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= Comparer les difféerents NACOs en flbrlléaﬁbn auriculaire.

= Revoir ['utilite et les dangers de IAA\Q (en monothérapie ou en

association). o“\@

N
= Connaitre ['utilité pOSSIblEbgeS NACOs en MCAS stable et

maladie arterielle pe(t@erlque

\
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\Q Macle et al. Canadian Journal of Cardiology 2015;31:1207-18

2016 Focused Update of the Canadian Cardiovascular
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Risque Thrombo-embolique:
Scores CHADS, et CHA,DS,-V£

Rates of Ischemic Stroke According to Both CHADS, and CI-@,{I% VASc Scores
66

Adjusted stroke rate

Score Risque annuel (S Nasad on
CHADS, ' CHA,DS,-VASc score
——>= 1 13
1 2;35% 2 2.2
2 e,\o\ 0% 3 3.2
X 4 4.0
3 GC*’@ 5.9 % 5 6.7
4 {\\)\0 85 9% 6 9.8
7 9.6
05 12.5 % ; i
6 18.2 % 9 15.2

Gage et al. JAMA 2001; 285:2864-2870 ESC 2012



Validation of risk stratification schemes for predicting stroke and
thromboembolism in patients with AF: a nationwide cohort study

BN
| | | N
Cohorte Danoise; 73 538 patients, FA non-valvulaire, N%@ﬂtlcoagules
4
S
7o
N

— CHA,DS,VASC score=0  —-— Vascular disease Hospitilgnission and death due to thromboembolism

- = = Female sex Age 65-74 years b@‘ ? (5yr Follow-up)

----- Heart failure = === Diabetes mellitus

== Hypertension : . Annual HR
€= 100 Risk factor )
o TN ——— Q risk (95% Cl)
T E ..::- _:‘ ——————
w2 90 ‘--*--.-.-.?Zf::&‘::mg-na@__ CHA,DS,-VASC = 0 0.69 % 1.0
S8 '
Eg a0 A0+ CHA,DS,-VASc = 1
SE Heart Failure 235%  3.39(1.84-6.26)  <0.0001
=8 70 Diabetes Mellitus ~ 2.28%  3.31(2.00-5.46)  <0.0001
[~
g 6@ Hypertension 1.60%  2.32(1.75-3.07)  <0.0001
(-

. \\)\ Age 65-74 2.13% 3.07 (2.48-3.80)  <0.0001
00 6\\ 4 6 3 10 Vascular disease 1.40 % 2.04 (1.29-3.22) 0.002
2\0 Years of follow-up Female sex 0.86 % 1.25 (0.96-1.63) 0.10

Olesen et al BMJ 2011;342:124-33
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Aspirine vs Aucun Traitement Antithrombotique

Méta-analyse Registre Danois (132,372 pts)
6 études, 3119 patients Hazard Ratio ws@Varfarin
Relative risk reduction (95% Cl) HR
AFASAK | |- = . | Bleeding
SPAF | — ————
EAFT |- F—e— < 1.81 0.93
ESPS Il |- . | ASA\QQ (1.73-1.90) (0.89-0.97)
LASAF|- 1} . . QQ
UKTAF . . N\ { No 1.86 0.84
‘6’0 Treatment (1.78-1.95) (0.81-0.88)
All trials (n = 6) +—e—{ 22% (2% to 38%) ’\&
| | O(\
100 50 0 -50 -100
Aspirin better Aspirin worse _ @ Adapted from Olesen et al

Thromb Haemost 2011;106:739-749
Hart et al. Ann Int med 1999; 131:492-50b

o)
0\O

\
@ﬂéegistre Suédois (115 185 pts)
Annualized incideng%g‘j% Cl) of outcome events according to propensity score matching

. \) ASA No antithrombotic treatment P
............................ {\
lschaemic stroke . A 7.37% (7.11-7.63) 6.61% (6.37—6.86) <0.001
Thrombo-embolickvent 10.60% (10.29-10.92) 9.53% (9.24-9.83) <0.001

« Our results suggest that patients with AF, who are not suitable for oral anticoagulation,
may benefit more from abstaining from ASA, than from using it. »

Sjalander et al. Europace 2014;16:631-38
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Anticoagulants: Coumadin

Réduction du risque d'AVC en FA \
>0
N\
Meta-analyses d’études cliniques randomisées avec C@%adln:
Réduction de 64% des AVC chez les patigg\@é‘ﬁ FA
6\

Study, y Relative Ris 0 tion, 95% ClI
Adjusted-dose warfarin

compared with placebo ‘erb\“
or control ! \&

AFASAK |, 1989; 1990 ' H

SPAF I, 1990

BAATAF, 1990

CAFA, 1991

SPINAF, 1992

EAFT, 199
ge

R\
g&if\ﬁ,(nw)

; i i .
100% 50% -50% -100%
Favors Warfarin Favors Placebo
or Control

Hart RG, et al. Ann Intern Med. 2007;146:857-67.



Anticoagulants: Coumadin
Problematique du traitement avec Coumagin

Initiation

38% des patients éligibles dSO

ne recoivent pas de
traitement anticoagul
BX%!

anquent >20% des doses.
€ faible compliance a un effet

significatif sur le contréle de

I’anticoagulation

’66

N
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Pendant la premiere année,
30% des patients ont cessé
leur traitement

Kakkar, PLoS one, 2013, 8, e63479
Kimmel, AIM, 2007, 167, 229
Gallagher, JTH, 2008, 6, 1500



Number of
patients

Primary goal

Study drug

Control

Risk profile
according to
CHADS, score

Prior stroke

Median age

Median FU

1. Connolly et al. NEJM 2009; 2. Patel et al. NEJM 2011;

Anticoagulants: NACOs

P\
(/
RE-LY? ROCKET AF2 ARISTOTLE3 ENGAGE-AF*
18113 14 264 18 201 6@ 21105
{\'01
Non-inferiority Non-inferiority Non %orlty Non-inferiority
Two dabigatran 00\ :
Al Rivaroxaban, double 5\" Apixaban, Two Edoxaban doses,
: blind { double blind double blind
double blind \‘e oHpIE BN OHbIE BN
Warfarin, Warf@u Warfarin, Warfarin,
open label doé@e blind double blind double blind
(INR : 2-3) A\GINR : 2-3) (INR : 2-3) (INR : 2-3)
<1:31,9% .c>\0\os1:<1% <1:34,0% <1:<1%
2'356%®$\ 2:13,0% 2:358% 2:47%
>3:32 >3:86,9% >3:30,2% >3:53%
MeaQé?l Mean = 3,5 Mean = 2,1 Mean = 2,8
\J
S 20 55% 19% 28%
71,5 years 73 years 70 years 72 years
2,0 years 1,9 year 1,8 year 2,8 years

3. Granger et al. NEJM 2011;

4. Giugliano et al. NEJM 2013




Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrlal
fibrillation: a meta-analysis of randomised gai%(fs

Prévention Thrombo-embolique (avc e{,gt@fbolies systémiques)

—©
NOAC (events) Warfarin (events) \50\ RR (95% Cl) p
T ONS
RE-Lys* * 1346076 199/6022 4‘§@7 066(053-082) 00001
ROCKET AFét 2697081 3067090 @0 = | 088(075-103) 02
ARISTOTLE": M0 265/9081 @6 . 080(067-095) 0012
ENGAGE AFTIMI48% ™ 96705 3] ) f l 088(075-102) 040
Combined (randorn) 911/2931&) ,&@»}129229 -é:>- 0810073-001) <0001
& '. . |
\\\\)\ 05 — 10 _ & 20
\(\‘5 Favours NOAC Favours warfarin

4 trials (*using higher dose regimen)

N = 58,541 patients
Ruff CT et al. Lancet 2014;383:955-62




Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrlal
fibrillation: a meta-analysis of randomised gd%(?s

Hemorragies majelggeg

Q®
NOAC (events) ~ Warfarin (events) \5(\\ RR (95%Cl) p
) \\"I
L * T6T6 397600 0\@6 B 094(081107) 034
ROCKET AFSt WL 386715 N\\o —— 103(090-118) 072
ARISTOTLE: 3719088 462/9052 & —— 071(061081) 00001
ENGAGEAFTMIZBS 4447012 5@@ + 080(071-090) 00002
Combined (random) 1541/292870@‘1 0229211 D 086(073-100) 006
6 !
X | |
O 0 10 20
\(\9{\ ) +— —
Favours NOAC Favours warfarin

4 trials (*using higher dose regimen)
N = 58,498 patients

Ruff CT et al. Lancet 2014;383:955-62



Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrlal
fibrillation: a meta-analysis of randomised gai%(fs

Secondary efficacy and safetg\eatcomes

S

Pooled NOAC  Pooled warfarin N RR (95% Q1) P

(events) (events) 00
Efficacy \S'@(b) ’
Ischaemic stroke 66520202  724/29221 o " 092(083-102) 010
Haemorrhagic stroke 130/29292  263/29221 @® <\/ 0-49 (038-0-64)  <0-0001
Myocardial infarction 413/29292  432/29221 o 6 —€>— 097(078-120) 077
All-cause mortality 2022/29292  2245/29221 \OQ\ {} 0-90(0-85-0.95)  0-0003
Safety 6\0
Intracranial haemorthage ~ 204/29287 G@m —E— 048 (0-39-0.59)  <0-0001
Gastrointestinal bleeding ~ 751/29 {{766 591/29211 —e— 125(1.01-1.55) 0043

\\) | T ]
6\\ 02 05 1 2
A\ 4 B
Favours NOAC Favours warfarin

4 trials (*using higher dose regimen)

N = 58,498 patients
Ruff CT et al. Lancet 2014;383:955-62
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2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

Age 265
Oral anticoagulation therapy to prevent thromboembolism should be considered in male AF patients with a\&o "
CHA2DS-VASc score of |, considering individual characteristics and patient preferences. % =

Oral anticoagulation therapy to prevent thromboembolism should be considered in female s with
CHA;DS,-VASc score of 2, considering individual characteristics and patient prefere{csg\\

LN . . . .
« Importantly, age (265 years) conveys a relativel)@@ and continuously increasing stroke risk. »

\\
Aspirine ,_@0

In male or female AF patients without additional stroke.r\@Qgrs, anticoagulant or antiplatelet therapy is not
recommended for stroke prevention. \OQ
8
\
Antiplatelet monotherapy is not ,Qéoﬁ" nded for stroke prevention in AF patients, regardless of stroke risk.

R
NACO>Wa|jfag'ﬁ\
AV

When oral anticoagulation is initiated in a patient with AF who is eligible for a NOAC (apixaban, dabigatran, edoxaban, or
rivaroxaban), a NOAC is recommended in preference to a Vitamin K antagonist.

Kirchhof et al Europace 2016;18(11):1609-78.




Apixaban
2.5 mg
1 5mg

Dabigatran
75 mg
110 mg
150 mg

Rivaroxaban
10 mg
15 mg

B 20mg

Real Life Data with NOACs

Utilisation des doses appropriees...

UK Germany*

5.5 59,5

Fay et al. ESC 20126\

O’&

<&

France

N2

Dabigatran 75 BID

Rivaroxaban 15 DIE

Rivaroxaban

Coleman et al. ESC 2016

15.5%
10.3%
17.3%

Danish n

oD

40

0

A
,6@
o

cohort 2011-2015

0 N %N %

Staerk et al. EHJ Oct 2016

RS Revisitus

Apixaban 2.5 BID

100

¥ Stasdad
dose %

Reduced
dose



THE GUIDELINE CONNECT PROGRAM
SONDAGE (EMC) :77 CARDIOLOGUES ET 201 MDs FAMILLE

9\
o
PATIENTSAVEC RECOMMANDATION D’ACO POU Rév ENTION AVC
©
100% - 4
0(\\ W Before KT (OAC usage is 82%)
8 oo 7%,
5 80% 1 ( W After KT (OAC usage is 96%)
% 60% - oo n = 2,852
% Q@
8 40% - (‘}\@
3 ; A\ 19%
5 20% 14 °F S° ;
0% 02% 1% >% g,
0% - _—
ASQ)\ Clopidogrel / NOAC Warfarin No
6\3 antithrombotic

Q
20% des p:}ients recevaient la petite dose de NACO de fagon inappropriée

Macle et al, CCC 2015

o~

@ GUIDELINE Implementing the 2014 Atrial

CONNECT Fibrillation Guidelines in Practice




RISQUE D’HEMORRAGIE : SCORE HAS-BLED
P/R AU RISQUE D’HEMORRAGIE PERCU PAR LE IVIED\ECIN

7\
\SQ
S
. ¢
s 1|y [
QN
A

* Chez 314 patients (21%), le score Hg&ZBLED ne correspondait pas au
risque d’hémorragie percu par@ls\&%rdiologue ;

* Lerisque d’hémorrigig@était surestimé chez 283 patients (19 %).

6\0
* Lerisque d’h@?érragie était sous-estimé chez 31 patients (2 %).
GQ’
X\
6&3\0
O

LERASS
IMPLEMENTING THE 2016 ATRIAL FIBRILLATION GUIDELINES IN PRACTICE ‘K{‘B‘{W




ECHELLE HAS-BLED POUR L’EVALUATION
DU RISQUE D’'HEMORRAGIE

Facteur de risque

Hypertension (non maitrisée, tension systolique > 160 JQQ g)

Anomalie de la fonction rénale (+1) ou hepatique\(«\b
Antécédents d’AVC (Stroke) \3‘@(& '

Antécédents d’hémorragie majeure ou @@lsposition aux hémorragies
(Bleeding) 6@

*

INR Labile (INR instable/élevé{oq\@
Age >65 ans (Elderly) ‘6‘\0

Médicaments (DrtgS ,Cé.-é-d. antiagrégants plaquettaires, AINS (+1), ou
consommations{ sive d’alcool (= 8 consommations par semaine) (+1)

N

Score maxin

X
IMPLEMENTING THE 2016 ATRIAL FIBRILLATION GUIDELINES IN PRACTICE ‘K{mﬁ




Niveau d’évidence clinique pour les doses reduites

N (Total) N (High dose) . N (Low dose)
_ 150 mg xS 110 mg
RE-LY Dabigatran 150 & 110 mg BID 18.113 @é\ 6015
_ 6@20 mg (15 mg)
ROCKET-AF Rivaroxaban 20/15mg QD 14,264 \@ 7131 1474
6\
ARISTOTLE Apixaban 5/2.5 mg BID %Q&e‘ ;1% (ii;mg !
60 mg (30mg)
ENGAGEAF  Edoxaban 60 / 30 mg QD ('6(0\21’105 5951 1784

« A moins de raison spécifique, Ies@ents doivent recevoir la dose normale »
A

Dabigatran Rivaroxaban Apixaban Edoxaban

g

Recommandations “‘Age 275 yr%\o CrCl: If 22 of the following: If any of the foIIowing:
pour doses _ 30-49 mL/min » Age 2&_30 years, * CrCl: 30-_49 mL/min
réduites Considérnger rCL: * Body weight <60 kg, + Body weight <60 kg

&@ mL/min * Creatinine 2133 pmol/L
;\{ee
\(\6 Connolly et al. NEJM. 2009; 361:1139-1151

Patel et al. NEJM. 2011; 365:883-891
Granger et al. NEJM. 2011; 365:981-992
Giugliano RP et al. NEJM 2013; 369:2093-2104

www.ccs.ca  Atrial Fibrillation S:.,."'.:,"" ki a.c....:'.::.‘:"'""
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FA et MCAS concomittante

= MCAS présente chez 20-30% des patients avec FA "@fb\

&
= FA+MCAS 5 o
= {tHospitalisations Incidence FA. L@; s SCA: 2-21% patients®

= {*Mortalité a 30jrs et a 1an*

= FA de novo chez MCAS
= {t Mortalité Hospitaliere (OR 5.2)
= {*Mortalité a 30jrs (OR 3.9) 6@®
= {Mortalité & 1an (OR 3.1) Q\@

A\
QSyndrome

Coronarien
Aigu

Fibrillation
Auriculaire

= {tPrévalence FA LM%:AS avec age
= Antlthrombothuse;|nd|ques pour les 2 pathologies
6\\\0
A\

1. Nieuwlaat R, et al. Eur Heart J. 2005;26:2422-2434. 2. Nabauer M, et al. Europace. 2009;11:423-434.
3. Goette A, et al. Eur Heart J. 2009;30:1411-1420. 4. Hersi A, et al. Angiology. 2012;63:466-471. 5. Schmitt J, et al. Eur Heart J. 2009;30:1038-1045.



Traitement Antithrombotique chez les Patients
avec FA et MCAS oD

*

Anticoagulants Oraux pour \5(\\QAntiplaquettaires pour
prévention des ICT/AVC/embolies ‘ pgé,vention des événements coronariens
systémiques liés a la FA 0\\@ liés a la MCAS

Combinaison ACO +Antiplaquettaires utilisée
post Angioplastie et SCA chez les patients avec FA

v d ¢ d ¢ d v ¢



Danish Registry (132,372 pts)
Hazard Ratio vs. Warfarin

Traitement Antithrombotique TG

Stroke Bleeding

1.81 \ 0.93

[ (1.7{‘6@ (0.89-0.97)
Patients avec FA o i o

Treatmer@ (1.78-1.95) (0.81-0.88)

 ASA: Bénéfice marginal o, OF

— Saignements

Thromb Haemost 2011;106:739-749.NEJM 2011;364(9):806-17. NEJM 2009;360:2066-78
Lancet 2006;367:1903-12.Lancet 2014;383:955-62. CJC 2013; 29(7):S60-70



Danish Registry (132,372 pts)
Hazard Ratio vs. Warfarin

Traitement Antithrombotique TG

Stroke Bleeding

1.81 \ 0.93

[ (1.7‘3‘6@ (0.89-0.97)
Patients avec FA o i o

Treatmer@ (1.78-1.95) (0.81-0.88)
/7 7 o . 6@

* ASA: Bénefice marginal s

@‘6 [ RR=0.72 (0.62-0.83), P<0.001

— Saignements

‘N ,

\ 0.10- gt
* ASA+Clopidogrel > ASA —é»?} ¥
i

Cumulative Incid

— Encore plus de saignements (\\( digs| Aapnmony _J,.«-"'E}op;dogre| plus aspirin
6®® 0004 ; 1 ;
0 1 2 3 4
‘\e Years
\OQ
O

S
>
\GQ’O
06%\0
\

Thromb Haemost 2011;106:739-749.NEJM 2011;364(9):806-17. NEJM 2009;360:2066-78
Lancet 2006;367:1903-12.Lancet 2014;383:955-62. CJC 2013; 29(7):S60-70



Traitement Antithrombotique

Patients avec FA

e ASA: Bénéfice marginal

— Saignements

 ASA+Clopidogrel > ASA

— Encore pIus de saighements

Danish Registry (132,372 pts)
Hazard Ratio vs. Warfarin

HR HR
Stroke Bleeding
1.81 0.93
[ R 73‘@®} (0.89-0.97)
@) 186 0.84
Treatmer@ (1.78-1.95) (0.81-0.88)

O

0184
@‘6 RR=0.72 (0.62-0.83), P<0.001
W
: ;(\ 4 0.10- -
K Aspitin only ~
g 0.054 -~ Clopidogrel plus aspirin
[v] /
0.00 r . - :
0 1 2 3 4

Cumulative hazard rates

0-02

RR=1-44 (118-1.76), p=0-0003

Copidogrel+aspirin

Oral anticcagulation therapy

Thromb Haemost 2011;106:739-749.NEJM 2011;364(9):806-17. NEJM 2009;360:2066-78

Lancet 2006;367:1903-12.Lancet 2014;383:955-62. CIC 2013; 29(7):560-70



Traitement Antithrombotique

Patients avec FA

e ASA: Bénéfice marginal

— Saignements

 ASA+Clopidogrel > ASA

— Encore plus de saignements

e Coumadin > ASA+Clopido &@N

e NACO = Coumadin

— Efficacité 6\0\
- N
— Saignements C)
— Mortalité\>\,6
&

O

N\
\@@

Prévention 'I;[@%o-embollque

NOAC (events) Watfwy(@ RR(O5%C)
RELP 146076 @ —— 066(05308) 00001
ROCKET AP Qx\alﬂélm j L 088(075-103) 01
ARSTOTIEY ‘@q 2659081 —'— 080061095 000
Eno\cmnm zgofoz B —— 088(075402) 010
cmbmé@. AL 1072929 <> 081073091 00001
05 P 10 20
Favours NOAC Favours warfarin
HQmQ[[aQQS majeures
NOAC (events)  Warfarin (events) RR(95%1) P
3T 5O 4 0%081G) 0%
ROGETAF W RS o 03090418 0N
ARSTONF WNe 46908 —3— 071061081 00001
BGAGATMES w2 sy — 080071030 0002
Combined (rndom) 409 109 —<>— 086(073-100) 006
[
05 10 %
Favours NOAC Favours warfarin
6 0‘5 1’-0 115

Years

Thromb Haemost 2011;106:739-749.NEJM 2011;364(9):806-17. NEJM 2009;360:2066-78
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Traitement Antithrombotique
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Aspirin C;:t::l Aspirin Control

12 secondary-prevention trials

Major coronary event

Men 470 579 0.81 (0.72-0.92)
Wormen 259 336 ! 073 (0.51-1.03)

Ischemic stroke
Men 0.51 067 0.73 (9.
Women 1.04 117 0.91 (D _5J)

\Q (0.73-0.90)

0.81 {0.64-1.02)

Serious vascular event
Men 6.88 845
Women 5.88 714
T
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Traitement Antithrombotique
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Traitement Antithrombotique
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OASIS main, 2001 (13)
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* Bénéfice ne@@e ASA
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\\Preventlon Secondaire chez
\> patients avec MCAS connue

0.22 (0.01-4.66)
0.69 (0.29-1.65)
0.19 (0.03-1.16)
0.28 (0.09-0.92)
0.58 (0.38-0.89)
0.51 (0.20-1..
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Coumadin aussi efficace
qgue ASA pour prévention
secondaire

T
0.05

CREDO - elective PCI
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T

Favors Warfarin e Mé\
b@ Cf CURE - ACS
_\'

o~ Beénéfice net de DAPT chez
patients haut-risque:
— SCA>1an

— Angioplastie > 1 mois post BMS
et =2 3-12 mois post DES
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Traitement Antithrombotique chez les Patients
avec FA et MCAS

Patients avec FA Patients ave%\{\zﬂtAS
. Benefncg%et de ASA

— vention Primaire si risque de
0(\\MCAS > 1-2%/an

e ASA: Bénéfice marginal

— Saignements

* ASA+Clopidogrel > ASA . ’b\‘ — Prévention Secondaire chez

— Encore plus de saighements 0(\\5 patients avec MCAS connue
 Coumadin > ASA+CIop|dogﬁe * Coumadin aussi e,ff|cac.:e

g gue ASA pour prevention

. NACQ Z.C,oumadlnb\o\o secondaire

— FEfficacite 2 e Bénéfice net de DAPT chez

- Sa'g”emegtsbe’ patients haut-risque:

~ Mortaligge ~ SCA21an

A\

— Angioplastie 2 1 mois post BMS
et 2 3-12 mois post DES
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Taux Annuels de Saignements Majeurs avec

Combinaisons Traitement Antithrombofique
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Risk of bleeding with single, dual, triple therapy with war(@ffﬁ', aspirin, and clopidogrel
<

N
- WD
. : N\~

Reglstr.e Danois \@’c} HR (95% C)

82k patients avec FA Warfarin monei@Yapy ® 1 [Reference]
1997-2006 Aspirir'é@w erapy & 0.93 (0.88-0.98)
F-up moven ClQ@'i rel monotherapy I—H 1.06 (0.87-1.29)
% 3 Y \OQDirin + clopidogrel | e 1.66 (1.34-2.04)
- ooans @>\O Wartarin +aspirin . 1.83 (1.72-1.96)
Incidence saignemenfs Warfarin + clopidogrel  Led 308 (2 32-391)
(non-fatal ou fatek)@l 1.4% || Triple therapy  hed 3.70 (2.89-4.76)

6\‘\\0 [ | | B3 ] TTTTY% T D | TTTTVI
O 0.1 1.0 10.0
Hazard Ratio (95% CI)

Hansen ML et al. Arch Intern Med 2010;170:1433-41



Taux Annuels de Saignements Majeurs avec
Combinaisons Traitement Antlthrombot\que
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Traitement Antithrombotique chez les Patients
avec FA et MCAS
o
<
Risque Thrombo-embolique Risque d’é “hements
hariens

*CCS algorithm” (“CHADSé65") for

AX

1. MICAS Stable

OAC therapy in AF

D

2. Angioplastie
Elective
3. SCA

Macle et al. Canadian Journal of Cardiology 2016;32:1170-85



Traitement Antithrombotique chez les Patients
avec FA et MCAS

Patients avec FA
et MCAS Stable™ / maladie vasculaire aitérielle

+MCAS,§§§-b e: absence de syndrome coronarien aigu dans les derniers 12 mois.
%Primary CAD prevention with ASA may be considered in selected high-risk patients.

N

Values and preferences:

The suggestion for use of a NOAC rather than warfarin places relatively greater weight on the ease of use of NOACs versus warfarin
and on the data from RCTs of NOACs versus warfarin for NVAF, showing equal or greater reduction of stroke, equal or less major
bleeding, less intracranial bleeding and no net increase in CAD outcomes. It places relatively less weight on the absence of long-term
data on the effect of NOACs on coronary outcomes as opposed to the data for efficacy of warfarin

*A NOAC is preferred over warfarin for non-valvular AF.



Traitement Antithrombotique chez les Patients
avec FA et MCAS
N
,6@
Risque Thrombo-embolique Présent@{@% Clinique
afe MCAS

*CCS algorithm” (“CHADSé65") for
OAC therapy in AF

J
(/

1. MCAS Stable
2. Angioplastie
Elective
3. SCA

Macle et al. Canadian Journal of Cardiology 2016;32:1170-85



WOEST: Use of clopidogrel with or without aspirin in patients taking oral anticoagulant
therapy and undergoing PCI: an open-label, randomised, controlled trial

N
N\
573 pts on OAC undergoing PCl L 3969 % OAC for AF)

(excluded CNS or major blee_cBe;\ (25-30% PClI for ACS)
AN

N\
\\5

CIopidps@@for 1 month minimum after
BMS@nd 1 y after DES (65% DES)
o3

Primg(&k All bleeding events (TIMI) at one year
\S(\eggndary EP= Stroke, death, Ml , ST and TVR
\\

Dewilde et al. Lancet. 2013 Mar 30;381:1107-15



WOEST: Use of clopidogrel with or without aspirin in patients taking oral anticoagulant
therapy and undergoing PCI: an open-label, randomised, controlled trial

Total number of Bleeding events

Cumulative incidence of bleeding

50
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— Triple therapy group
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44.9%

19.5%
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p=0.025
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Dewilde et al. Lancet. 2013 Mar 30;381:1107-15



Meta-Analyse: CIopidogreI-A,CO vs Triple thérapie (ASA/Clopidogrel/ACQO)
Saignements Majeurs et Evénements Coronariens post Angioplastie

A\
0
. | * o
Saignements Majeurs o @
Clopidogrel-ACO g ¥
{@
\@‘OR 0.77, P = 0.04

Saignements Majeurs
ASA-Clopidogrel-ACO

Déces, IM, re-PCIl, Thrombos t, AVC
Cé@ ogrel-ACO

6 f OR 0.90, P = 0.43

Déceés, IM, r%?ﬁl Thrombose stent, AVC
ASA-Clopidogrel-ACO

,00

%/ yr

10 100
D’Ascenzo F. Am J Cardiol 2015;115:1185
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Pioneer-AF PCI

\Y
@(‘}
Rivaroxaban 15 mg od + (clopidog “ﬁééugrell ticagrelor)*
>
N=2,124 @ Q¢
. ) Rivaroxaban 2.5 m% ﬁ‘) Rivaroxaban 15 mg od
Population: + DAPT. + low-dose ASA
Paroxysmal/persistent/permanent NVAF, > \)\‘ V‘ >
undergoing PCI (with stent placement) \
\_ D> ** Intended DAPT duration
\e of 1, 6 or 12 months
1:1:1 (\
S\O
VKA (INR 2.0-3.0) VKA + low-dose ASA
‘\8 + DAPT End of
\OQ treatment
©) (12 months)

**Stratified by planned DAPT duration (MD decision)

e 44% Parc@&%al AF

. CHA@ *  *P2Y12:93-96% Clopidogrel
N\\>50% 4 or more
* 66% DES

* |ndication for PCI:
* 12% STEMI; 40% NSTEMI/UA Gibson et al. NEJM 2016; 375:2423-34



Pioneer-AF PCI

Primary safety end point
* Clinically significant bleeding

Composite of TIMI major bleeding, TIMI minor bleeding
according, or bleeding requiring medical attention

Secondary Efficacy end point 'efg}
 Composite of death from 8

uses, Ml, or stroke

A&

Group 1: X15+C, Group 2: X2.5+C+A, Group 3: W+C+A (TT)

Ly 100+
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g L 1 N A § | R . o 3
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Y 704 i SO ; 0
_"—'_ - —— v
. i
P e —_—
f- v - ' Y O v T‘. T T T
0 i0 6 % 13 6\9\ 160 0 Y o 30 8 i E)
Dary Dy
Uv Groups Cohort and End Point Group 1 Group 2 Group 3
Cohort and End Point Group 2 land2 Group 3 No. of Participants with Events
\ . ! (Kaplan—Meier Event Rate)
\> No. of Participants with Events -
\i\ (Kaplan—Meier Event Rate) All participants — no. 694 704 695
Al viticiant 6 . 706 o — Major adverse cardiovascular event 41 (6.5) 36 (5.6) 36 (6.0)
REPEPAER-—1, Death from cardiovascular causes 15 (2.4) 14 (2.2) 11 (1.9)
Clinically significant bleeding 109 (168) 117 (180) 226 (17.4) 167 (26.7) styocarniil oo 1960 17@7) 21065
Major bleeding 14 (2.1) 12 (1.9) 26 (2.0) 20 (3.3) Stroke 8 (1.3) 10 (1.5) 7 (1.2)
Minor bleeding 7(L1) 7(L1) 14 (1.1) 13 (2.2) Stent thrombosis 5(08) 6 (0.9) 4(0.7)
Bleeding requiring medical attention 93 (14.6) 102 (15.8) 195 (15.2) 139 (22.6) Majoradverse cardiovasculareventor:  AL(RS) SeGa) 36(64)

Gibson et al. NEJM 2016; 375:2423-34



RE-DUAL PCi

e 2725 patients with AF undergoing PClI
* Dabi (110 or 150mg BID) + P2Y12 VS Triple therapy (W+P2Y12+Aé&‘

Primary end point

S
* Major or Clinically relevant non-major bIe(e\@ﬁ‘g

Probability of event (%)

40 .

35 |

30 |

25 4

20 |

15 |

10 «

Warfarin

HR: 0.52 (95% Cl: 0.42—-0.63) triple therapy

P<0.001

@ Dabigatran

GQS\O

110 mg

dual therapy

| [ I [ | | |
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Time to first event (days)

[
720
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15 )

10 4
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&

35
30 |

o2

) 6®®
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HR: 0.72 (95% Cl: 0.58-0.88)
P=0.002 Warfarin
triple therapy

Dabigatran 150 mg
dual therapy

| | | | | I | |
90 180 270 360 450 540 630 720

Time to first event (days)

Cannon CP et al, NEJM 2017; 377:1513-1524



RE-DUAL PCi

e 2725 patients with AF undergoing PClI | @\
 Dabi 110+ P2Y12 vs Dabi 150 + P2Y12 vs Triple therapy (W+P2Y120tA‘.'S%)

68

Efficacy end point Nz
*  Composite of thromboembolic events (myocardial infar;t\'kéggstroke, or systemic embolism),
death, or unplanned revascularization 0(\\
S
20 3509\@
18 1 HR: 1.04 (95% Cl: 0.84-1.29) @QO
16 i Non-inferiority P=0.005

25

Dabigatran (combined doses)
dual therapy

14 -
12 -

N
o

15 1
Warfarin

triple therapy
10

Probability of event (%)

T T T T T T T T
0 90 180 270 360 450 540 630 720

Dabigatran (combined ~ Warfarin
dose) dual therapy... triple therapy... Time to first event (days)

Cannon CP et al, NEJM 2017; 377:1513-1524



Données pour le Traitement Antithrombotique apres
Angioplastie /SCA chez les Patients

trial experimental control clinicaltrials.gov primary
arm arm endpoint

PIONEER AF-PCI* 2,100 rivaroxaban warfarin 01830543 bleeding
P2Y12 P2Y12
aspirin

RE-DUAL PCI 2,500 dabigatran* warfarin 02164864 bleeding

P2Y12 P2Y12
agRLFIN

AUGUSTUS" apixaban/warfai@ * warfarin 02415400 bleeding

P2Y12 P2Y12
aspirin

ENTRUST AF-PCl 1,500 edoxaban warfarin a. bleeding

P2Y12 P2Y12
aspirin

MANJUSRI2 warfarin warfarin 02206815 bleeding

ticagrelor clopidogrel
aspirin

1AHJ 2015;169:472-78, 2Contemp Clin Trials 2015;40:166-71



Traitement Antithrombotique chez les Patients
avec FA et MCAS

Patients avec FA
et Angioplastie elective

Practical tips:

High risk of stent thrombosis and acceptable major bleeding risk :

1. May continue (ASA+Clopidogrel) or (OAC+Clopidogrel) >12 months.

2. Might prompt initial use of TT in selected patients.

High risk of major bleed: (ASA+Clopidogrel) or (OAC+Clopidogrel) converted to ASA alone or OAC alone <12 months.



Traitement Antithrombotique chez les Patients
avec FA et MCAS

Patients avec FA

et Infarctus du myocarde (STEMI ou non-S'I‘F;‘i\/II)

| Age < 65 and CHADS, = OI { Age = 65 or CHADS,; = | I

I No PCI | | PCI l S\‘ | No PCI | | PCI l
ASA oAc’ ///~0Ac*\\
+ Tlcagrelor or Clopldogrel + Tkzgrdor or P Clopldog-el + Clopidogrel + Clopidogrel + ASA \\)
for * 12 months for * 12 months = for 3twoé months

o Vo
6\ . okcEET
< ,{b v + Clopidogrel \\)

- for = 12 months _

& v v
R\ PR, S ,. P .
ASA alone \ ASA alone \) OAC* alone 3 - OAC* alone ™
. \ﬂer +:12 r\v@ 4 < after |12 months o after £ 12 months Q\after + |12 months

S—— ST T

Practical tips:

High risk of stent thrombosis and acceptable major bleeding risk: may continue (C+ASA) or (C+OAC) >12 months.
High risk of bleeding: may have (C+ASA) or (C+OAC ) converted to OAC alone <12 months.

High risk of bleeding and ACS+PCI: some clinicians may prefer C+OAC over TT

High risk of coronary events and ACS+PCI (at the lower end of the stroke risk spectrum): some clinicians may consider
ASA-+ticagrelor, ASA+prasugrel, or ASA+clopidogrel over TT.



Traitement Antithrombotique chez les Patients

avec FA et MCAS

\
>
%
(i\"

@O
Practical tip: Measures to reduce bIeedm%é6
@\
e Avoid prasugrel and ticagrelor in conjunction W|t\k5@7éc
* Target the lower end of the INR range war{@%)

e Consider the use of lower effective I@& dose

e Delay non-urgent catheteriza 6}@1 unt|I there is clarity about coagulation and renal
status O\O

e Measures during IWI{\IE procedures

— radial accessé@hall diameter sheaths, early removal from femoral site and minimized use of
acute pr@dural anti-thrombotic therapies

. Con5|dé$\routme proton pump inhibitor (PPI)

Macle et al. Canadian Journal of Cardiology 2016;32:1170-85



Lignes directrices de la SCC en matiere de FA

o
- Mise a jour 2018... <&
, 6®$\
— Modification des facteurs de risque é{@
— FA et MCAS &\\\\@
« SCA / Angioplastie

/ fb N
— Anticoagulation peri-c:ardioversi@ii(a

O
+ Timing, NACOs, ETO  \"
— Ablation par cathéter (‘)\e
— Antidotes pour N S

Canadian Cardiovascular Société canadienne

www.ccs.ca Atrial Fibrillation Guidelines ) Society dé cardiologie
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