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Congestive heart failure
Signsisymptoms of heart failure or chjective evidence of
reduced left ventricular ejection fraction

+|

Hypertension
Resting blood pressure > [40/90 mmHg on at least two
occasions or current antihypertensive treatment

+]

Age T5 years or older

+2

Diabetes mellitus
Fasting glucose =125 mg/dL (7 mmol/L) or treatment
with oral hypoglycaemic agent andfer insulin

+1

Previous stroke, transient ischaemic attack, or
thromboembolism

+2

Vascular disease
Previous myocardial infarction, peripheral artery disease,
or aortic plague

+1

Age 65-T4 years

+1

Sex category (female)

+1

[ Acrial fibrillation |

v

Yes
! Mo (Le., non-vaheular AF)

fas
—| <65 years and lone AF (including femalas) |
Mo

Assess rick of stroke
(CHA,DS_.VASc score)

: I

i
Mo antithrombotic | NOAC | | WA
therapy

No antipltelet or 1
anticoagulant
treatment (IIIB) OAC should be
considered (llaB)

LAA occluding devices

may be considered in
patients with clear
contra-indications
for OAC (IIbC)

Oral anticoagulation
indicated
Assess for contra-indications
Correct reversible
bleeding risk factors
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Recommendations Class* Lewvel® Ref ©
Oral anticoagulation therapy to prevent thromboembolism is recommended for all male AF patients with a CHA:DS:-VASc 31 ;—BEIEI
score of 2 or more. 354, 404
Orral anticoagulation therapy to prevent thromboembaolism is recommended in all femnale AF patents with a CHA:DS:-VASc 31 Ba—BEIEI
score of 3 or more. 354, 404
Orral anticoagulation therapy to prevent thromboembolism should be considered in male AF patients with a 371,
CHA:DS5:-VASc score of |, considering individual characteristics and patient preferences. 375377
Orral anticoagulation therapy to prevent thromboembaolism should be considered in female AF patients with a 371,378,
CHA:DS:-VASc score of 2, considering individual characteristics and patient preferences. FT
Vitamin K antagonist therapy (IMR 2.0-3.0 or higher) is recommended for stroke prevention in AF patients with 274,
moderate-to-severe mitral stenosis or mechanical heart valves. 435440
When oral antdcoagulation is initiated in a patient with AF who is eligible for a NOAC (apixaban, dabigatran, edoxaban, or 32,

. . . . . . 318-321
rivaroxaban), a MOAC is recommended in preference to a vitamin K antagonist. 404
When patients are treated with a vitamin K antagonist, time in therapeutic range (T TR) should be kept as high as 395,432,
possible and closely monitored. 441-444

. . . . . . . . 39,318,
AF patients already on treatment with a vitamin K antagonist may be considered for NOAC wreatment if T TR is not well 319, 404
controlled despite good adherence, or if patient preference without contra-indications to NOAC (e.g. prosthetic valve). 4E]E '
Combinations of oral anticoagulants and platelet inhibitors increase bleeding risk and should be avoided in AF patients 479 445
without another indication for platelet inhibition. '
In male or female AF patients without additional stroke risk factors, anticoagulant or antiplatelet therapy is not 368, 371,
recommended for stroke prevention. 376,377
e . . . . 38,429,
Antiplatelet monotherapy is not recommended for stroke prevention in AF patients, regardless of stroke risk. 430
MNOACs (apixaban, dabigatran, edoxaban, and rivaroxaban) are not recommended in patients with mechanical heart valves 318-321.
(Level of evidence B) or moderate-to-severe mitral stenosis (Level of evidence C). 400, 404




Europace Advance Access published August 31, 2015

Europace EHRA PRACTICAL GUIDE

e 2016 ESC Guidelines for the management of atrial
Updated European Heart Rhythm Association fibrillation developed in collaboration with EACTS

Practical Guide on the use of non-vitamin K The Task Force for the management of atrial fibrillation of the
antagonist anticoagulants in patients with —‘ European Society of Cardiology (ESC)
non-valvular atrial fibrillation

Hein Heidbuchel!*, Peter Verhamme?, Marco Alings?, Matthias Antz4, Developed with the special contribution of the European Heart
Hans-Christoph Diener?®, Werner Hacke®, Jonas Oldgren’, Peter Sinnaeve?, T
A. John Camm®, and Paulus Kirchhof®10 Rhythm Association (EHRA) of the ESC

Table | Valvular indications and contraindications for NOAC therapy in AF patients

Eligible Contra-indicated
Mechanical prosthetic valve v
Moderate to severe mitral stenosis v
(usually of rheumatic origin)
Mild to moderate other native valvular disease v
Severe aortic stenosis v
Limited data.
Most will undergo intervention
Bioprasthetic valve® v
(except for the first 3 months post-operatively)
Mitral valve repair® v
(except for the first 3—6 months post-operatively)
PTAV and TAVI v

or of anticoagulant treament:

(but no prospective daty;, may require combination
with single or double antiplatelets: consider bleeding risk)

e — " i | - Sets indication for anticoagulation;
Atrial Fibrillation Planned or unplanned visits Hypertrophic cardiomyopathy v | Y g 2 . "
Oral Anticoagulation Card (but no prospective data) | - Chooses anticoagulant, based also on patient preferences;
et min i IOt 0T - Decides on need of proton pump inhibitor;
[ - Baseline hemoglobin, renal and liver function;

\

‘.....t...m ‘ - Provides education;
|
|

- Hands out anticoagulation card;
- Organises follow-up (when, by whom, what?);

‘ Oral anticoaguiant, dosing, thming, with o without food:

st csin s it R din: respnsibleicaordl Fok Foll VD
l?uummmmwn type, indication, start & stop dates:
‘Name and address of physician, coordinating NOAC treatment. ‘ ﬁrSt FU 1 month
‘Telephone number of coordinating physician or clnic: ‘
O @ Follow-up: GP; anticoagulant clinic; initiator of therapy; ... |
[ Checks:
| 1. Adherence (remaining pills; NOAC card; ...);
. Important patient instructions 2. Thrombo-embolic events;
i . ’ Take yourdra exaty o pescbed fome o tics Gah. 3. Bleeding events;
ket i | 4. Other side effects;
et | 5. Co-medications and over-the-counter drugs.
Concomitant medication 1 month? ‘ 6. Need for blood sampling?
loce ____| 3 months
max. 6 months &

| In case of problems: contacts initiator of treatment.
| Else:

| - fills out anticoagulation card
| - sets date/place for next follow-up: interval depends
} on patient factors like renal function.

Emergency information

"Namo & telephone of patiant relative to contact:




Risque hémorragique sous anticoagulants

- Il surviendra tous les ans une hémorragie cérébrale pour :

- 91 patients sous aspirine
- 143 patients sous AVK

- Si reduction des hémorragies cérébrales avec les AOD, il existe une augmentation des risques
de Saignements dlgestlfs Ruff CT et al. Lancet 2013; doi: 10.1016/50140-6736(13)62343-0

Relative risk (95% 1) Relative risk (95%Cl)  NOAC events  Warfarin events

0.48 (0.39-0.59)

$<0.0001 204/29,287 425/29,211

i
i
1
?—0—( S ) 751/29,287 591/29,211
i

=0.043

- Risque d’AVC et de saignements graves augmente avec I'age
AVC/age Hémorragies séveres/age E‘ﬁ"'gag"e“

P<0.001 "

EE = =
‘“ 7,,'40/(" ‘ g g4 S B(’i/i‘
: n - ‘ ” g A ) Adjusted for weight, gender, HTN, Dyslipidemia, DM, Smoking, Prior
i | / i PCl, Prior stroke or TIA, Congestive HF, treatment arms, type of AF,
e ‘ P A CrCl, Race, Region, History of increased risk of falling, History of
—— \ = =T neuropsychiatric, and dose reduction

DE 110 DE 150 Warfarin
No Antiplatelet 2.2% 2.6% 2.8%
With Antiplatelet 3.9% 4.4% 4.8%
HR (95% Cl) 1.5(1.2,1.9) 1.6(1.3, 2.0) 1.7(1.3, 2.0)
Rivaroxaban Warfarin
No Antiplatelet 3.0% 3,0%
With Antiplatelet 5.8% 4.8%
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Interaction Cardiologie/Neurologie:
Fermeture d’auricule

20% des AVC sont d’origine cardioembolique: >90% des thrombus auricule gauche+++
AVC post-FA provoque AVC sévere car occlusion gros tronc artériels intra-craniens
AVC post FA plus mauvais prognostic et fréquentes récidives

Anticoagulation est un TTT a vie “palliatif” dans ce contexte d’AVC post-FA

Risque de saighement permanent et cumulative en fonction du temps

En conséquence, pres de 40% des patients en FA ont des contre-indications a une
anticoagulation a long terme

La fermeture de I'auricule est une option “curative”, sans risque cumulative de
saignement, et économiquement bénéfique a long terme

Recommendations for LAA closurefocclusion/excision

Recommendations Class® Level® Ref®

Intarventional, parcutanacus
LAA closure may be

considered in patients m
B |2 igh ke ik
contraindications for long-

term oral anticoagulation.

Surgical excision of the LAA
may be considered in patients
undergoing open heart

SUrgery.

15,118
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The Task Force for the management of atrial fibrillation of the
European Society of Cardiology (ESC)

Developed with the special contribution of the European Heart
Rhythm Association (EHRA) of the ESC




Interaction Cardiologie/Neurologie:
Fermeture d’auricule

: .

Dispositifs

— PLAATO®

— WATCHMAN®

— AMPLATZER CARDIAC PLUG®

Encore en cours d'évaluation

Données observationnelles
— Faisabilité technique
— Risque de complications

Etude PROTECT- AF : étude randomisée (WATCHMAN)
Etude ACP: prospective observationnelle (AMPLATZER CARDIAC PLUG®)



Fermeture de l'auricule gauche: les preuves?

PROTECT-AF: Holmes et al. Lancet 2009;374:534-42.
Overview

e Randomized FDA-IDE Trial

— Can the WATCHMAN device
replace Warfarin?

Non-Valvular AF

CHADs 21
. EffiC;CVkE"dPOmt: I 707 patients en FA non-valvulaire et score CHADS, > 1
= roxke R R
- CV death (& Unknown) Randomization (1:2) | 59 centres aux US
~ Systemic embolism /,L\ Suivi ETO a 45 jours, 6 mois, et 1 an
w Safeby/Endpaint — 87% odnt pu arréter le traitement par warfarine a 45
; ours ae suivi
¢ Non-inferiority & Superiority Warfarin Watchman J
— Bayesian Sequential Design
— Analysis at 600 pt-yrs & every 150 \\M//
pt-yrs thereafter = 1500 pt-yr
— Follow-up till 5 years Follow-Up
Taux de succes technique 91%
A Frimary ethcacy end point
0204 —— Control
—— Intervention
. 015
o
@
= 8.3% (4.0-12.5)
=
= 0104 A2ans
1
=
o 5.9% (3.1-8.8)
[
005 |
RR 082 [95% Crl 0-36-1.2C)
0 T T |

Mumberat risk
Control 244 174 a7 17
[Nt ErENTIGH 443 332 132 34



Fermeture de l'auricule gauche: les preuves?

Complications procédurales 10.6%
e Effusion péricardique 4.8%
*  Hémorragie majeure 3.5%
*  Accident ischémique 1.1%
*  Embolisation matériel 0.6%
*  Hémorragie intracérébrale 0.2%
*  Plaie cesophage 0.2%
*  Arythmie 0.2%
(o)
%ly 1.34 0.09 0.71 1.69 0.62
8 — (0.60-4.29) (0.00-0.45) —— (0.35-1.64) ———— (1.01-3.19) ————— (0.34-1.24) —
v
6
5
4
3
2
1 . 0’1
0 . .
Infarctus Hémorragie Tout AVC Hémorragie
cérébral intracérébrale majeure,
effusion
péricardique,
embolisation
matériel

Holmes et al. Lancet 2009;374:534-42. m Controle = Watchman



Fermeture de l'auricule gauche: les preuves?

AMPLATZER Cardiac Plug

e Marquage CE en 2008
e 1]¢¢jmplantation en France en 2010

e Fondé sur la technologie AMPLATZER : treillis en fil de
nitinol largement éprouvée

— + 1M dispositifs implantés depuis 15 ans

e Etudes de sécurité de |la fermeture de |'auricule pour les
patients en impz [ hget !




Fermeture de l'auricule gauche: les preuves?

Etude ACP EU Prospective Observationnelle

— Etude prospective, non randomisée, multicentrique

— Evaluer I'efficacité et la sécurité de la fermeture de I’auricule avec
ACP

— 15 centres participants
e Allemagne, Espagne, UK, Irlande
— 204 patients
— 1214 mois de suivi
— Patients contre-indiqués aux ACO (2,9% des patients sous AVK a I'inclusion)

e Etude rigoureusement réalisée avec un niveau élevé de qualité et d’intégrité des données .

— 100% des données recueillies on été monitorées
— Comité Independent d’adjudication des évenements indésirables

Source: Walsh K. “Left Atrial Appendage Closure With the AMPLATZER Cardiac Plug: Results of the European Post-
Market Observational Study.” EuroPCR; 2012 May 15-18; Paris, France.



Fermeture de l'auricule gauche: les preuves?
Etude ACP EU Prospective Observationnelle

Succes de PPocclusion
e Succes de l'intervention

Source: Walsh K. “Left Atrial Appendage Closure With the AMPLATZER Cardiac Plug: Results of the European Post-

Market Observational Study.” EuroPCR; 2012 May 15-18; Paris, France.

100%
— 96.6% (197/204) des patients ont 989
. . . 0
pu recevoir un dispositif
96%
e Dans 89.2% des cas, le 1ler dispositif 94%
sélectionné a été implanté 920%
e  Taux d’occlusion*
. A I'implantation: 99.5% 90%
. A 6 mois: 98.9%
. Absence de fuites > 5 mm 88%
e  Taux d’occlusion resté constant a 86%
I’évaluation en ETT entre I'implantation 84
et la visite & 6 mois. °
82%
80%
° | Implant DIC 1 Mo. 6 Mo.
m Residual flow (>3 mm)| 0,50% 0,50% 1,10% 1,10%
u Closure 99,50% 99,50% 98,90% 98,90%

* ClosOcclusion définie par I'absence de fuite ou fuite < 3 mm dans 'auricule



Fermeture de lI'auricule gauche: les preuves?

Etude ACP EU Prospective
Observationnelle

>7 jours
Post
Procédure

<7 Jours

Post Procédure

AVC/AIT péri-procédure* 0 (0.0%) 0 (0.0%) 0 (0.0%)
Epanchement 3 (1.5%) 0 (0.0%) 3 (1.5%)
péricardique sévere

Migration du dispositif 3 (1.5%) 0 (0.0%) 3 (1.5%)
Thrombus sur le dispositif 0 (0.0%) 5 (2.4%) 5 (2.4%)
Total evenements 6 (2.9%) 5(2.4%) 11 (5.4%)

indésirables

* Les AVC/AIT font référence aux évenements liés au dispositif ou a la procédure tels d’adjudiqués par le
Comité indépendant de revue. N=204

Source: Walsh K. “Left Atrial Appendage Closure With the AMPLATZER Cardiac Plug: Results of the European Post-
Market Observational Study.” EuroPCR; 2012 May 15-18; Paris, France.



Fermeture de l'auricule gauche: indications?

- Hémorragies intracraniales sous anticoagulation (AVK normodosés?; AODs)
- Hémorragies extra-cranial sous anticoagulation (AVK normodosés?; AODs): angiodysplasie
- Contre-indications a I'anticoagulation (AVK, AODs):

— Microbleeds cérébraux ou angiopathie amyeloide
— Thrombopénie majeure

- Intolerance aux AOD
— Insuffisance rénale ou hépatique
— Intolerance gastrique

- AVC ischémique sous anticoagulation?

EHJ 2012 Class? Level® Ref*©

La HAS estime que la fermeture transcutanée de ’'AAG a une place

Interventional, percutaneous dans la stratégie thérapeutique en dernier recours et que le service

LAA closure may be attendu de l'acte de fermeture transcutanée de 'appendice auriculaire

. . . ‘ gauche est suffisant pour sa prise en charge en prévention des
considered in patients b 115.118 événements thromboemboliques chez des patients en FA non
with a high stroke risk and 1 valvulaire, avec un score CHA2DS2-VASc 2 4 et une contre-

contraindications for Iong- indication formelle et définitive aux anticoagulants oraux.

term oral anticoagulation.




PROTECT-AF — Résultats a 4 ans

Percutaneous Left Atrial Appendage Closure vs Warfarin
for Atrial Fibrillation
A Randomized Clinical Trial

JAMA. 2014,312(19):1988-1998. doi:10.1001/jama.2014.15192

Vivek Y. Reddy, MD; Horst Sievert, MD; Jonathan Halperin, MD; Shephal K. Doshi, MD; Maurice Buchbinder, MD;
Petr Neuzil, MD, PhD; Kenneth Huber, MD; Brian Whisenant, MD; Saibal Kar, MD; Vijay Swarup, MD;
Nicole Gordon, BSEE: David Holmes, MD: for the PROTECT AF Steering Committee and Investigators

Table 2. Intention-to-Treat Primary Efficacy and Safety Outcomes According to Treatment Group by Bayesian Model

Table 1. Baseline Characteristics of the Study Participants Device Group (n = 463) ‘Warfarin Group {n = 244) DeviceWarfarin Posterior Probabilities, %
by Treatment Group Events/Patient- Observed Events/Patient- Observed Rate Ratin (95%
Device Group Warfarin Group Event Years Rate” Years Rate” Credible Interval) Noninferiority ‘Superiority
0T, =244 Primary efficacy end 39/1720.2 23(1.7-32) 3479008 3.8(25-49) 0.60(0.41-1.08) 99 96
Age, mezn (SD) [range], y 717 (8.8) [46-95] 72.7 (9.2) [41-95] point®
el T3 [13) GZ.1201 24 (13) 142 109 Stroke 26/1720.7 15(1.0-23) 20/900.9 22(1.3-31) 068 (0.42-1.37) 299 83
ﬂlﬂﬂ:mmm (SD) [range], Ischemic 24f1720.8 1.4 (0.9-2.1) 10/904.2 1.1(0.5-1.7) 1.26 (0.72-3.28) 78 15
mam Ryg
Systolic 135 (21) [90-229] 135 (19) [90-194] Hemarrhagic 317742 0.2 (0.0-0.4) 10/916.2 1.1 (0.5-1.8) 0.15 (0.03-0.49) *99 99
Diastaolic 77(12) [32-117] 76 (12) [44-120]) Diisabling= 8117713 0.5 (0.2-0.8) 119127 1.2 (0.6-1.9) 037 (0.15-1.00) *99 98
T I i S L Mandisabling® 1817237 10(0.7-17) 9/907.7 10(04-17) 105 (0.54-2.80) 29 34
Male sex, Na. (%) 326 (70.4) 171 (70.1) Systemic intie 0.2 (0.0-0.4) 0/919.5 o NA
Race/athicity, No. (%) embolization
Asian 4(0.9) 1 {0.4) tardiuumlarur 1717143 1.0 (0.6-1.5) 2219194 240(14-34) 0.40 (0.23-0.82) >4 99
Black/African American 6(L3) 5 (2.0) unexplained death
White 425 (91.8) 222 (91.0) Pri_mrgr safety end Gif1666.2 3.6 (2.8-4.8) X7/B78.2 3.1(2.0-4.3) 1.17 (0.78-1.95) 98 20
Hispanic/Lating 25(5.4) 15 (6.1) point”
Hawaiian Pacific Islander 1{0.2) 1 {0.4)
Other 2(0.4) 0
CHADS, score®
Mean (50) [range] 22(L2)[1-6] 23 (L.2)[1-6] [&] Primary efficacy end paint Primary safety end point
Score, No. (%)
1 156 (33.7) 66 (27.0) 3 307
- 158 G41) 55 36.1) = E: t;t“ 1), 0.61 (0.38-0.97) £ : [flsucn. 121 (078-1.94)
) 149 (32.2) 90 (36.8) £ . £
Risk factors for stroke, Mo (%) I-rl E
Congestive heart failure 124 (26.8) 66 (27.0) ; 7 ;
History of hypertension 415 (89.6) 220 (90.2) E 104 “'d"F"i"',‘ - E )
- - The primary efficacy outcome (A)
AgeziSy 190 (41.0) 115 (47.1) z . H was stroke, systemic embolization, o
Dizhetes 113 (24.4) 72 (295) j— P mmﬂ'
Previous ischemic stroke 82 (17.7 49 (20.1 e N . . N — m— r—ra— L . T . T A, T o : ’
phc ! ! 0 6 12 18 24 30 365 42 48 54 60 0 & 12 18 24 30 365 42 48 54 60 ;‘ﬂ“”m‘ﬂmw.:?d"me
LV ejection fraction, mean (SD)  57.3 (9.7) [30-82] 56.7 (10.1) [30-88] i e — majar INg. events a
[mnge].!é N Time Since Randomization, mo Time Since Randamization, ma ur'e-mlatedcnrl‘pllca‘tu:lns
Classification of AF, No. (%) Device 463 358 382 370 360 345 337 327 317 285 1% 463 376 364 357 353 341 332 320 310 77 190  Incident probabilities for the
e 200(43.2) 9 (405) Warfarin 244 230 218 210 200 188 173 159 147 121 &7 244 238 214 207 185 183 168 153 139 117 86 jntention-to-treat analysis ars shown.
Persistent 97 21.0) 50 (20.5) HIR indicates hazard ratio.
Permanent 160 (34.5) 93 (38.1)
Unknown 6(1.3) 2 {0.8)



PROTECT-AF — Résultats a 4 ans

Original Investigation

Percutaneous Left Atrial Appendage Closure vs Warfarin

for Atrial Fibrillation JAMA. 2014,312(19):1988-1998. doi:10.1001/jama.2014.15192

A Randomized Clinical Trial

Vivek Y. Reddy, MD; Horst Sievert, MD; Jonathan Halperin, MD; Shephal K. Doshi, MD; Maurice Buchbinder, MD;
Petr Neuzil, MD, PhD; Kenneth Huber, MD; Brian Whisenant, MD; Saibal Kar, MD; Vijay Swarup, MD;
Nicole Gordon, BSEE: David Holmes, MD: for the PROTECT AF Steering Committee and Investigators

Figure 3. Kaplan-Meier Curves for Ischemic Stroke, Cardiovascular Mortality, and All-Cause Martality

[&] rschemic stroke Cardiovascular martality (€] A-cause morsatity
157 eresxon, 126 0.72-1.28) ® 7 uppesxm, 0.40(0.21-075) HR(95% (1), 0.56 (0.45-0.98)
# 3] P=48 Z | p=oos ® P=14 i
. ; - ~
é 15 = 15 E -
wn Fl = L
w0 2w # Wartarin
E g i =" Device
% 5 g 5 E ——"
04 o4
o 12 4 k] 48 1]
Time, mo Tiirme, mo Time, mo
Mo. of patients
Device 463 382 160 136 314 156 463 185 m 351 8 165 463 383 373 152 130 2
Warfarin 244 220 200 172 144 64 244 122 ) 176 147 (2] 244 12 204 177 150 a2
HR indicates hazard ratio; RR, rate ratio.
Device Group Warfarin Group
No. of Mo. of Mo af Mo. of Fawars | Fawors = "
source Evais Faliests Eweats  Path p——— Device | Wartarin Table 5. Primary Efficacy and Safety Outcomes, According to Secondary Analyses by Cox Proportional Hazards Model

Sex i ) -

i Device Gr Warfarin G
Female 18 137 10 73 1.03 (0.48-2.23) —— inl‘fd-Eg;Jp {n -lg“r_'um

h;ale 21 326 24 171 0.45 (0.25-0.81) —-— . ; ~T—= =y Dewi rfarin, HR
275y - 190 2 115 [TITECEET) — @l:ms Years Observed Rate® Years Observed Rate* (95% CI) P Value
<75y 17 273 12 129 0.67 (0.32-1.41) — e I‘nmxyetﬂcacy

CHADS, scare outcomes'

1 HA HA MA HA 0.29 (0.08-1.03) —_— Intention-to-treat 39/1720.2 23(1.7-3.1) 349008 3.8 (2.7-53) 0.61 (0.38- 0.97) 04
»1 NA NA [ NA 0.73(0.44-1.20) —a—

AF patten Postprocedure 33/17101 19(1.4-2.7) 34/900.8 3.8(2.7-5.3) 0.52 (0.32-0.84) 007
Paroaysmal 18 200 14 29 0.62 (0.31-1.24) —— Per-protocol 29/1597.8 18(1.3-2.6) I2/BET 0 3.6 (2.6-5.1) 0.50 (0.30-0.83) 008
Persistent 5 97 8 50 0.31(0.10-0.95) —

Parmanent 15 180 12 a1 0,64 (0,40-1.78) — - Terminal therapy 24/1306.7 18(1.2-2.7 32/BET.0 3.6 (2.6-5.1) 0.52 (0.30-0.89) 02
m::smn'mms“m 13 82 12 49 0.66 (0.30-1.45) Primary safety ouic

.66 (0.30-1. — El )
o = 5 = 195  061(035-108) — intention-to-treat 60j1666.2 16 (28-4.6) 27JETE2 31 (2.1-4.5) 1.21 (0.78- 1.94) 41

F‘f";”m takiing warfarin NS = o T s Postprocedure 33/1656.2 2.0(1.4-28) 27/8782 3.1(2.1-4.5) 0.68 (0.41-1.13) 13
< AL —.——

- TR 14 116 052 (0351100 —- Per-protocol 20/1604.4 1.2 (0L8-1.9) 27/864.4 3.1 (2.1-4.6) 0.42 (0.23-0.74) 003

LAA estium Terminal therapy 1313218 1.0 (0.6-1.7) 27/864.4 3.1 (2.1-4.6) 0.32 (0.17-0.63) =001
= Median (21 mm) 18 249 18 128 0.52 (0.27-0.99) —e
< Median 20 208 18 11 0.67 (0.35-1.29) —— Abbreviztion: HR, hazard ratio. = Safety defined as procedure-related events (pericardial effusion requiring

LA length . : ' ) . )
= Median (30 mm) 16 235 16 124 0.49(0.25-0.99) — Events per 100 patient-years (95% CI). ;nnhdiat?n?;ﬁ:;a'g rb:d?:mﬁﬁmalnhlnrumr?:w strokee o device
< Median b 22 13 115 0.68(0.36-1.27) —a & primary efficacy defined s compasite of stroke, systemic embalization, or . sont o B bleading reguinng

Lv ejection fraction cardiovascularfunexplained death. )
= Median (60%) 13 236 14 123 0.70(0.35-1.41) —
< Median 20 224 19 116 0.56 {0.30-1.05) —-—

All patients 0.61 (0.38-0.97) —-—

f T T
ool ol 10 i

HR (95% C1)
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TABLE 2 Patient Demographics Across Trials
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PROTECT AF PREVAIL CAP CAP2
(N = 707} (N = 407) (N = 566) (N = 579)
Age, yIs L0+ B9 4.3 £ T4 M0+ B3 733 = BD
Maile 203 2.0 . o TABLE 1 PROTECT AF and CAP: Largest Data Sets to Evaluate Totality of Data
B e PROTECT AF  PREVAIL carz Total
e s L (s Enrollment 2005-2008 AN0-2012 2008-20N10 H012-2004
Blackfafrican American 1.6 17 19 12
Enrolled BOO #461 59 2406
Wihite/Caucasian 2915 944 99 941 Ra 707 407 _ 114
Hispanic/Lating 57 27 35 21
P2 Watchman:warfarim (2:1) 453:244 269:138 5m 1877382
L LEs L L Mean follow-up, yrs 4.0 22 058 MjA
CHADS,, schre 22412 26 +10 24412 27 £11
Patlent-years 2n7 EaD 332 5931
CHADS; rick factors
CHF 6.3 11 233 1 CAF = Comtinued Access to FROTECT AF registry; CAPZ = Continued Access to PREVAIL registry; NjA = not
Hypertension 89.8 8E.B 214 925 applicable; PREVAIL = Prospective Randomized Evaluation of the Watchman LAA Chosure Device in Fatients With
Atrial Fibrillation Versus Long Term Warfarin Therapy; PROTECT AF = Watchman Left Atrial Appendage System
=75 yrs of age = =L LD Ak fior Embolic Protection in Patients with Atrial Fibnlation.
Diabetes 262 249 D4 33y
Stroke/transient 185 304 T8 290
lschemic attack
CHA,D5,-VASC 35416 404+12 39+15 45+ 13
HAS-BLED = O {low risk) 6.4 17 28 1B
HAS-BLED = 1-2 (moderate risk) FEWS BE.6 61.0 69.9
HAS-BLED = 3+ (high risk) -4 ] 297 362 183
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FIGURE 2 PROTECT AF/PREVAIL Combined: Meta-Analysis Shows Comparable
Primary Efficacy Results to Warfarin

Efficacy l—ﬁ-—:—r 079 022
Al stroke or SE —— Loz 0.94
tschemic strake ar SE i . 195 0.05
Hemarrhoge stroke B ——— 012 0.004
lechemic stroke or SE >7 days l—:—'—« 156 o
CVjunesplained death ——i ! 048  0.006
All-cause death '—l'—-" 073 0.07
Major bleed, all e 100 0.98
Majar bleeding, nom procedure-relsted —— | 051 0.002
FavorsWatchmaa  ~— | — Fiwors warfarn
om o 1 0
Hazard Ratio (95% C1)

VOL. 65, NO. 24, 2015
ISSN 0735-1097/%36.00
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The combined data set of all PROTECT AF and PREVAIL Watchman patients versus chronic
warfarin patients documented: 1) similarity in overall stroke or systemic embolism;

2) ischemic stroke slightly increased with Watchman but hemorrhagic stroke significantly
decreased with warfarin; and 3) all-cause mortality and majgor nonprocedural bleeding both
significantly improved with Watchman. O = confidence interval; ©V = cardiowascular;

HR = hazard ratio; 5E = systemnic embolism; other abbreviations as in Figure 1.

FIGURE 3 Pooled Watchman Efficacy Performance in Randomized Clinical Trials
(PROTECT AF/PREVAIL)

=75
0.910
Age 575
Female
Sex Male 0.679
CHADS, =3
5 - 0.316
CHA,DS,- =3
VASC Score *3 . S
HAS-BLED fg . :h 0.098
History of TIA Mo — e
Stroke Yes e fLETR
Fawors Watchman = : —= Favors warfarin
I 1 1
ol 1.0 10.0

Hazard Ratio

Documentation of the effect of Watchman versus chronic warfarin on the different subssts
of patients enrolled. There was no significant difference in Watchman effect by patient
subset. TIA = transient schemic attack; other abbreviations as in Figure 1.




Modéele de Markov

Time to Cost-Effectiveness Following
Stroke Reduction Strategies in AF

Warfarin Versus NOACs Versus LAA Closure

Vivek Y. Reddy, MD,* Ronald L. Akehurst, MFPHM,{ Shannon O. Armstrong, BA,i Stacey L. Amorosi, MA,§

Stephen M. Beard, MSc,|| David R. Holmes, Jr, MDY
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FIGURE | Model Schematics Depicting LAAC and OAC Patient Pathways
A =
!
TABLE 2 Cost inputs
vES
HO - — Adute Events Costs Code (Ref. )
Stroke | LAAC procedure (including 2 TEEs)* 16,109 DRG T34 (43)
o Fatal mchemic stroke £8 854 DRG 063 [(28)
- | Severe ischemic stroke 48,535 DRG O61/CMG 108-100 (38 35)
e Moderate mchemic stroke £33, 0% DRG GE2/CMG 101-104 [38,35)
| | ] | Minor Echemic stroke $21.0%% DRG OE3JCMG 105-107 (18, 35)
ichemic troke [ | Transien: Trarsient mchemic attack $4,097 DRG 065 (35)
| Systemic embaolism {nonfatal) 4,924 DRG 068 (18)
Mordisak ‘Well with Stroke | Wl with Stroke Systemic embolism (fatal) £8,520 DRG 067 (23)
— | Fatal hermarhagic stroks 10,184 DRG 064 (38)
Levere hemoerhagic stroke $42.562 DRG O64/CMG 108-110 (18, 39)
| Moderate hemorrhagic stroke $28.595 DRG OE5/CMG 101-104 (28,75)
Minor hemorrhagic strole 18,3497 DRG O6E/CKMG 108-107 (38, %5)
| Major extracranial hemarrhage (nonfatal) §5.477 DRG 377 (38)
Maor extracranial hemorrhage (fatal) 10,425 DRG 378 (38)
B | Minor bleeding 47 COPT 42970 {44)
Myocardial infarction (nonfatal) §6, 863 DRG 280, 281, 282 (38)
| Myocardial infarction (Fatal) 8% DRG 83, 284, 285 (38)
L= TES o Thesapy | Quarterly costs
] Warfarin 4 INR monitoring 51 OPT 85610, 9521 (44,45)
T T ] LT 1045 (253
J— " - Extracranial Unrelated Independent past-strake §108 CPT 95714 (44)
o i Hemeriage Infarction Mortality Moderately disabled post-stroke $9.293 (20-42)
Severely disabled post-stroke 415,11 (20-42)
Handisabling = = | Nordmbtgs | well well Beath
Modesate Change “Cotts for the LAAC prodedure raflect 2006 Contars Tor Medicare & Medficas Senices rambs .
Deankiy o Weighting was obtained from H012 LS. hospital data (Haaltheses Unlization Project [HOURT) and reflacts an
— Moderate “'Hct.g." 1EM/EIN split acreas DRG 250 and 251 (241
Drability - ﬁ' CPT = Curvant Procadural Terminology; DAG = dlagnoris=redated groug; INR = incemanicnal normalized ratis;
Change TEE = Tramssophagaal schoCardiogram; other abbsations a6 in Tasle 1.
beathy — well &
| e [ ey
‘Change: Gamp
L. peh L bath




Time to Cost-Effectiveness Following
Stroke Reduction Strategies in AF
Warfarin Versus NOACs Versus LAA Closure

Vivek Y. Reddy, MD,* Ronald L. Akehurst, MFPHM,{ Shannon O. Armstrong, BA,i Stacey L. Amorosi, MA,§
Stephen M. Beard, MSc,| David R. Holmes, Jr, MDY

TABLE 4 QALY and Cost Reswlts at 5, 10, 15, and 20 Years

Imcremental Incresnemtal
QALYs Costs Incremenital Imcremental
Total  (Relathe to  Total  (Relsthee to Cost per QALY  Cost per QALY
QALYs  Warfarin) Costs Warfarin)  Versus Warfarim  Wersus NOAC
Syrs
LAAC 1455 O.06E 20,852 #10,128 $149,468 Dominant
‘Warfarin 1387 = $10.764 - - -
WNOAC 3448 DuleEd £20924 10,160 167 446 -
10 yr=
LAAC 5855 0254 5 4K -§$1,409 Daminant Dominant
Warfarin 5601 - 26834 - - -
NOALC 5T 0150 $35,260 4 82, 684 -
15 yrs
LAAC 7309 04566 120,075 -$12.251 Dominant Dominant
Wiarfarin 6843 = 541,326 = = =
WNOAC 7077 0234 5143 $£12,108 451,755 -
20 yrs
LAAC 801 OuA3S £31,198  -%iB748 Daminant Dominant
‘Warfarin 7352 - §45,948 - - -
WNOAC THAY 0250 £61, 7 £11,755 40,602 -

QALY = qualivy-adpsaed e-yoar; other abbrewiations a5 in Table 1.
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CENTRAL ILLUSTRATION Warfarin Versus NOACs Versus LAAC: Cumulative Cost and Time to Cost-Effectiveness Following
Treatment Initiation
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(Incremental QALYs) (Cost per QALY) (More Effective, Less Costly)
i Vear 3 Year 7
LAAC vs. warfarin (0.015) ($42.954/0ALY) ‘Year 10
" Year 1 Year 16
e (0.008) (548446/QALY) N
AAC Year 5 Year5
e (0.007) (Dominant) i
Reddy, VY. et al_ 1 Am Coll Cardiol_ 2015; 66(24):2728-39.
FiGURE 3 Scatter Plots g ) Versus Warfarin, LAAC Versus NOACs, 3nd NOACS
Versus Wartarin
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Fermeture de I'auricule gauche: indications?

2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

Recommendations

After surgical occlusion or exclusion
of the LAA, it is recommended to

b C continue anticoagulation in
EHJ 2012 Class* | Level Ref aik pacints with AFfor sroke
. prevention.
Inter‘:‘&nuonﬂl, PEFCUH"EGUS LAA occlusion may be considered
for stroke prevention in patients
LAA closure may be with AF and contra-indications for
considered in patients long-term anticoagulant treatment
"b | |51 |18 {e.g. those with a previous
with a high stroke risk and Iih-th(imning?lm without a
o T reversible cause).
contraindications for long- Surgca occhusion o axcusion o
term oral anticoagulation. the LAA may be considered for
stroke prevention in patients with
AF undergoing cardiac surgery.
Surgical occlusion or exclusion of the
LAA may be considered for stroke
prevention in patients undergaing
thoracoscopic AF surgery.

Indications: neurologie, gastro-entérologie, médecine interne, gériatrie, néphrologie

messssmm)  Staff décisionel pluridisciplinaire+++



Interaction Cardiologie/Neurologie:
AVC cryptogéniques

.Tous ages confondus FA représente 20% des causes d’AVC et de plus de
50% les AVC d’origine cardio-embolique !

. Risque survenue d’AVC ischémique FA paroxsytique = FA permanente 2

14 —_

B FrA paroxystique (n = 460)
LN permanente (n =1 552)

[N
N

[EEN
o

0o

(o))

Risque annuel d’'AVC, %

N

2

0
Faible Modéré Elevé

. Détection FA prévention secondaire AVC ischémique car AVK/AAP
diminue 40% risque récidive *

1. Hart RG et al. Curr Cardiol Rep 2000;2:51-5
2.Marini C et al. Stroke 2005;36:1115-9

3. Falk RH. N Engl J Med 2001,344:1067-78
N HAavrt R~ o+ ~l C+11iddoc CDALC 1 1]



Interaction Cardiologie/Neurologie:
AVC cryptogéniques

- SITUATION IDEALE: FA présente au moment AVC:

- Détection initiale FA sur ECG varie selon études entre 5% et 25%
- mais général. observée chez patients ayant déja histoire de FA

- Détection nouvelle FA rare: 4.8%

Marini C et al. Stroke 2005;36:115-9

—> donc + de 75% patients sans diagnostic au moment de 'AVC

Ustrell X, Pellisé A. Cardiac workup of ichemic stroke. Curr Cardiol Rev 2010,;6:175-83



FA: comment la détecter ?

. Examens non-invasifs:
- ECG (répétés), Holter (24 heures-7 jours), R-Test, Cardiatel, Holter implantable

Durée

. Examen invasifs:
- recherche vulnérabilité atriale, Holter implantable




FA: comment la détecter ?

- Résultats detection utilisant les moyens actuels

b

Riythm -~ 124ead ECG - 24<hr 7-30 day LR Permane nt
strip Holter * ECG monitor ECG Recorder
) With Wireless
5% 2.5% a13.5% e

r.
5.5% a 24% ? TOTAL:
m Specirum onfforing Modalities .
13% a 42%

Az one moves from left to rght, the duration of monitoring increases, which in
tumn increases the diagnostic yisld, ILR = implantable loop recordern; other
abbreviations as in Figure 1.

—> DONC, plus d’un patient sur 2 restera sans diagnostic!!!



FA: comment la détecter ?

. ExXamen invasifs: si tout le bilan est négatif+++

- Nouveaux outils: Holter implantable et enregistreurs 30 jours




FA: comment la détecter ?

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

Cryptogenic Stroke
and Underlying Atrial Fibrillation

Tommaso Sanna, M.D., Hans-Christoph Diener, M.D., Ph.D.,
Rod S. Passman, M.D., M.S.C.E., Vincenzo Di Lazzaro, M.D.,
Richard A. Bernstein, M.D., Ph.D., Carlos A. Morillo, M.D.,
Marilyn Mollman Rymer, M.D., Vincent Thijs, M.D., Ph.D.,
Tyson Rogers, M.S., Frank Beckers, Ph.D., Kate Lindborg, Ph.D.,
and Johannes Brachmann, M.D,, for the CRYSTAL AF Investigators™

447 Patients were enrolled

6 Were excluded
4 Did not meet eligibility criteria
2 Withdrew consent

441 Underwent randomization

l

221 Were assigned to ICM
208 Had ICM inserted
13 Did not have ICM inserted

220 Were assigned to control
220 Received standard of care

|

12 Crossed over to control
12 Exited the study
3 Died
1Was lost to follow-up
5 Withdrew
3 Were withdrawn by investigator

6 Crossed over to ICM
13 Exited the study
2 Died
1 Was lost to follow-up
7 Withdrew
3 Were withdrawn by investigator

i

221 Were included in intention-
to-treat analysis

220 Were included in intention-
to-treat analysis

N OENGL) MED 370026 NEjM.ORG  JuNE 26, 2004

Table 1. Baseline Characteristics of the Study Participants.®

Insertable
Cardiac Monitor Control
Charscteristic (N =221) [N=220) P Value
Age —yr 6l6:1l.4 6ldzll3 084
Sex — no. (%) orr

Male 142 (64.3) 138 (52.7)

Female 76 (35.7) &2 (37.3)

Race or ethnic group — ne. (%) T 050

Asian 3(L4) 2({0.9)

Black 7 (3.2) 10 (4.5)

Hispanie or Lating 2 (0.9} z {09}

White 194 (87.8) 181 (86.8)

Other [ 3 [L4)

Mot available 15 (6.8) 12 (5.5)

Geographic region — no. (%) 03z

North America 83 (37.6) 72 3.7

Europe 138 (62.4) 148 (57.3)

Patent forarmen ovale — no. (36) 52 (23.5) 46 (20.9) o0sT
Indes event — no. (38) 0&7
Stroke 200 (90.5) 201 (91.4)
TIA 21 (9.5) 19 (£.6)
Prior stroke or TIA — no. (%)

Stroke 37 (16.7) 28 (12.7) 028

TIA 73 (10.0) 27 (12.3) 045
Soore on modified Rankin scale — no_ (%) 1 0.5

0z 184 (83.3) 186 (84.5)

»2 36 (16.3) 34 (15.5)

Score an MIH Stroke Scalef 16227 19+32 037
Hypertension — no. (3€) 144 (65.2) 127 (57.7) 0.1z
Diabetes — no. (36) 34 (15.4) 38 (17.3) 0.61
CHADS, soore— no. (%)Y 017

2 69 (301 21 (36.8)

3 07 (416) o1 (41.4)

4 50(226) 34 (15.5)

5 TN 14 (6.4)

B 1(0.5) Li]
Hypercholesterolemia— no. [%) 125 (56.6) 128 (38.2) 077
Current smoker — no. (%) 43 (19.5) 44 (20.0) 0.91
Coronary artery disease — no. (%) 16(7.2) 941} 022
Usa of antiplatelet agent— no. (%) 217 (95.9) 212 (96.4) 1.00
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Detection of Atrial Fibrillation by 6 Months

ORIGINAL ARTICLE ” 1007 Hazard ratio, 6.4 (95% Cl, 1.9-21.7)
’ . o ’ 7T .
N OENGL) MED 37002E  MEM.ORG  JUNE 26, 2014 - 90+ . P<0.001 by log-rank test e
g 80+
Cryptogenic Stroke iz 7
. . — . = |
and Underlying Atrial Fibrillation g2
= 504
s o
Tommaso Sanna, M.D., Hans-Christoph Diener, M.D., Ph.D., E “‘2 40—
Rod S. Passman, M.D., M.S.C.E., Vincenzo Di Lazzaro, M.D., E R 304
Richard A. Bernstein, M.D., Ph.D., Carlos A. Morillo, M.D., e 204
Marilyn Mollman Rymer, M.D., Vincent Thijs, M.D., Ph.D., <
Tyson Rogers, M.S., Frank Beckers, Ph.D., Kate Lindborg, Ph.D., 10+
and Johannes Brachmann, M.D., for the CRYSTAL AF Investigators™ (I —— - - - - ]

FA 9 % a 6 mois (vs 1.4 %)

Control 220 214 200 198 197 197 194
ICM 221 205 198 195 194 193 191

Implantation REVEAL dans les 3 mois post-AVC

Detection of Atrial Fibrillation by 12 Months

100+ 5
904 Hazard ratio, 7.3 (95% Cl, 2.6-20.8) 1M
tal Eibrillation < 50 P<0.001 by log-rank test
Mo af Detected by 6 Mo P Value for g 10
Subgroup Patients [3&) [% of patients) Hazard Ratio (953 CI) Interaction g T 70
I8 Contral 2% 60 ]
5.8
Civerall 441 {100.0) 8.9 L4 1 B8 50 Control
Age 05 %5 40- —
J
¥r 4.4 [FeA ] T T T T T T 1
<65 276 (62 LH] B EX 5 0
65 yr 165 (37.4) 17.0 5 —ia— = 20 Y 2 4 6 8 10 02
Sex 0ss <
Femnale 161 (36.5) 6.7 00 Mo estimate 10 L ——

Male 280 §63.5) 11 23 | = i |

Race or ethnic graup 00 FA12% a1lan (vs2 %)

White 385 (87.3) 8.0 16 —B—
No. at Risk

Other 19 (6.5) 9.1 (k] Mo estimate
Mot awaiable 27 {6.1) 0.0 (i} Mo estimate Control 220 200 197 194 184 184 167
Patent foramen ovale 0 ICM 221 198 194 191 186 182 173

Mo 341 (77.5) 8.0 LE ——
Yes oE (22.7) 11.8 oo Mo estimate Detection of Atrial Fibrillation by 36 Months
Index event 098 100+ d rati o
= w00 e S i
TIA 40 {0.1) 150 0o Mo estimate 3 80
CHADS, score 073 g o 20
2 150 {34.0) o 00 H—ea—— 8%
3 183 j41.5) 73 23 —a— g8 99 10
4 g4 (18.0) 154 12 —a— & 507 Control
5 23 §5.2) 33 o T — = \3 40 0 5 A i i " - 2
6 140.2) o0 HA I = » = S 30
000 0l L0 100 1000 S 20 _.-'—'_'_'_

Control Better  1CM Better FA 30 % a 3 ans (vs 3 %)

Figure 3. Subgroup Analysis of Time to First Detection of Atrial Fibrillation by & Months.



FA: comment la détecter ?

. ExXamen invasifs: si tout le bilan est négatif+++

- Nouveaux outils: Holter longue durée
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Atrial Fibrillation in Patients with Cryptogenic Stroke

David ). Gladstone, M.D., Ph.D., Melanie Spring, M.D., Paul Dorian, M.D., Val Panzov, M.D., Kevin E. Thorpe, M.Math.,
Judith Hall, M.Sc., Haris Vaid, B.Sc., Martin O'Donnell, M.B., Ph.D., Andreas Laupacis, M.D., Robert Cété, M.D.,
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Shelagh B. Coutts, M.B., Ch.B., M.D., Demetrios ). Sahlas, M.D., Phil Teal, M.D., Samuel Yip, M.D,, J. David Spence, M.D.,
Brian Buck, M.D., Steve Verreault, M.D., Leanne K. Casaubon, M.D., Andrew Penn, M.D., Daniel Selchen, M.D.,
Albert Jin, M.D., David Howse, M.D., Manu Mehdiratta, M.D., Karl Boyle, M.B., B.Ch., Richard Aviv, M.B., Ch.B.,
Moira K. Kapral, M.D., and Muhammad Mamdani, Pharm.D., M.P.H., for the EMBRACE Investigators and Coordinators*

s orRor
B0 W 714 Depsd QU0 e J0 Sy xd O 48 20 Dopsd

Puick monese racorse af E0G  Moniee sands o DOG des
deta turwg perod 1 & handhaid Sevce

&

Mordor seccs a8 FCG asts
o et

PR

Putieel maks Dacs womior e » a0 roWwe
B i G0 ot W » caewnt Dy MChaaas § agatcernt
cwTae recevIng stason TOWCOrTg ety artay e o ceteched
Tacheian reviews Suts awd I et oy e
Ly o iws g doad avr S
SONEN NPT 10 phvivie »TreaTa » seacea 10 v sl STe BOG 2w

572 Patients were envolied and underwent
randomiz ation .
Intervention Group Control Group
| Characteristic (N=286) (N=285)
Age
l J Mean age —yr 725585 73.2:88
=75 yr— no. (%) 104 (36.4) 118 (41.4)
287 Were assigned to 30-day ECG 285 Wera assigned to 4-hour ECG Female sex— no. (%) 132 (46.2) 125 (43.9)
'no'il:ungr rrmilnw
284 Romived assigned infervention I77 Rernived assigned inben ention Race — no. (%)
i Di:i mat reczive assignad & Didl not receive assignod White 257 (89.9) 260 (91.2)
imteryention intersention
1 Had mew diagnosis of cincer 1 Dvad From mew ischemic Asian 15(5.2) 14 (4.9)
Twithdrow froem study stroke Black 6(21) 2 (07)
2 Had medical linass Other 8(28) 9p32)
1 Hasd pcemaiter insortod
1 Moved out of courdry Maodified Rankin scale score <2 — no. (%) 274 (35.8) 263 (52.3)
3 Withdeew from study Medical history — no. (%)
Hypertension 204 (71.3) 151 (67.0)
Diabetes 55 (19.2) 55 (19.3)
Hyperlipidemia 191 (66.3) 177 (62.1)
20Wese inchaded in 30.day follow-up I7sWere induded in 90day follow-ap Smoking status
Twore st to follow.u EWere lost to follow-

1 Died from new ischamic stroke 1 D from new ischemic strole Current smoker 13(6.6) 24 (3.4)

1 Had adwerse skin maction s withdrew from study Previous smoker 141 (49.3) 131 (46.0)

swithdrew from stucy Previous ischemic stroke 45(157) 36 (128)

>1 Previous stroke 12 (4.2) 12 (4.2)
1Was axcludad from all amalyses Previous transient ischemic attack 42 (147) 46 (16.1)
owing :n:;lﬁmrldim-nm Congestive heart failure 5(17) 7 (25)
immediztely after mndomizalion

with s sl daia rocoeded Myocardial infarction 48 (16.8) 42 (14.7)
Coronary angioplasty or stenting 24 (8.4) 23 (8.1)

Coronary bypass surgery 29 (10.1) 19 (6.7)

‘ 286'Wese incuded in all analyses ‘ ‘ zasWere included in all anakyses ‘ Cardiac-valve surgery 6(21) 1(0.4)

Type of index event — no. (36)
1 Ischemic stroke 188 (65.7) 172 (60.4)
p— - Transient ischemic attack 98 (34.3) 113 (35.6)
m:f";,‘:', ued i primary m :‘z’;,‘:‘, uded im primay Oxfordshire classification* of the index event — no. (36)

E'Were mduded becse the E '‘Were eechadod because the Total anterior circulation syndrome 7(2.4) 5 (1.8)
primary ouicome couid not be prismaty outcome could not be Partial anterior circulation syndrome 201 (70.3) 216 (75.8)
assessed assessed 3

Posterior circulation syndrome 63 (22.0) 56 (19.6)
E4'Warn induded in secondasy 77 ware induded in socondasy Lacunar syndrome 15 (5.2) 7(25)

T e becausa they & o anclednd because thy did No. of days from index event to randomization 76.6:375 7374397

mat undergo any menitoring meat undergo any monitaring
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Atrial Fibrillation in Patients with Cryptogenic Stroke

David J. Gladstone, M.D., Ph.D., Melanie Spring, M.D., Paul Dorian, M.D., Val Panzov, M.D., Kevin E. Thorpe, M.Math.,
Judith Hall, M.Sc., Haris Vaid, B.Sc., Martin O'Donnell, M.B., Ph.D., Andreas Laupacis, M.D., Robert Cété, M.D.,
Mukul Sharma, M.D., John A. Blakely, M.D., Ashfaq Shuaib, M.D., Vladimir Hachinski, M.D., D.Sc.,

Shelagh B. Coutts, M.B., Ch.B., M.D., Demetrios ). Sahlas, M.D., Phil Teal, M.D., Samuel Yip, M.D,, J. David Spence, M.D.,
Brian Buck, M.D., Steve Verreault, M.D., Leanne K. Casaubon, M.D., Andrew Penn, M.D., Daniel Selchen, M.D.,
Albert Jin, M.D., David Howse, M.D., Manu Mehdiratta, M.D., Karl Boyle, M.B., B.Ch., Richard Aviv, M.B., Ch.B.,
Moira K. Kapral, M.D., and Muhammad Mamdani, Pharm.D., M.P.H., for the EMBRACE Investigators and Coordinators*

n = 572 patients avec AVC cryptogénique
(72 ans, 55 % homme, HTA dans 70 %) R-Test 30 jours dans les 6 mois post-AVC

i
No. of Patients
Intervention Group  Control Group  Absolute Difference Needed to Screen E
Outcome (N=286) (N=285) (95% Cl) P Value (95% Cl)* = 1L
= 154 .
Aumber/total number (percent) percentage points = _ .
Primary outcome: detection of atrial 45/280 (16.1) 9/277 (3.2) 12.9 (8.0-17.6) <0.001 8 (5.7-12.5) : E- LE :
fibrillation with duration =5 104
=30 sec within 90 days <y
=w T4
Secondary outcomes: =]
Detection of atrial fibrillation 44)284 (15.5) 7277 (2.5) 13.0 (8.4-17.6) <0.001 8 (5.7-11.9) E i
with duration =30 sec = 11
Detection of atrial fibrillation 28/284 (9.9) 7/277 (2.5) 7.4 (3.4-113) <0.001 14 (8.8-29.4) &
with duration 2.5 min 0 T T T T T
. P TRNTIG M He 1k 1wk I WY 1wk
Detection of arial fibrillation 56/284 (19.7) 13/277 (4.7) 15.0 (9.8-20.3) <0.001 7 (4.9-102)
of any duration Dwration of ECG Monitoring

Nbr de patients mis sous AVK suite au diagnostic a doublé+++



Implantation REVEAL/Pose R-Test: indications?

- Indications: neurologie

AVC cryptogénique

< 40ans? 40 - 75 ans > 75 ans
1 CHADS2vasc2 a 3 CHADS2vasc >3
REVEAL ou rien 1 1
REVEAL R-Test

mmmmmm)  Staff décisionnel cardiologie/neurologie+++



