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Faut-il implanter un DES apres lors d’un SCA ?

Recommandation des sociétés savantes

[1f the patient has no contraindications to prolonged DAPT (indication for
oral anticoagulation, or estimated high long-term bleeding risk) and is
likely to be compliant, DES should be preferred over BMS.

BMS = bare-metal stent; DAPT = dual antiplatelet therapy; DES = drug-eluting stent;

“ Les patients a hautrisque de resténose représentent les indications privilégiées des stents actifs. Le risque de
resténose est particulierement élevé :

» silalongueur des |ésions dépasse 15 mm ;
» sile diamétre du vaisseau atteint est inférieur a 3 mm ;
» ou sile patient est diabétique.

Angioplastie coronarienne :
intérét et limites des « stents actifs »



Double AA apres un SCA : Le rationnel
_es nouveaux AAP

e risque hémorragique

_es modalités d’interruption
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es DES de derniere génération



Les origines

Stent-Related Cardiac Events Beyond Three Years After Implantation
of the Sirolimus-Eluting Stent (from the EVASTENT Patients)
Gilles Barone-Rochette, MD?, Alison Foote, PhD®, Pascal Motreff, MDF,

Gerald Vanzetto, MD, PhD?, Jean-Louis Quesada, MScP, Nicolas Danchin, MD9, and
Jacques Machecourt, MD**, for the EVASTENT Investigators

The frequency of very late stent thrombosis (VLST) up to 3 vears after sirolimus-eluting
stent implantation is 0.5% to 0.6%/year but incertitude remains about the frequency of
VLAST after 3 years. Diabetic (db+) and nondiabetic (db—) patients with or without
multiple diseased vessels included in the EVASTENT matched-cohort registry were fol-
lowed up to 6 years after stent implantation. Long-term follow-up was obtained for 1,564
of the 1,731 included patients. All-cause deaths (including cancer and complications of
dlabetes) occurred at steady rates of 2.5%/yvear up to 3 years and 1.2%/year after 3 years

fference not significant). In contrast, VLST (any Academic Research Consortium defi
ap— pauems. l'lOWC\'ef. arteg" ra years comparea 10 perore 3 years no alnefences perween

db+ and db— patients were observed for target lesion revascularization and ST rates. It is
noteworthy that 51% of patients continued to be on clopidogrel therapy nearly 6 years after
receiving =1 sirolimus-eluting stent. In conclusion, all-cause deaths continued at a steady

ap+"alla ap— patients were ‘observed 10r targer esion “revascularZiuch @nd ST rates. 1tis
noteworthy that 51% of patients continued to be on clopidogrel therapy nearly 6 years after
receiving =1 sirolimus-eluting stent. In conclusion, all-cause deaths continued at a steady
rate over 6 vears. However, cardiac deaths and “very” VLST leveled out beyond 3
years. © 2011 Elsevier Inc. All rights reserved. (Am J Cardiol 2011;108:1401-1407)

Barone-Rochette Am J cardiol 2011



BioFreedom™ Les études en cours LEADERS FREE PROTOCOL

Selectively micro-structured surface holds drug in Polymer-free DES
abluminal surface structures

Avantages potentiels

 Absence d’effet proinflammatoire /
prothrombogéene du polymere

e  Durée courte de DAP ?

Proprietary Highly Lipophilic Limus drug

A PROSPECTIVE RANDOMIZED COMPARISON OF THE BIOFREEDOM™
BIOLIMUS A9™ DRUG COATED STENT VERSUS THE GAZELLE™ BARE
METAL STENT IN PATIENTS AT HIGH RISK FOR BLEEDING

Aspirine : a vie
Clopidogrel (ou autre inhibiteur du récepteur P2Y12) : 1 mois



Le rationnel



PCI-CURE
Durée de 1 an : le rationnel

2 questions dans CURE :

- Prétraitement en clopidogrel
- Prescription au long cours de clopidogrel

CURE PCI-

CURE
N = 2,658 patients undergoing PCI

Open-label thienopyridine

N = 1345

: End of follow-up
30 days post Up to 12 months
PCI after
: randomization

PCI

: Open-label thienopyridine

CLOPIDOGREL
+ ASA* T
N=1313
Pretreatment
* In combination with standard therapy Mehta, SR. et al for the CURE Trial Investigators. N Engl J Med.

2001,;345:494-502.



PCI-CURE Résultatsa 1 an

Composite of cardiovascular death or MI from
randomization to end of follow-up

0.131 12.6%
Placebo 31% RRR
+ASA P =0.002
N = 2658
0.10 - 8.8%
Clopidogrel
+ ASA*
0.05 +
GUIDELINES @
DAPT aprées SCA:1an Y
0.0-

0 100 200 300 400

Days of follow-up
* In combination with standard therapy

Mehta, SR. et al for the CURE Trial Investigators. Lancet. August 2001.



PCI-CURE _ o
Interventional Characteristics

Clopidogrel Placebo
+ ASA* + ASA*
(N =1345) (N=1313)
Overall median days after
randomization on which
PCl was done 10 10
PCI during initial hospitalization 6 6
PCl after initial hospitalization 49 49
eStent use (%) 81.3 82.4
eUse of open-label thienopyridine
Before PCl (%) 24.7 26.4
Overall (%) 84.1 82.9

Mehta, SR. et al for the CURE Trial Investigators. Lancet. August 2001



PCI-CURE Résultats a 30
Composite of cardiovascular death, Ml, or
urgent revascularization
0.08 -
Placebo
30% RRR
0.65- P=0.03
N = 2658
0.04-
Clopidogrel
+ ASA*
0.0z-
0.0 —
| | | | | | |
0 5 10 15 20 25 30

* In combination with standard therapy

Days of follow-up

Mehta, SR. et al for the CURE Trial Investigators. Lancet. August

2001;21:2033-41.

=> Bénéfice du prétraitement



Probleme méthodologique majeur :

L'impact de la durée prolongée de la double antiagrégation, indépendament de I'effet
du prétraitement est impossible a déterminer.

Seuls les patients ayant du clopidogrel avant la procédure continuaient a en recevoir a
long terme.

CURE PCI-

< > ¢ CURE >

N = 2,658 patients undergoing PCI

Open-label thienopyridine

N = 1345

30 da;zls post

BCl End of follow-up

Up to 12 months
after
randomization

PCI

: Open-label thienopyridine

T N=1313
Pretreatment



PCI-CURE
Bleeding Outcomes

Placebo Clopidogrel
+ ASA* + ASA*
From PCI to 30 days
Major 1.4% 1.6% T
Life threatening 0.7% 0.7% 1
Minor 0.7% 1.0% 1
From PCI to end of follow-up
Major 2.5% 27%t NS
Life threatening 1.3% 1.2%1t NS
Minor 2.1% 3.5%*%

* In combination with standard therapy
tP=NS,fP=0.03 Mehta, SR. et al for the CURE Trial Investigators. Lancet. 2001




Les nouveaux AAP
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Stent Thrombosis (%)
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MACE

bleeding

DAPT : optimal duration
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La durée optimale de la DAP : facteurs
d’hétérogénéité



Heterogeneité selon le type d’inhibiteur du
recepteur P2Y12

HR for
Ticagrelor Clopidogrel ticagrelor p PLATO invasive
(n=6,732) (n=6,676) (95% CI) value*
_ - 28 % de thrombose
Stent thrombosis, %
de stent
Definite 1.0 1.6 0.62 (0.45-0.85) 0.003
Probable or definite 1.7 2.3 0.72 (0.56-0.93) 0.01
Possible, probable, or definite 2.2 3.1 0.72 (0.58-0.90) 0.003
Stent Thrombosis
(ARC Definite + Probable)
TRITON TIMI 38

- 50 % de thrombose de stent

Endpoint (%)

0 30 60 90 180 270 360 450
Days
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Stent thrombosis

DAPT : optimal duration
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Etudes a venir

All-comers PCI population Gl ers

(ACS and Stable CAD patients)
(N = 16,000)

Bivalirudin*-supported

BioM atrix family stent implantation
1:1 Randomization, Open-Label Design

Tcagreloﬂ(tlopldogrel

12 months

IN STABLE PTS IN STABLE PTS

NOT ALLOWEDJ QNL’I'ALDDWED

Experlm ental treatment strategy su gerl or to
reference treatment stra nn cumulatwe 2 year




Heterogéneité selon le type de stent

=> Stents de derniére génération

Meilleure délivrabilité

Mailles plus fines

Polymeres biocompatibles

Délivrance de la molécule antiproliférative

The RESET trial

8
—— E-ZES + 3-month DAPT
— Standard Therapy
| 2,148 patients enrolled and randomized ‘ § 8 - p-value by Iog-rank test = 0.48
-
[z with .montn oaer ot andomzaion | ﬁ
-Cs)::: 4 2p—¥v\c th DAPT E H
. g , Death, Ml or stent thrombosis
- 15 Met cxclusion criteria : 7]
=
=
| E
=
E-ZES with 3-month DAPT (n=1059) Standard therapy (n=1058) 5
(3] 2 -
I 1.3%
| l | | 0.8%
Diabetes mellitus Acute coronary syndrome Short-length DES Long-length DES
subset (N=292) subset (N=601) Subset (N=681) Subset (N=543) e T
0 _F

[ [ [ 3 T ) T
E-ZES R-ZES E-ZES R-ZES E-ZES E-ZES o 3 12
(n=146) (USTLY | (n-301) (n=300) (n=341) (n=271) Months after the index procedure

Hypothesis : Non inferiority of 3 months DAPT
with ZES vs12 months with other DES

Kim et al - JACC 2012



Heterogenéite selon le type de stent

Mr P
64 ans

SCA ST+ antérieur
ATCD : Angioplastie IVA1 (2 CYPHER 3x23 et 3x8) et Cx (BMS) en 2005

) | 7 ,l(
|'\J SN ” A /\w W”\‘*J |MA‘\WrJ|u'f'lw’\‘lV S




A Area: 5.08mm?
Mean Diameter: 2.54mm
Min: 2.36mm, Max: 2.82mm
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Hétérogenéité selon la procedure / le patient :
le cas des diabétiques

The EXCELLENT trial

Hypothesis : 6 months DAPT is non
inferior to 12 months DAPT after DES
implantation

All comer PCI
DES (EES and SES)

1443 enrolled and randomized

1st Endpoint : cardiac death, Ml or

A 4

ischemia-driven vessel
revascularisation

722 allocated to 6-month DAP 721 allocated to 12-month DAPT

13 clopidogrel <120 days
-1 183 clopidogrel > 240 days
12 no information

34 clopidogrel <305 days
15 no information

514 adhered to 6-month DAPT

672 adhered to 12-month DAPT

— 6 lost to follow-up

9 lost to follow-up

> 722 analyzed

721 analyzed <

Gwon H et al. Circulation 2012



Hétérogenéité selon la procedure / le patient :
le cas des diabétiques

The EXCELLENT trial

Subgroup analyses of the primary end point.

6-mo 12-mo Interaction
Total DAPT DAPT HR (95% CI) Pvalue Pvalue
n (%) n (%)
Age
<65 767 19 (5.1) 12(3.2) 1.61(0.78-331)  0.20 -1
>65 676  15(4.5) 18(5.5)  0.83(0.42-1.65)  0.59 — 019
ACS
No 699 21(6.03) 13(3.82)  1.61(0.8-3.21) 0.18 —a— GiE
Yes 744 13 (3.65) 17(4.69)  0.78 (0.38-1.60) 0.50 ———
Diabetes
No 893  10(2.27) 22(5.08) 0.44(0.21-0.94)  0.03 —a— 566
Yes 550 24 (9.09) 8(2.96) 3.16 (1.42-7.03) 0.005 —a—
LV ejection fraction
>50% 1097 26(4.91) 24(442) 1.12(0.64-1.95)  0.69 —E—
<50% 124 2(3.08) 4(7.41)  041(0.07-2.23)  0.30 = Sk
Bifurcation
No 1243 27 (4.41) 22 (3.65) 1.22 (0.69-2.14) 0.49 —i—
Yes 200  7(7.61) 8(7.96)  0.97(0.35-2.67)  0.95 0.7
Type of stent
EES 1079 25(472) 26(4.94) 0.96(0.55-1.66) 0.89
SES 364  9(5.14) 4(2.27) 2.31(0.71-7.5) 0.16 ——l— s
Multi-stent

No 866 14 (3.18) 12(2.91) 1.1(0.51-2.38) 0.81 0.80
Yes 567 20 (7.68) 18 (6.2) 1.25(0.66-2.37) 0.49 ’
T T T T T T 1
0125 025 0.5 1 2 4 8

Favors 6-month DAPT Favors 12-month DAPT

Gwon H et al. Circulation 2012



Concept de la double AA plaquettaire prolongée
chez les patients a tres haut risque

Etude CHARISMA

Clopidogrel + ASA*
17.6%
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Months from Randomization

*All patients received ASA 75-162 mg/day
Bhatt DL. Presented at ACC 2006.

=> e SCA « par lui méme » identifie une population de patient a haut risque
d’événement. Bhatt DL. Presented at ACC 2006.



La gestion de I’arrét de la DAP



Heterogeneité selon le mode d’arrét

Risque associé avec l'arrét de la double antiagrégation
dans la 1¢" année qui suit I'implantation d’un DES :

the ACDC study Adjusted Risk of Major Cardiac Event

HR a5% CI p Value

Antiplatelet therapy discontinuation 1.32 0.56-3.12 0526
Aspirin 1.33 0.32-5.49 0.696
Clopidogrel 1.29 0.31-5.34 0.725
Both 1.34 0.32-5.63 0.685
Age (each 10 yrs) 1.37 1.10-1.70 0.005
Chronic obstructive pulmonary disease 1.81 1.04-3.14 0.035
Chronic renal impairment 2.88 1.66-4.99 <0001
Worst Killip class [1-1V during admission 1.65 1.04-2.61 0.032
Off-label indications of DES 1.85 1.10-3.09 0.020

L’arrét de la double AA est fréquent dans la 1€ année
Peu d’arrét dans le 1" mois

Arrét en moyenne de 7 jours de I'un des 2 AA

Ferreira-Gonzalez et al JACC 2012




Cardiovascular events (%)

30 |

25

20

15

10

Registre RECO (n=1134 stentés)

MACCE in10.5% (n=124)
3.3 £ 3.9 days (18 deaths and 17 ST)

Major bleeds in 9.5% (n=108) within 5.3+3.3 days

0-5 days

Complete OAT interruption >5 days
HR 2.25 (1.32-3.83), p=0.003

6-10 days >10 days no OAT

Albaladejo et al. Interventional Cardiology2013



Incidence of Bleeding in Relation
to Antithrombotic Therapy

Sorensen R et al. Lancet 2009;374:1967-74

Single Dual Triple
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40 812 patients with MI between 2005-2008




Conclusion

Peu d’arguments pour une durée fixe a 12 mois si ce
n’est médicolégal....

Hétérogénéité de la durée optimale de la double AA
en fonction “du risque ischémique” : type de stent et
de lésion, de la procédure, du patient.

Prendre en compte le risque hémorragique

Durée optimale et durée minimale.



