ACTION Study Group
Institute of Cardiology
Pitie-Salpétriere Hospital

Paris - France

Pretreatment With Oral P2Y12 Inhibitors in NSTE-
ACS and STEMI-Against

Jean-Philippe COLLET

COIl DISCLOSURE FOR DR. COLLET are available @ http://www.action-coeur.org




Definition

Pre-treatment in ACS : a treatment given
before the coronary angiogram when an
invasive strategy is used




Pretreatment in NSTE-ACS



NSTE-ACS in the Real World of All-comers

No ANGIO-No PCI
MedTT

BENEFIT OF PRE-TTT ?

ANGIO-No PCI
MedTT

Mandelzweig et al., Eur Heart J. 2006;27:2285-2293
O’ Donoghue et al; JAMA 2008; 300: 71-8o0.
Patel et al; Am Heart J 2006; 152: 641—47.



Selection of NSTE-ACS treatment strategy
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@ Oral Antiplatelet Therapy in NSTE-ACS

SOCIETY OF
CARDIOLOGY*®

Recommendations Antiplatelet therapy Class? | Level®

Oral Antiplatelet Therapy

A P2Y,, inhibitor is recommended, in addition to aspirin, for 12 months unless there are
contra-indications*

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

Class2 | Level?

(
*Contra-indications for ticagrelor: previous intracranial haemorrhage or ongoing bleeds. Contra-indications for prasugrel:
previous intracranial haemorrhage, previous stroke or transient ischaemic attack, or ongoing bleeds; prasugrel is

generally not recommended for patients aged 75 years or more or with body weight <60 kg. @

EUROPEAN

www.escardio.org/guidelines 2015 NSTE-ACS Guidelines SOCIETY OF

Recommendations Antiplatelet therapy in patients In_need for OAC

Oral Antiplatelet Therapy

Itnitial DAPT with aspirin plus a P2Y12 inhibitor in addition to OAC before coronary
angiography is not recommended



http://www.escardio.org/guidelines

Clopidogrel CREDTT
CURE
All

Prosugrel ACCOAST

ALL RCTs* on PCl of NSTE ACS

0.01

Clepidogrel CREDO

CURE

Prasugrel

ALL RCTs on NSTE ACS

1
MAJOR BLEEDING 7-30 days

Clapidogre! CREDO
CURE
All

Prasugrel ACCOAST

ALL RCTs on N5TE ACS

0.1

Bellemain-Appaix A, BMJ. 2014 Oct 24,;349:9626

PreTreatment battar

OR=0-9

0,1 1
MACE 7-30 days

ALL DEATH 7-30 days

Pre-treatment in NSTE-ACS + PCI (Rx trials)

Events [ Size, Study drug

Fretreatment

14,1313
14/2213

4/1397
18/3610

No Pretreat

17,2260

4/1376

21/3636

¢ [0-43-1:98] p=0-83

183/1397
303/3610

162/2260
180/1376
342/3636

OR=0-85 Cl 95% [0-67-1-07] p=0-16

10

21/1313
71/2366

19/1397
90/3763

7/1376
64,3784

OR=1-45 Cl 95% [0-97-2-15] p=0-07

1 Mo PreTreatment batter
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http://www.ncbi.nlm.nih.gov/pubmed/?term=bellemain-appaix,+BMJ
http://www.ncbi.nlm.nih.gov/pubmed/?term=bellemain-appaix,+BMJ
http://www.ncbi.nlm.nih.gov/pubmed/?term=bellemain-appaix,+BMJ
http://www.ncbi.nlm.nih.gov/pubmed/?term=bellemain-appaix,+BMJ

CURE vs. ACCOAST according to PCI
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Before PCI After PCI

Up to 30 days

Mehta SR et al. Lancet 2001;358:527-533 Montalescot G et al. N Engl J Med.2013;369:999-1010



CURE vs. ACCOAST according to PCI

4,5 B placebo
4 m clopidogrel
prasugrel

Major bleeding (%)

CURE-PCI ACCOAST-PCI

Mehta SR et al. Lancet 2001;358:527-533 Montalescot G et al. N Engl J Med.2013;369:999-1010



Ticagrelor data

e No dedicated study exists assessing early (I.e.
before coronary angiography) vs. delayed (i.e.
after coronary angiography) ticagrelor

\ 4

e A drug approach instead of a Strategy



The only dedicated study for ticagrelo is
ongoing : Dubius study

DUBIUS trial

UA/NSTEMI <72 hours - initial invasive indication
ASA + open label anticoagulants

Randomization
superiority
Downstream strategy Upstream strategy:
Ticagrelor

@ Randomlzatlon
| EP ed for Il EP powered for
Prasugrel* I Ticagrelor EQUIVALENCE

Primary EP: 30-d NACE (CV death, MI, stroke, BARC 3, 4, 5)

*60 mg oral bolus then 5 mg/die if >75 yrs or < 60 kg




Pretreatment in STEMI



Antiplatelet therapy for STEMI undergoing PCI

Recommendations
Antiplatelet therapy

P2Y ., inhibitors should be given at time of first medical contact. -Z

Class?2 Levelb

©

EUROPEAN
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CLOPIDOGREL - Metanalysis ", pvalue

CIPAMI 1/164 4/171 0-26 [0-03-2-32] 8:7%
CLARITY PCI  13/933 24/930 0-53 [0-27-1-05] 91-3%

0%, p=0.53

Observational studies

Table 4. Effect of Pretreatment With Clopldogrel on Early Reperfusion and Adverse Event Rates In Multivariate-Welghted and
Propensity Score-Adjusted Logistic Regression Analysls

Multivariate-Adjusted Treatment Effect” Jackknife Estimation™ Propensity Score-Adjusted Treaiment Efect
OR 95% Cl P OR 95% Cl P OR 95% Cl P

TIMI grade 2/3 flow 1 1.31-1.74 <0.0001 1.51 1.31-1.74 <0.0001 1.53 1.39-1.68 <<0.0001
Mortality 0.38-0.85 0.0055 0.57 0.40-0.81 0.0019 0.52 0.41-0.67 <<0.0001

Death/reinfarction 0.38-0.75 0.0003 0.54 0.38-0.73 0.0001 0.50 0.40-0.62 <0.0001

OR is for the occurrence of TIMI grade 2/3 flow, mortality, and death/reinfarction for pretreatment with clopidogrel.
*Adjusted for age, gender, history of diabetes mellitus, history of hypertension, heparin dose (high vs low dose), symptom duration, smoking, and year of

publication. Méta-analyse pPCl STEMI Viaar et al. Circulation 2008, 118:1828-1836
RCT*

CIPAMI 5/164 12/171 : 14-1-21]  14-2% 0%, p=0.003
CLARITY PCI  34/933 58/930 : -:37-0-88] 85:8%

Observational studies

Dorleretal. 480/4879 173/1076 o0-57[0-47-0-69] 85-5% ! 0%, p<0.00001

Fefer et al. 47/217  56/166 0-54 [0-34-0-86] 14-5%

CLOPIDOGREL * RCT=Randomized Controlled Trials
0 0,5 1 15 2 25 3 3,5 4

A. Bellemain-Appaix et al., JAMA2012,308(23):2507-2517  preTreatment better No PreTreatment better




} 4 Major adverse CV events up to
- 30 days: Kaplan—Meier curves
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)‘ ¢ Definite acute stent thrombosis up to
- 30 days: Kaplan—Meier curves
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Biases of interpretation

Most of the benefit derives from secondary PCI

Most of the benefit derives from old clopidogrel data

« EARLY » « DELAYED» ODD RATIO Heterogeneity
group group (95% CI)* or trend X2
p for interaction
Route of administration

Oral 173/3351 (5 238/3343(7-1%) 0-42

Intravenous 46/1441 (3-29 58/1513(3-8%) ; p=0-52

Copidogrel vs New i-P2Y12

Clopidogrel 3-28
New P2Y12 antagonist p=0-07
Primary vs secondary PCI

Primary PCI 30/34720 (3 147/3494 [4-29%)

Secondary PC 89/1372 (6 149/1362 (

ALL PATIENTS 296/4856 (6-1%) 0-73 (0-61-0-88)

p=0-0008

*Fixed effect model

Bellemain-appaix et al. JACC Int (submitted)



CONCLUSIONS

—Qutdated, Ineffective, Harmful in NSTE-ACS

— No access to a cath lab/need to wait several days for a cath = Apply
CURE/PLATO and be ready for the safety consequences.

— Treating after the angiogram - flexibility, avoids over-treatment &
select the right treatment for the right patient.

—Recommended in STEMI when there Is no doubt
with respect to the diagnosis



