

BMI (kg/m2) 0.96 (0.93-0.99) 0.014 0.97 (0.93-0.99) 0.04 

STEMI vs. NSTEMI 0.69 (0.53-0.92) 0.010 0.72 (0.54-0.95) 0.02 

LPR 1.71 (1.26-2.33) 0.001 1.65 (1.21-2.26) 0.002 

Hemoglobin level (g/dl) 0.91 (0.85-0.97) 0.002 0.92 (0.86-0.98) 0.008 

Prasugrel use (both in control and guided 

groups) 
1.20 (0.88-1.65) 0.25   - 

CKD 3-5  1.55 (0.95-2.51) 0.08   - 

RESULTS: INDEPENDENT PREDICTORS OF BLEEDING 



Risk factors of bleeding 



Algorithm for switching between oral 
P2Y12 inhibitors in the chronic setting 

Ticagrelor MD (90 mg b.i.d.) 

24h after last Clopidogrel dose 

Prasugrel LD (60 mg) 
24h after last Ticagrelor dose 

CLOPIDOGREL 

TICAGRELOR PRASUGREL 

CHRONIC 
SETTING 



Conclusions 

1. STEMI: new P2Y12 tot, vite et fort 

2. NSTEMI: P2Y12 qd diagnostic et PCI certains 

3. CAD/PCI: clopidogrel 

4. Switcher new P2Y12 vers clopidogrel quand haut 

risque hémorragique ou a distance de l’evenement 

5. Prolonger ou interrompre P2Y12 ou ASA: 

  traitement individualisé (HBR) 


