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DAPT apres syndrome coronarien aigu

Pour combien de temps ?

Pr Pierre Coste
Plateau technique de Cardiologie Interventionnelle
Hopital Cardiologique — Université de Bordeaux

CH U universite
Lol “BORDEAUX

B




Conflits d’intérét

* Pas de conflit dans le cadre de cette présentation



Apres un SCA : DAPT pour 12 mois

Irrespective of the revascularization
strategy, a P2Y 4, inhibitor is
recommended in addition to aspirin

and maintained over 12 months unless
there are contraindications such as
excessive risk of bleeding events.

Apres un stent : DAPT pour 1-6 mois

Antiplatelet therapy after stenting

DAPT is indicated for at least | month after BMS implantation.

DAPT is indicated for 6 months after DES implantation.

Shorter DAPT duration (<6 months) may be considered after DES implantation in patients at high bleeding risk.

2014 ESC/EACTS Guidelines on myocardial revacularisation
2015 ESC Guidelines for ACS without persistent ST-segment elevation



But du traitement antiplaquettaire (DAPT)

e Prévenir la thrombose de stent (nus et actifs)
— (précoce)

— tres tardive ++

e Prévenir la thrombose des autres lésions
athéromateuses

e Réduire la mortalité...



Prévenir la thrombose de stent



DES thrombosis and antiplatelet therapy
regimen. The e-SELECT Registry

220 22.0
18.0 + Dual antiplatelet therapy
Discontinued aspirin
Discontinued thienopyridine
14.0 1 13.0 M Discontinued both antiplatelet agents
% 10.0
’f
A
4.0 |
2.0 4
0.8
0.5 04 04
e s wcammim 00 0.1 00 006 [l
75/14,676 3/203 5/39 4/18 35/13,819 1/270 1/290 0/52 9/11,415 0/368 1/1,795 1/119
0 - 30 days 31-180 days 181 -360 days

N = 15147 pts / 23472 stents au sirolimus Urban P JACC 2011; 57:1445



Essai DAPT : bithérapie (aspirine-thiénopyridine)
apres 1 an de bonne tolérance

Index 0-12 Months: At Month 12: 12-3IJ. Months: Follow-Up
Stent All Subjects on 1:1 Blinded
Procedure Open-Label Randomization Treatment _ 30 Months: _ 33
DAPT Occurs Occurs Primary End Point | | Months

5,020 Receive
DES Thienopyridine +

Treated Aspirin 9,499 9,390
Subjects (95.4%) (94.3%)
22,866

4,941 Receive
Placebo + Aspirin

842 Receive
BMS Thienopyridine +
Treated Aspirin 1,580 1,565

Subjects — >

2,816

845 Receive (93.7%) (92.8%)

Placebo + Aspirin

SCA :40% /STEMI 11 %



Evenements cliniques dans |'essai DAPT

Cumulative Incidence (%)
2

<0.001

4.1%

<0.001

2%

1 0% 0.16
1. 2%, 0.55 0.68
1%
0.3%
0.1% 0.1% 0.5% 02y
0%
N S & & = we
5 & q*ap
&

LN

A@ B Thienopyridine (N=5020) W Placebo (N=4941) R

MauriL N EnglJ Med nov 16 2014




Incidence des infarctus du myocarde

dans I’essai DAPT

Primary Analysis Period

tWonths After Enrolliment

10% === Thienopyridine
m Placebo
= 8% 4
[
35
]
=8 6% -
LA T
L
xa]
ES I
® ° 4% —
22
E2
2% =
i ‘ﬁl_
12 15
# At Risk
Thienopyridine 5020 4920

Stucy Drug
Treatment Ends
46534 4580 3051
4501 4440 Im?z2

Flaceho 4941 4204




Mortalité totale dans |I'essai DAPT

10% === ThHignopyridine
= Placebo

Primary Analysis Period
12 EIJ Munths

8%

12 33 Munths

5%

4%

2%

Cumulative Incidence of Death

0%

12 15 18 71 24 37 33

Months After Enrollment Study Drug
# At Risk Treatment Ends
Thienopyridine 5020 4936 4875 4835 4777 4703 46R3 3139

Flaceho 4941 4566 4805 4761 4700 4659 46148 3154




2.5

2.0

e
(%)

Mortality (%)

E
o

0.5

0.0

Causes de mortalité dans |I'essai DAPT

A=0.46%
[-0.05%, 0.98%]

Any cause*

Continued thienopyridine
Placebo

A= 0.08%
(-0.32%, 0.48%)

A=0.38%
[0.05%, 0.73%]

A4=0.29
[0.05%, 0.53%)]

4=010%

[-0.08%, 0.28%) A=0.02%

[-0.13%, 0.16%)]

Cardiovascular* iQ

: 3 or- Bleeding-relatedt Fatal bleedingt
Cause of death

Mauri L Eur HeartJ 2016;37:378



3.5%

2 0§ g f§ g

Cumulative Incidence (%)

g

0.0%

Hémorragies dans I’essai DAPT

0.001

2.5%

0.004

1.7%

0.15

0.8%

Moderate or Moderate Severe

Severe

B Thienopyridine (N=4710)

<0.001

3.1%
<0.001

2.6%

0.38

0.1%0.1%

BARC Type 5

BARC Type 3

BARC Type 2

B Placebo (N=4649)



Score DAPT =2

Permet de discriminer les patients qui bénéficieront du traitement et
ceux pour qui le risque de saighement est prédominant

Variable Points Low DAPT Score (< 2) High DAPT Score 2 2
Patient Characteristic NNT to prevent |sch9m|a =153  NNT to prevent |sch9m|a =34
NNH to cause bleeding = 64 NNH to cause bleeding = 272
Age
65 - <75 -1
< 65 0 4,0% - Myocardial Infarction GUSTO Moderate Net Adverse Mortality
g or Stent Thrombosis or Severe Bleed Events
Diabetes Mellitus 1 & 3,0%
Current Cigarette Smoker 1 E 2.0% P<0.001 . 51;;0.02 P<0.001 P=0.14
7] ’ ,
. . k:
Prior PCI or Prior Ml 1 88 10w 0,92% 0,73%
g o 0,37%
CHF or LVEF < 30% 2 9 £ { i io,m%
sE°”
x 32
Index Procedure Characteristic 2 2 .1,0% -0,66%
2 M DAPT Score < 2
(==
MI at Presentation 1 ° -2,0% | DAPT Score > 2
=
Vein Graft PCI 2 E -3,0% -2,70%
o -3,02%
o
Stent Diameter < 3mm 1 = 4,0%

> DAPT Score calculator www.daptstudy.org




Les patients avec antécédent d’infarctus du myocarde
ont un risque ischémique plus grand. Etude DAPT

Ml or Stent MACCE GUSTO Moderate Death

Thrombosis or Severe Bleeding

3.0%—1 NoMI Any Ml No M| Any Ml No Ml Any M No MI Any M|

2.0%— L2

1.0%—

-1.0%—

-2.0%

-3.0%—

e

-3.48

-4.0%—

Risk Difference of Continued Thienopyridine-Placebo (12-30 Months)

BIDAPT Score <2 JIDAPT Score 22

Keriakes DJ JACC 2016;67:2492



Prévenir les complications de
I"athérothrombose



Prévenir la thrombose des autres lésions coronaires

A\l
Culprit lesion (CL) related

Non culprit lesion (NCL) related
Indeterminate

Time in Years

ALL 697 557
CL related 697 590
NCL related 697 595
Indeterminate 697 634

506 480
543 518

553 521
604 583

MACE = cardiac death, cardiac arrest, Ml, or rehospitalization for unstable / progressive angina




Essai PEGASUS : bithérapie (aspirine-ticagrelor)
chez des patients a haut risque cardiovasculaire

e Y Trial Design @

PEGASUS
TIMI 54

Stable pts with history of Ml 1-3 yrs prior
+ =1 additional atherothrombosis risk factor

RANDOMIZED
DOUBLE BLIND Planned treatment with ASA 75 — 150 mg/d &
Standard background care

Ticagrelor Ticagrelor
90 mg bid 60 mg bid
F°"°W'Up VISItS Minimum 1 year follow-up
Q4 mos for 1st yr, then QG mos Event-driven trial

Bonaca MP N EnglJ Med 14 march 2015
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PEGASUS-TIMI 54: Inclusion Criteria

Age >50 years old

History of a spontaneous M| 1-3 years prior to
enrolment and one additional high-risk feature

— Age 265 years old

— Diabetes mellitus requiring medication

— A second prior spontaneous Ml

— Angiographic evidence of multivessel CAD

— Chronic, non-end-stage renal dysfunction (CrCl <60 mL/min)

Prescribed and tolerating ASA at the time of
enrolment

19
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CV Death, MI, or Stroke (%)

[

Primary Endpoint @

SUS
IMI 54
N = 21,162
Median follow-up 33 months Placebo (9.0%)
Ticagrelor 90 (7.8%)
Ticagrelor 60 (7.8%)

Ticagrelor 90 mg
HR 0.85 (95% CI1 0.75 - 0.96)
P=0.008

Ticagrelor 60 mg
HR 0.84 (95% CI1 0.74 - 0.95)
P=0.004

0 3 6 9 12 15 18 21 24 27 30 33 36

Months from Randomization



55 Components of Primary Endpoint @

PEGASUS
TIMI 54
Endpoint HR (95% CI P value
—i— 0.85 (0.75-0.96) 0.008
CV Death, MI, or Stroke —@— 0.84 (0.74-0.95) 0.004
(1358 events) - 0.84 (0.76-0.94) 0.001
i 0.87 (0.71-1.06) 0.15
CV Death @ 0.83 (0.68-1.01) 0.07
(966 events) e 0.85 (0.71-1.00) 0.06
i 0.81 (0.69-0.95) 0.01
Myocardial Infarction —— 0.84 (0.72-0.98) 0.03
(898 events) i 0.83 (0.72-0.95) 0.005
i 0.82 (0.63-1.07) 0.14
Stroke @ 0.75 (0.57-0.98) 0.03
(313 events) R 0.78 (0.62-0.98) 0.03
[ I I | I
0.4 0.6 0.8 1 1.25 1.67 . Ticagrelor 90 mg
Ticagrelor better Placebo better @ Ticagrelor 60 mg

ket An Academic Research Organization of
5} @ Pooled

Brigham and Women’s Hospital and Harvard Medical School




Y4 Bleeding @

PEGASUS
TIMI 54
Ticag 90: HR 2.69 (1.96-3.70)
° Ticag 60: HR 2.32 (1.68-3.21) ® Ticagrelor 90 mg
-
41 P<0.001 Ticagrelor 60 mg
" Placebo
31 26
2.3 P<0.001
2 - P=NS P=NS P=NS

1.3 42

3-Year KM Event Rate (%)

TIMI Major TIMI Minor Fatal bleeding or ICH Fatal Bleeding
ICH



Reduction in CV death, Ml or stroke with ticagrelor

by time from P2Y, inhibitor withdrawal

Time from P2Y,, inhibitor
withdrawal to randomization

<30 days
n=7181

>30 days

—

tolyear ]

n=6501

>1 year
n=5079

—

—

—

27% RRR

14% RRR

 RRR

P-interaction 0.0097

HR (95% ClI)

0.70 (0.57, 0.87)
0.75 (0.61, 0.92)
0.73 (0.61, 0.87)

0.90 (0.72, 1.12)
0.82 (0.65, 1.02)
0.86 (0.71, 1.04)

0.96 (0.73, 1.26)
1.06 (0.81, 1.38)
1.01 (0.80, 1.27)

<

0.7

Ticagrelor better

0.9 I 11

1.0

Placebo better

v

P value

<0.001

0.11

0.96

Ticagrelor 90 mg
Ticagrelor 60 mg

Pooled



Bénéfice de la DAPT chez les artéritiques

CV Death, MI, or Stroke at 3 Years (%)

25+

20

15: 4]

10

dans I'étude PEGASUS

Benefit of Ticagrelor (Pooled)
By PAD at Baseline

PAD HR 0.75
95% (C1 0.55-1.01) p-interaction 0.41

NoPAD  HRO.86 19.3%
95% (C1 0.77-0.96) PAD
ARR 4.1%
NNT 25
15.2%

8.4% No PAD
ARR 1.0%
__-=—"17.4% NNT100

-
i

-
.
-

-
-
-

-
-

Risque hémorragique faible (+0.12%) / groupe placebo

0 90 180 270 360 450 540 630 720 810 900 990 1,080

Days from Randomization

Placebo B Ticagrelor (Pooled Doses)

Bonacca MP JACC 2016;67:2719



Bénéfice de la DAPT chez les diabétiques avec
un antécédent d’infarctus dans I'étude PEGASUS

3-Year KM Rate (%)
Ticagrelor Placebo HR p Value

—— 101 0.85 0.09
CVD/MI/Stroke —&— 10.0 0.83 0.05
—~— 101 1.6 0.84 0.03
i e B 0.82 0.9
Cardiovascular Death —— 3.8 0.74 0.04
~——— 39 5.0 078 0.0495
P 22 0.68 0.049
Coronary Heart Disease Death D 2.1 064 0.02
e 2.2 34 066 0.01
L 5.8 0.88 0.31
Myocardial Infarction @ 6.0 090 0.39
- 9 6.5 0.89 0.28
i 1.8 069 0.09
Stroke ® 1.8 0.69 0.09
e T 1.8 2.5 069 0.04

Ticagrelor Better 1.0 Placebo Better

Based on n = 6,806 Patients

Bl Ticagrelor 90 mg BID @ Ticagrelor 60 mg BID - Pooled Doses

Risque hémorragique augmenté / groupe placebo Bhatt DL JACC 2016;67:2732



Au final, quelle population pourrait bénéficier
d’un traitement DAPT prolongé ?

Infarctus du myocarde

Thrombose de stent

Récidive de SCA a I'arrét de DAPT

AOMI / poly-vasculaire

Atteinte coronaire multitronculaire / |ésions complexes
FEVG abaissée

Insuffisance rénale chronique












COURBE DE PERSISTANCE DES PATIENTS SCA SOUS DOUBLE ANTI-AGREGATION PLAQUETTAIRE (DAP) SUITE A UN SCA
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E Mois aprés hospitalisation

Données poolées issues de délivrances en pharmacie et de prescriptions de médecins généralistes converties en délivrances selon les protocoles suivants :
Panel IMS Health

- Observatoire constant de 5 500 pharmacies informatisées et représentatives des pharmacies au niveau national en termes de régions, chiffre d’affaires et communes.
- Recueil de données se fait en continu et en temps réel lors de la délivrance, via la carte vitale, chez le pharmacien.

- Les résultats observés peuvent étre projetés a I'activité de I'ensemble des 22 039 pharmacies de France.

Panel IMS Health

- Observatoire constant de 1 200 médecins généralistes représentatifs de la population de référence en termes d’age, sexe et région d’exercice.
- Recueil de données en temps réel de la consultation chez le médecin, a travers son logiciel de gestion quotidienne de son activité. Les données collectées ne sont pas modifiées apres avoir été télétransmises.



