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Rationnel

Actuellement, la durée recommandée pour la
double anti agrégation plaquettaire apres DES est
de 6 a 12 mois, afin de réduire le risque de
thrombose tardive de stent particulierement

dans le syndrome coronarien aigu.




Est-ce que plus court c’est mieux?

Durée 3 a 6 mois



Durée 3 a 6 mois

Clinical Impact of Extended DAPT after PCI

A meta analysis of Randomized trials (n=8 231)

Odds Ration
M-H Random 95% CI

Death 1.15]0.85, 1.54]
Myocardial Infarction 0.95 [0.66, 1.36]
Stent Thrombosis 0.88 [0.43, 1.81]
Cerebrovascular Accident 1.51 [0.92, 2.47] L 2
TIMI Major Bleeding 2.64 [1.31, 5.30] <@
N Engl ) Med 2010;362:1374-1382 Extended Better Control Better

Circulation 2012;125:2015-2026
Circulation 2012;125:505-513.
J Am Coll Cardiol. 2012 Oct 9;60(15):1340-8.

Cassese et al European Heart Journal 2012; 33: 3078-3087
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ISAR SAFE

6 months vs 12 months of clopidogrel after DES implantation

HR 0.91 [95% Cl 0.55-1.50]; P=0.70

1,6%

12 months of clopidogrel

ACS:40%

stroke or TIMI major bleeding (%)
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Schulz-Schupke et al Eur Heart J 2015; 36: 1252--63



Ml

Durée 3 a 6 mois
Meta-analysis (n= 15 870 pts)

EXCELLENT
OPTIMIZE
RESET
SECURITY
PRODIGY
ISAR-safe
ITALIC

ALL

Odds Lower Upper

ratio

1,870
1,167
0,499
1,167
1,058
0,931
1,500
1,135

limit

0,742
0,768
0,091
0,622
0,676
0,436
0,422
0,891

limit

4,715
1,773
2,728
2,191
1,655
1,986
5,333
1.446

p=0,30
0,1 1 10
Favors Favors
short long

Major bleeding
Odds Lower Upper
ratio limit limit
EXCELLENT 0,498 0,091 2727 —:t
OPTIMIZE 0,871 0,315 2406
RESET 0,332 0067 1,647 o
SECURITY 0,655 0,213 2,011 ——
PRODIGY 0,373 0,145 0,956 —{-
ISAR-safe 0,802 0,215 2,991 —i—
ITALIC 0,142 0,007 2,754 =
ALL 0,547 0,338 0,885 €| p=0,01
01 1 10
Favors Favors
Short long

EXCELLENT (Gwon et al. Circ 2014)
OPTIMIZE (Feres et al. JAMA 2013)
RESET (Kim et al. JACC 2013)
SECURITY (Colombo et al. JACC 2014)

Gilles Montalescot AHA 2014

PRODIGY (Valgimigli et al. Circ 2012)

ISAR-safe (Schulz-Schiipke et al. EHJ 2015)

ITALIC (Gilard et al. JACC 2014)




Durée 1 mois

LEADERS FREE Trial

BMS (N=1211) ®DCS (N=1221)

Age =275
Oral anticoagulation after PCI

Creat. Clearance < 40 mi/min  p— 179
Major surgery in the next year pu—" 15,3
Hb < 11g/dl or TF < 4 weeks s 15,2
Cancer in previous 3 years® s 9.7
In hospital for bleeding < 1 year w33
Nonadherence to > 30d DAPT g 34
Glucocorticoids or NSAID T+ s 34
Thrombocytopenia® g 16
Stroke <1yr g 12
Severe chronic liver disease § g9
Prior intracerebral bleed g 14

Creat.=Creatinine; Hb=Hemoglobin; TF=Transfusion; 0 10 20 30

 for > 30 days after PCI; *Platelet count < 100’000/mm? ; SExcluded skin cancer
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DES vs BMS
LEADERS FREE Trial

The NEW ENGLAND
JOURNAL of MEDICINE

LEADERS FREE Trial
Primary Safety Endpoint: Cardiac Death, M, Stent Thrombosis

LEADERS FREE Trial
Primary Efficacy Endpoint: Clinically Driven TLR
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DES vs BMS

LEADERS FREE Trial

Primary Safety Endpoint
(Cardiac Death, M|, ST) at 2 year
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Est-ce que plus long c’est mieux?

Durée > 12 mois



ARTIC-Interruption

End point: death, myocardial infarction, stent thrombosis, stroke, or urgent revascularisation

0100 ~ Continuation

—— Interruption
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‘ Major or minor bleeding 1.9% vs 0.5% p=0.03 i

Collet et al Lancet 2014;384:1577-85



DAPT

AL 0-12 Months: At Month 12: 12-30 Months: Follow-Up |
Procedure Open-Label Randomization Treatment 30 Months: 33
DAPT Occurs Occurs Primary End Point | Months

i i 5,0 Receive

DES Thienopyridine +

Treated Aspirin 9,499 9,390
——— X
4,941 Receive (95.4%) (94.3%)

Placebo + Aspirin

Subjects
22,866

56% excluded
Mauri et al N Engl J Med. 2014;371:2155-66



DAPT @ ART

SIS DY

Drug Eluting Stent Type Thienopyridine Type

210 ____
2%

I sirolimus | paclitaxel

11 clopidogrel W prasugrel

u zotarolimus (Endeavor) 1! everolimus
M >1 DES Type

Mauri et al N Engl J Med. 2014;371:2155-66



DAPT JoAPT

Thrombose de stent certaine ou probable (définition ARC)

10% 9~ Thienopyridine
- Placebo
= 8% -
g g P<0,001
3 6% - Primary Analysis Period
:é 12-30 Months: 12-33 Months:
S = 4% - HR 0.25(0.17-0.48) MR 0.45 {0.25-0.69)
gg 0.4% vs. 1.4% 0.7% vs. 1.4%
L P<0.001 P<0.001
o 2% =
< - A
T, -+ T *
0% T ‘:' 1‘*
12 15 18 21 24 27

Months After Enroliment

Mauri et al N Engl J Med. 2014;371:2155-66
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Cumulative Incidence of

Death, Myocardial Infarction or Stroke
H
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-~ Placebo

MACCE

Primary Analysis Period
-~ Thienopyridine 12-30 Months:

HR 0.71 (0.59-0.85)

4.3% vs. 5.9%

HR 0.82 (0.70-0.97)
5.6% vs, 6.5%
P<0.001
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Mauri et al N Engl J Med. 2014;371:2155-66
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0.5% -

0.0% —- »
Severe/Moderate

~
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0.001

2.5%

DAPT

<0.001
3.1%

<0.001

0.004

0.15

0.1%0.1%

Severe Moderate BARC Type 2 ' BARC Type 3 ‘ BARC Type 5
B Thienopyridine (N=4710) = Placebo (N=4649)

Mauri et al N Engl J Med. 2014;371:2155-66




Cumulative Incidence of Death

10% -

8% +

6% -

4% -

DAPT

- Thienopyridine
—_ Primary Analysis Period
All cause mortality Faiiiats HR 1.36 (1.02-1.82)

2.0% vs. 1.5% 2.3% vs. 1.8%
P=0.052 P=0.04

15 18 21 24 27 30 33
Months After Enroliment

Mauri et al N Engl J Med. 2014;371:2155-66



Durée > 12 mois
Mortalité globale

Events % Short duration | Long duration
(12 months) (30 months)

DAPT (n=9 961) 1,5 2,0
DES-Late (n=5 045) 1,4 2,0
ARTIC-Interruption (n=1 259) 1,4 1,1

Study name Death Odds ratio and 95% CI

Odds Lower Upper
ratio limit limit

DAPT 0,800 0,599 1,068
DES-LATE 0,696 0,442 1,097
ARCTIC-interruption 1,313 0,486 3,547
All 0,792 0,625 1,004 p=0.054
Mauri L et al, NEJM 2014
Lee CW et al, Circulation 2014 0;:2 witha 1”2 mm:o
Collet JP et al. Lancet 2014 worse better

Montalescot G AHA 2014



31 666 pts — 10 études randomisées

Study

DAPT, 2014%

DES-LATE, 2014*
EXCELLENT, 2012*

ITALIC, 20147

OPTIMIZE, 2013’

PRODIGY, 2012*

RESET, 2012°

SECURITY, 2014*

LV: (P=0-0%, p=0-71); p value for ES=0-006
DeL: pvalue for ES=0.006

Durée < 12 mois

Network méta-analyse

Death all cause

; HR (95% Cl)
— - 047 (0-29-076)
—1— 068 (034-1.37)
. 050 (0-09-274)
- 0.75 (0-17-3-30)
i 107 (050-2.28)
0.90 (0-49-1.65)
- 073 (016-3.26)
- 060 (0-15-2-42)
0-67 (0-51-0-89)
0-67 (0-51-0-89)
1 1 ] 1 ] 1
- Short duration Long duration CV Death
Study ;
DAPT, 20144 ‘E‘é—
DES-LATE, 2014" —
EXCELLENT, 2012 -—i
ITALIC, 20147 |
OPTIMIZE, 2017 —§r—-
PRODIGY, 2012* -
RESET, 20129 “ I
SECURITY, 2014% S
FV: (F20-0%, p=0-85); p value for ES=0.52
D+L: pvalue for ES=052 *
1

Palmerini et al Lancet. 2015;385:2371-82
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1.04 (070-1.53)
068(038-1.23)
0.67 (0-11-3.99)
167 (0-40-6.97)
090 (0-55-1-49)
092 (053-1.58)
050(0-91-273)
1.64 (041-6.59)
0-93(073-117)
0-93(0:73-1-17)



DAPT > 12 mois:

Diminue le taux d’évenements thrombotiques
Augmente le taux de saighement

Augmente la mortalité globale

Cependant



PEGASUS

Long-Term Use of Ticagrelor in Patients with Prior Mi
(Most patients were enrolled close to 2 years after Ml)

End Point Ticagrefor Placebo Mazard Rato [95% Q) P Value
Yo Kaplan-Maer event rate (W)
Cardovarcular dexth, myocardial icfarchon,

o Stroe -
Ticagreler, 30 my TAS 204 - 085 0.75-0.9%) 0008
Ticagrelor, 80 myg 777 S04 —— ! 084 0.74-093) S04
Ticagreler pocied 7h1 .04 - 0.84 0.76-0.9%4) 2.001
Cardavascular deah -
Tocagreler, 30 my i 1 -—.—- 087 0.71-1.08) .15
Ticagreler, 60 my 186 139 — 083 0.68-1.01) oor
Ticagrelor pooied 2.90 .99 e 083 12.71-1.00) 0
Myocasdal infasction -
Ticagrelor, 90 myg 4.40 535 - 051 069099 0.9
Ticagrelor, 80 mg 453 535 —— 0.4 0.72-099) o0
Tcagreler pocied 447 $.35 B 083 0.72-095) 0.00%
Strose ;
Ticagrelor, 30 my 161 L9 -—.—v— 02 PS)-107) 0.4
Ticagreler, 80 myg 147 1.54 > - 075 0.57-09) Y- |
Tcagrelor pocied 1.54 1.54 - . -.7—9 ) _ 078 p&-05s) .03
04 o4 08 0 13 L&)
- ———

Ticagrelor Better Placebo Better

Bonaca et al N Engl J Med. 2015;372:1791-800



PEGASUS

Bleeding
Ticagrelor, 90 mg Ticagrelor, 60 mg
End Point vs. Placebo vs. Placebo
Hazard Ratlo Hazard Ratio

(95% Q) P Value {95% Cl) P Value

Bleeding
TIMI major bleeding 2.69 (1.96-3.70) <0001 232(1.68-3.21) <0.001
TIMI minor bleeding 4.15 (247-7.00) <0001 331(1.94-5.63) <0.001

Bonaca et al N Engl J Med. 2015;372:1791-800



DAPT trial

Analyse ancillaire de DAPT trial: chez les pts avec ou sans
ATCD d’IDM

DC global 1.6% 1.4% 0.61

Pas d’'IDM Thienopyridine n

DC cardiovasculaire 1.5% 2.1% 0.04

Bonaca et al N Engl J Med. 2015;372:1791-800



Guidelines

Angor stable

Recommendations for PCI | Class® | Level® |

Antiplatelet therapy
6 Mois apres DES

DAPT is indicated for at
DAPT s indicated for 6 1 mois apres BMS

Shorter DA

uedorgsid < 6 mMois si important risque de saighement

rwion > 6 mois si important risque de saignement

DAPT may lovooororrrorc omr o rmormmrm i pe o e e T S O e S TR T e W TS YO e SR ST Ve

Syndrome coronarien aigu

Recommendations
Antiplatelet therapy

ASA is recommended
(or 80-150 mg i.v.), an

12 mois apres DES ou BMS
A P2Y , inhibitor is re
contraindications such1mWWre:

ESC/EACTS Guidelines Eur Heart 1 2014;35:2541-2619




Durée optimale de DAPT?

Apres une ATC avec DES

Pas de regle applicable pour tout les
patients concernant la duréee de DAPT



Durée optimale de DAPT?

Apreés une ATC avec DES
DAPT pour 6 mois

— T

Durée plus longue
Evts thrombotiques dans les 6 m
Premiere génération DES
Ht risque thrombotique:
IDM
Multiple stents, stent du TCG
ATCD thrombose de stent
diabetes, |ésions diffuses

Durée plus courte
Saignement dans les 6 mois
Nécessité de chirurgie
Ht risque de saighement

anticoagulation (FA...)

Insuffisance rénale

Co-morbidités pour le
saigement (gastro, AVC...)







