College

MNational des
Cardiologues des

Hopitaux

’ . ’ O\}
Dr Gregoire Range d\f\
Les Hopitaux de Chartrg>§’
&é
CNCH 2010;

Symposium Ag@a Zeneca



. xQ°
Collége S
MNational des

sere Conflits d'intérét

@
&
60
©
&
\\)\0
S
o 8\\@'
060 .{\@}
& xO
.\\\9& Q]ef.:
& ©
N4 Q{b
\2\&0 <@
ol * Relationships with commercial interests: <
O X
q@%b + Speakers Honoraria: Astra-Zeneca / Bayer / BMS «0&’0
. : , Q
& « Consulting Fees : Biotronik 5@@
& .
o « Works shop : Saint Jude €
L &
% &
5@
&O
~
\2\«
O
3
6\3
@
00&
i
('1/
©
Q0



Collége
National des \0@\
qudial@gut}ﬁ des é\\(\
Hopitaux e®
&
&
@
Q)Q
@
6@
&
&
60
&
&
\s)@)
&O
é'o
@UE' @
pronostic post SCA? .«
be
6\)
.0@
§ risque r d
) esi
ue s
YV %Q
Q'(\@ O\s@
Vv %,&
(]
&
&
&c\@
~
%ﬂ
@)
Oé
6\3
&2
0(\QK
O
o5
’\©q/
N



@ﬁzﬂz‘a‘; s“FAST MI
Cardiolt}gucs des
o Hopitaux Réduction dg Ta mortalité de 60% en 30 ans

Les COu irbes de pincent de + en + = effet seulil
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Organisation des réseaux et création de;%tructures adaptées
Développement des techniques de C@zrdlologle interventionnelle

Amélioration de I'environnement plrfarmacologlque (AAG +++)
<\©
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Puymirat et al, Circulation. 2017;136:00-00. DOI: 10.1161 CIRCULATIONAHA.117.030798
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Cl, confidence interval; MI, myocardial infarction; PRECLUDE, Pattern of Repeat Cardiovasc &s«Events During Follow-up After First Diagnosed Event-MIl; SWEDEHEART, Swedi
Web-system for Enhancement and Development of Evidence-based care in Heart disease E ated According to Recommended Therapies
Varenhorst C et al. Oral presentation at AHA 2016
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Béneéfice du Ticagrelor v§‘°
Clopidogrel (PLATQ)*@%

Recommandation classe b
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Tous les patients*

Pwss@nts P2Y12

The NEW ENGLAND
]OURNAL of MEDICINE

SEPTEMBER 10, 2000

Ticagrelor versus Clopidogrel in Patients with Acute

Coronary Syndromes

amell@Tent le pronostic
PLATO

Ticagrelor
(n=9333)

Clopidogrel
(n=9291)

HR pour ticagrelor

(95% Cl)

Critere principal, n an) 2
Décés d’origine (QJQI-@\I{;M + (\\\
AVC S 864 (9,8) 1014 (11,7) 0,84 (0,77-0,92) < 0,001®Q?’

— R T
Criteres %;dindalres, n (% / an) ,\0&

» &
Décggriotaux + IM + AVC 901 (10,2) 1065 (12,3) 0,84 (0,77-0,92) «oc°< 0,001
(o) Q
Beces d’origine CV + IDM + 5l
AVC + ischémie récurrente + A59
accident ischémique 1290 (14,6) 1456 (16,7) 0,88 (0,81-0,95) &2 <0,001
transitoire + thrombose ‘ééé
artérielle oﬁz
IDM 504 (5,8) 593 (6,9) 0,84 ( ;§0 95) 0,005
Déces d’origine CV 353 (4,0) 442 (5,1) %Q§XQ964L91) 0,001
@)
b\)
AVC 125(1,5) 106 (1,3) > 1,17 (0,91-1,52) 0,22
Déces toute cause 399 (4,5) 506 (5,9) AQC)O\ 0,78 (0,69-0,89) < 0,001
d}
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Wallentin L et al. N Engl J Med 2009;361:1045-1057



AAP post STEMI dans la vraie vie

AAP sortie H/ SCA ST +
Registre CRAC (n=3912)

77%
70% 71,9%

63,6%

84 % sous nouveaux P2Y12 Clopidogrel

Ticagrelor

—Prasugrel
21,7%

19% 16,5%  17,00%  16,00%
—+0:0%— gy S8%—. 6.00%

— 3,00%
2014 2015 S1 2016 S2 2016 S1 2017
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Behavioural aspects after$T-elevation

osiies Respect des
recommandations

@ESc

. . . PR~} uropean Soci
myocardial infarction © of Cordlooy
&
A\
Recommendations c‘;\\(’

£
Itis recommended to identié(%mokers and provide repeated advice
on stopping, with offers&o)‘ﬂelp with the use of follow-up support,
nicotine-replacementgterapies, varenicline, and bupropion
individually or inr ination.

Participation i@}\cla rdiac rehabilitation programme is recommended.

=
A smoking&&essation protocol is indicated for each hospital
partisi[)é?ing in the care of STEMI patients.

Theuse of the polypill and combination therapy to increase

F‘ﬁherence to drug therapy may be considered.
C -

www.escardio.orgf/guidelines 2017 ESC Guidalines forthe Managemantof AMESTEMI (European Heart Journal 2017 - doi:10.1093 faurh eartjfehx095)

CRAC 2017
RCV
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. &
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Fi1G. 1: Adhérence thérapeutique aux principales classes thérapeutiques aprés un infarctus du myocarde (bétabloquants, inhibiteurs de 1'enzyme de conversion

antagonistes des récepteurs de l'angiotensine 2, statines, antiagrégants plaquettaires) selon I'age. D’aprés P. Tuppin et al. [5].
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ath, MI, or Stroke (%)
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PEGASUS : Primary ischemic end
N = 21,162 @&Q@{‘@\\@ pOI nt

Age 250 years

At least 1 of the following:
. Age 265 years | (\@ by

Plvpind v biesieid &° Placebo (9.0%)

Multivessel CAD 60

CrCl <60 mL/min KO
et a faible risque hémorragique &QQ .

Ticagrelor 90 (7.8%)
Ticagrelor 60 (7.8:@*@'
R
2
QJQ
N : ;. &
diminution du risque résiduel rsSarelor 90 mg
. H&® 0.85 (0.75 — 0.96)
SOuUS TlcagI’E|OI’ @@Q P=0.008
<
1 @‘Q'%’ .
& Ticagrelor 60 mg
.»@@ HR 0.84 (0.74 — 0.95)
: &0\ P=0.004
i 9
! - <
Q\».
@)
p >
60
T «wa,
o‘\Q
3 6 9 12 15 18 21 %&2 27 30 33 36

. Vv
Months from Randomlzat@)n
S

Bonaca MP et al. NEJM 2015
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0 /g Evelﬁé at 3 Years by Prior Coronary Stent
PEGASUS @
TIMI 54 W@ L
@ &
{Qv% é\'\
o,\\o_, \\06
\*?&~ &
<8 16,891 (80%) 4,271 (20%) et
NS R "Qf(\
RS With Coronary No Coronary &
> Stent Stent S§P
Q{?»@ 91% of PEP Events Q@°
C)o° Spontaneous — Unrelated to 0@
Coronary Stent &0\'}‘
5% 1 | 4.1% | % | _ &
o g | 1.7% {Q?e,
4% - 7% - @
()] w Q
5 3% - & 6% - %&
Q a0, | 2.3% S 5% - 4.4%S
Lo ] Y jor |
w 2% | 1.7% = 4% 3.1%
@ 2% - o 3% 7 &
) 1:;.3 : 0.7% K f::: 1 &
1% 1 l I 0.0%
0% - : : 0% -+ . :
CV Death (Type 1M Stroke Definite HCV Death  Type 1 MI Stroke Definite
Placebo Patients Stent Pla @ntients Stent
N=7,067 Event Thrombosis N=1,% Event Thrombosis
(1/



Balance benhefice-risque

o Evts ischemiques / an Hémorragies graves / an
- 40 (groupe 90) + 41 (groupe 90)
- 42 (groupe 60) + 31 (groupe 60)

NN
Q4

\\Q)
&Q)
. N=21,162 &
10 Age 250 years o
At least 1 of the following: (\6\
- Age 265 years &° Placebo (90%)
9 + Diabetes requiring 06\5
. ?neddgﬁélfpﬂl (>1 year ago)\ Qﬁ CVD / M / StrOke . 0
8 * Multivessel CAD &0 Tlcagrelor 90 (78 /0)
S +  CrCl <60 mL/min . , e
S | etafablerisque & Ticagrelor 60 (7.8\;@*
E)/ 7 hémorragique o N
X
_g . ° 10000 patients traités
n 6 (ITT / groupe Ticagrelor)
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Ticagrelor 90 mg
HR 0.85 (0.75 — 0.96)

CV

P=0.008
1
Ticagrelor 60 mg
0 ' ' ' ' ' ' ' ' (@«5’ ' ' ' ' HR 0.84 (0.74 —
> 0.95)
0 3 6 9 12 15 18 21 .z&gf 27 30 33 36
P P=0.004

. Vv
Months from Randomlzat%n
S

Bonaca MP et al. NEJM 2015



Efficacy of ticagrelor in reducmg risk of atherothrombotic events

declines with increasing durgcﬂon of P2Y,, inhibitor withdrawal

The greatest benefit was seen in patlgﬁts who had discontinued P2Y,, inhibition within 30 days,
and the magnitude of this benefit vs\ka% similar regardless whether the patient’s qualifying Ml was
<2 years or 22 years prior to rangR)mlzatlon

Time from P2Y,, mhﬂ:gﬁ’or

@’Q

withdrawal to randaﬁuzatlon

<9 >30days
2 to 1 year
S n=6501

>1 year
n=5079

® Ticagrelor 60 mg

KO

HR (95% CI

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

N\
0.73 (0.61, 0. 87%\;\\0 <0.001

Q
0.90 (0.72,d' 92)
0.82 (oaé\s 1.02)

ogg(o 71, 1.04)
\fo

6 0.96 (0.73, 1,26)

\}
O
@ o\*f\ 1.06 (0.81, 1.38)
600*\' 1.01 (0.80, 1.27)
< e >

Ticagrelor better

1.0

,\I@l?icebo better

N
(]/Q

P value

\\®

{\\e

N
&

0.11

0.96

P2Y,, inhibitor withdrawal (Bonaca 2015)

Confidential for AstraZeneca Discussion Purposes Only
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randomization 0@‘\
o
»;\0(\6\
O
12 — <30days m@\;awal
&0&0
& HR 0.70
10 4 (9 (95% Cl 0.57, 0.87)
& P=0.0009
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2 <"
@ <
X @C’é
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>
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The greatest benefit with tigagrelor was seen in patients
who had discontinued P2‘7 ., inhibition within 30 days of

Ticagrelor 90 mg BID
M Ticagrelor 60 mg BID

NNT, number needed to treat

90 180 270 360 450 540

Confidential for AstraZeneca Discussion Purposes Only

©
Days from r@'ﬁdomization

9.9%

1080

P2Y,, inhibitor withdrawal (Bonaca 2015)
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Risk scores vahdgfed for dual antiplatelet
therapy duratmn decision-making
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Séléction ?

After 12 months of uneventful DAPT

Time of use At the tim e of ¢ coronary stentmg
DAPT duration Short DAPT (3—6 months) vs. Standard DAPT (12 months)vs.
strategies assesﬁd Standard/long DAPT (12-24 months) Long DAPT (30 months)
Score Calcuéa/\fw" HB 22 115 11105 <10 Age &
@) g | T T 1 ((\0
> 275 -2 plo
» WBC <53 10121415 18 220 65 to <75 ;%ﬁt
2 PSSl Frea e P P e e |
S <65 Q)QK pt
s Age 60760 . 70 WUJ 290 Cigarette smoking @ *1opt
'e@e I m 1 : ] R
o3 acl o5 80 LEF N6 % B Diabetes mellm.xs <O +1 pt
,\© = T | M| at presen tation 2 +1 pt
(19'\ X " 9 Prior PA or priorMI & +1 pt
g:;oerding 2 1785 | paclitaxel-eluting st@‘f’ +1 pt
Stentdiameter <?b<9|m +1 pt
Score 024 6 81012141618 202224262830 | cHF or LVEF < +2 pt
P°|nts | 7750 7 O LR .3 PRI R FRRecal A L) R I -7 LA |
Vein graft stent +2 pt
Score range 0 to 100 points ' O -2 to 10 points
Decision making Score 225 = Short DAPT .Q'eov Score 22 = Long DAPT
cut-off suggested Score <25 =+ Standard/long DAPT (\q‘ Score <2 = Standard DAPT
(@)

Calculator

www.precisedaptscore.com

www.escardio.orgfguidelines

v

©
2017 ESC Focused Update on DAP(\m Coronary Artery Diseasae, davalopad in collaboration with EACTS

{European Heart Journal 2017 - r@l 10.1093/eurheartjfahx419)

@ESC

European Society
dgf Cardiology



Prognostic impact of prolonged
ADAPT
in the re kworld FAST-MI 2005

« 3,319 patlent%«ﬁlscharged alive after STEMI or NSTEMI

with data on°°d|scharge treatment available &
« 75% on&DAPT @ 1yr {\
43°/<y6n DAPT @ 2yrs | &t
31% on DAPT @3 yrs | » EEif.. &
#99% on DAPT @ 4 yrs | .| bwoss’ &
OR= 0.88 [0.54; 1.43] P=0.60 L°A>tverr —e— 0 &0*3 L
Q,(\@(l/ ? T T T Q’;é?o T T T
v . 0 10 20 & 20 40 50 60
* No favorable impact 5t
on all-cause death o e i < -
i-“lAR thZ[O :7;(88]1@)
Log Rank Test: p=0PL
d analysis-@?zuez;)
OR= 117[0%9170]P040[ s l
KX
. 2‘;::@(§§ 634
Schiele et al. Int J Cardiol 2015 N




DAPT > 12 imois post STEMI

= patients a Ht risque ischémique selon DAPT score ?

-
=
=
% ’
A < (%]
(]9\ :é 30 'Q?Q,@' Never
34;8% \@K
20 8‘0\

]

<&
%ﬂ
_, &
0
DAPT score < 2 DAPT scoreg,ﬂ
Q/C)
&

5
Fig. 3: DAPT duration after dichotomisation of oug\p{bpulation according to DAPT scores <2
S

and >2 v )
Thése Dr Caze [ Données STEMICRAC 2014
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Acute Coronary Syndrome

* Pronostic post SCA gf%msforme depuis 20 ans Des/misomcs

notamment graceaoﬁux AAP N

igh Bleeding Risk
* Risque re5|du§4 Sssentiellement lié au patient et N{ Yi@@'
non au stente? R (g

) 0\\0
e Efﬂcaut@de la DAPT : 2 périodes 0&‘“
« <1sM : lie & la procédure o e
@%60' Bénéfice DAPT (Nvx P2Y12: 1b) pourtous (6 mois min): 1A~ °™ ';c‘b" '
_&@o°°g * Respect des recommandations dans vraie vie e@%é_?. ________
©’i§ * Pb:Observance [ suivi %'/\O

A
S ¢ >1an:liée al'évolution de la maladie : risque reS|due1@ |
* Balance benefice / risque positive de la DAPT sur popukﬁ\tlon

a Ht risque ischemique et faible risque hemorraglqueo 30mo. __.| AIB]
(Ticagrelor 60) : b ec) 232:‘122‘.*.3'251
with prior Mi

* Difficulté de la sélection des patients a haut rlsgcqbe dans la v

vraie vie oy

OO
* Pistes: 0;@“
< Cs 12 mois systématique (par coro) pQQr sélectionner candidat
a DAPT au long cours (score) ? P

* Simplifier traitement (Monothérapie : Ticagrelor seul ?,..)



