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Objectifs th ¥ oo

e Revoir la littérature récente concernant la fermeture
transcathéter de l'appendice auriculaire gauche
(FAAG) en FA

* Discuter des risques et bénéfices de I'intervention

* |dentifier les patients susceptibles de bénéficier d’une
référence pour évaluation leur candidature a la
procédure



AVC ischémiques cardioemboliques

Lacunaires
® Cardioembolique
® Multiple

B Gros vaisseaux
Cryptogénique
B Autres



Survie suite a AVC cardioembolique

stroke subtypes.
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Figure 2. Observed percentage surviving (Kaplan-Meier esti-
mates) after incident ischemic stroke among 442 residents of
Rochester, Minnesota, 1985 to 1989, with common ischemic
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© RIVAROXABAN (YARELTO; BAYER)

| Usual dose: 20mg od with food. Bioavailability:

i 668% (without food), almost 100% {with food). Peak
. plasma level: 2-4 hrs. Half-life: 5-9 hrs (young),
- 11-13hrs (elderly) Renal excretion: 35% Liver

- metabolism: yos

Interactions: Use with strong inhibitors of both CYP3A4
i and P-gp, such as azole-antimycotics or HIV protease

i inhibitors, is not recommended. Co-administration with

| dronedarone and strong CYP3A4 inducers should be avoided.

- APIXABAN

- (ELIOUSS: BRISTOLMYERS SQUIBB PFIZER)

. Usual dose: 5mg bid. Bioavailability: 50%.

- Peak plasma level: -4 hrs. Half-life: 12 hrs.
 Renal excretion: 27%, Liver metabolism: yos.
: Interactions: Use with strong inhibitors of CYP3A4 or
i P-glycoprotein (P-gp) is not recommended. Use with
strong inducars of CYP3A4 and P-gp requires caution.

N

DABIGATRAN ETEXILATE «°
(PRADAXA; BOEHRINGER INGELHEIM)

Usual dose: 150mg bid.

Bioavailability: 3-7% Peak plasma 2,
level: 2hrs Half-life: 12-17hrs. Renal So

80%. Liver no.
Interactions: Use with strong P-gp nhibitors ketoconazole,
cyclosporine, itraconazole and dronedarone is
contraindicated. Use with P-gp inhibitor verapamil requires
dose reduction. Use with P-gp inducers should be avoided.

EDOXABAN (LXIANA; AIGHI SANKYO UK) et
Usual dose: 60 mg od Bioavailability: 62% Peak /
plasma level: 1-2 hrs. Half-life: 10-14 hrs. Renal !

50% Liver minimal. psc
Interactions: Use with the P-gp inhibitors ciclosporin, .60
dronedarone, erythromyain or ketoconazole requires /

dose reduction to 30mg onoe daily. Use with caution
cconcomitantly with P-gp inducers (eg. rifampicin).




DOAC:s are the preferred agents for stroke prevention in
NVAF patients who merit anticoagulation. Although less life-
threatening bleeding was shown with DOACs, annual rates of
major bleeding were observed to be 2%-4%.

Canadian Journal of Cardiology 36 (2020) 1847—1948
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Dilemme thérapeutique post-saignement sous

. r"‘ 1
anticoagulant th ® 5,

Prochaine étape?
Réduire dose NACO?
CHADS; acronym - Riskitactors Changer NACO?

for risk of stroke ~ Congestive § Elevé >3
¥ Heart Failure . .
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= i anger pour
Feature Scorc ™ Hypertension  +1 H | Hypertension | 8 p
'\ _Age>75 +2 Abnormal renal and liver Coumadin?
LA - Age 2
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Recommandations canadiennes +h 0

Bleeding while on OAC

Initiate OAC as soon as possible after the cause of bleeding has been identified and corrected®

Re-evaluate concomitant medications which may contribute to bleeding (e.g. ASA, NSAIDs)

62. We recommend that anticoagulant therapy should be
recommenced in patients at high risk of stroke as soon
as possible after the cause of bleeding has been iden-
tiied and corrected (Strong Recommendation;

Moderate-Quality Evidence).

Values and preferences. This recommendation places
a relatively high value on the recognition that OAC
discontinuation after a bleeding event is associated with a
significant increase in the risk of stroke and all-cause

mo rtaligz.

Canadian Journal of Cardiology 36 (2020) 1847—1948



Approche des cliniciens du CHUM dh 5,

Brouillard et al. Real-world management strategies of anticoagulated atrial fibrillation patients following a clinically significant bleeding episode

Cohorte 01-2017 a 12-2019

N = 252 patients avec FA non
valvulaire anticoagulée admis
pour saignement entre le ler
Janvier 2017 et le 31
décembre 2019

14% déceés intrahospitaliers

Déces per-hospitalisation: 33
Autre indication d’ACO: 24
Saignement péri-procédure: 53 I
Quitte contre avis medical: 2

Cohorte analysée
N=140 patients

\_ /




Approche des cliniciens du CHUM ITORL

e CHUM
Brouillard et al. Real-world management strategies of anticoagulated atrial fibrillation patients following a clinically significant bleeding episode

Cohorte 01-2017 a 12-2019

Stratégie de protection embolique retenue au congé

N = 252 patients avec FA non POPULATION

valvulaire anticoagulée admis N=140

pour saignement entre le ler

Janvier 2017 et le 31
décembre 2019
s 2 o 2 Bt SAME DIFFERENT DOWNGRADE TO NO STROKE
0,
14% déces mtrahospltallers Miﬁ?ﬁ&,ﬂsNT » ANTICOAGULANT ANTICOAGULANT ANTI-PLT REFERRED_;OOR LAAO PREVENTION STRATEGY
Déces per-hospitalisation: 33 N=88 N=6 N=18 N=18
Autre indication d’ACO: 24
Saignement péri-procédure: 53 I
Quitte contre avis medical: 2 OPTIMAL Low OPTIMAL Low
DOSE DOSE DOSE DOSE
N=70 N=18 N=5 N=1
Cohorte analysée
N=140 patients |
SUBOPTIMAL
DISCHARGE OPTIMAL ANTITHROMBOTIC REFERRED NO STROKE
—— = ANTICOAGULATION REGIMEN FOR LAAO PREVENTION
N=75 (54%) N=37 (26%) N=10 (7%) N=18 (13%)

\_ /




Approche des cliniciens du CHUM dh ¥ .

Brouillard et al. Real-world management strategies of anticoagulated atrial fibrillation patients following a clinically significant bleeding episode

Thérapie anti-
Anticoagulation optimale thrombotique sous

Aucune prévention
thromboembolique
N=18

Issue clinique N =75 optimale

N =37
Mortalité toute cause 19 (25.3) 11 (29.7) 7 (38.9) 0.71

Réadmission pour saignement 26 (34.7) 10 (27) 0 (0) 0.01

Réadmission pour événement
thromboembolique

0(0) 1(2.7) 3(16.7) 0.06




Fermeture appendice auriculaire gauche

Besoin clinique

Patients avec FA non-
valvulaire, indication de
protection thrombo-

embolique et:
Saignements récidivants
sous anticoagulant
ATCD de saignement
majeur
Haut risque de saignement
AVC sous anticoagulant
(auricule malin)
Chez qui anti-plt
privilégiés
Préférence du patient




Occlusion AAG: rationnelle

Frequency and Sit»
Nonrheum»*

v >
\eift RASNIRSRIEY - 2208 patients en FA,
s > 12.6% ont du thrombus

35(15.0)

10 psO 2o w6 dans I’OG qui est retrouvé
N =) 2(3.8) 4(7.7)
Q‘i O\\é\b* 120500 1@1)  13(27.1) 90% du temps (249/278)
. 171 847 3(1.8) 11(6.4) .
549 67(122  9(1§)  76(138) dans l'auricule gauche
et 272 19(7.0) 0(0) 19(7.0)

TEE 60 6(10.0) 0 (0) 6(10.0)
I Total 2208 249 (11.3) 29(1.3) 278 (12.6) Orhan Onalan and Eugene Crystal, Stroke 2007;38;624-630




Occlusion AAG: littérature

Tahle 9. WATCHMAN studies.

Swdydetails | Patientdetails |  Eficay |  saey |

: Number 9
First of % : [SAE in
author and | RCT or Rt inelig- Ischaemic first Effu-
dates of pwith ible for stroke/SE 7 days sion+| sation |related | related
publication T 0AC stroke | death
Holmes MRCT 463 |71.7+8.8(2.2+1.2/34 0 18+10 | 88.0% | 8% at | 2.3/100 2.5/100 1.7% | 4.1% | 06% | 0.9% 0
20094 45+20 6-month| patient years | patient years
Reddy 2014* TOE 1.5/100 1.6/100
patient years | patient years
Holmes MRCT 269 44 | 2.6+£1.0/ 0 11.8+5.8| 95.1% 2.3% 2.3% 42% | 19% | 0.7% | 04% 0
20141 38+1.2 patients patients
during FU | during FU
Reddy 2017¢ | Meta- 732 |72.6+84| 2.3+1.1/ 0 4343 | 95.4% 177 16
analysis 36+14 patient per 100 per 100
of 2 RCTs years patient years | patient years
Reddy 2011% | MReg 460 T+8 | 22+1.2 0 95.0% 37% | 2.2% 0
Reddy 2013'™ | MReg 150 |725+74| 28+1.2/ | 100% |14.4+8.6| 95.0% 2.3 per100 | 1.7 per 100 1.3% | 1.3% 0 0
44+17 patient years | patient years
Boersma MReg 1,021 139 | 2.8x1.3/ 62% 12 98.5% | 0.7% | Ischaemic | Ischaemic | 2.8% | 0.4% | 0.2% | 0.1% 0.1%
201642, 4.5+1.6 months stroke stroke/TIA/
2017% 1.1% peryear| SE=1.5%
per year
Reddy 2017' | MReg | 3,822 95.6% 1% | 024 | 0.08% | 0.08%
+needing intervention (drainage or surgery). FU: follow-up; MReg: multicentre registry; (M)RCT: (multicentre) randomised controlled trial

Collado et al LAAO for Stroke Prevention in Nonvalvular AF
J Am Heart Assoc. 2021;10:e022274. DOI: 10.1161/JAHA.121.022274



Occlusion AAG: littérature

oh

\J

. CHUM

author and
dates of

Study details

RCT or
registry

Table 10. AMPLATZER studies.

Patient details

Efficacy

Nietlispach 0.5%/year 1.2%
20137 Nded 120) | 99.2% overall, 0.8%
Dev. in ACP 3.3%in in ACP
group ACP group
Tzikas MReg | ACP 1047 | 7+8 | 28+13/ | 73% 13 91.3% | 19% Strokeor | 5% 05% | 08% 0.9%| 08%
20164 4.5+1.6 TIA2.3%
per year
Lopez- MReg | ACP 167 |74.7£8.6 3/4 100% | 22+8.3 | 94.6% | 8.2% — |Strokeor| 54% | 12% | 0.6% 0 0
Minguez TIA2.4%
20151 per year
Urena MReg | ACP 52 | 74+8 3~ 100% | 20«5 | 98.1% 0 lischaemic stroke | 5.8% | 1.9% | 1.9% 0 0
20132 and 1 TIA during FU
Berti 2017""® | MReg |ACP+Am 613 |[75.1+8.0| —/4.2+15 | 84.5% 20 95.4% | 05% | L1.8per |Strokeor| 6.2% 0.7% 0
100 [TIA2.45%)
patient | per year
years
Landmesser | MReg | Am 1,088 | 75485 | —-/4.2+16 | 83% 12 99.0% | 18% 2.9% per year 36% | 12% | 0.1% 04%| 02%
2017 and
201846
Kleinecke SReg | Am 50 [76.1+83| —/5.2+18 | 24% 12 98.0% 0 |6 ischaemic strokes| 8% 4% 20% 0 0
2017w per 100 patient
years
Nielsen- MReg | ACP+Am 151 | 72+8.7 | -39 100% 6 97.7% - 17 (vs 81) 4% 0.7% | 0.7% 07%| 0
Kudsk (ICH ischaemic strokes
201718 patients) per 1,000 patient
years
116 (vs 95)
recurrent ICH per
1,000 patient years
ACP: AMPLATZER Cardiac Plug; AM: Amulet; FU: follow-up; ICH: infracranial haemorthage; MRCT: multicentre randomised controlled trial; MReg: multicentre regisiry; Nded Dev.: non-dedicated
devices for LAAO (AMPLATZER PFO, ASD, VSD Occluder); OAC: oral anticoagulation; SAE: serious adverse event; SReg: single-centre registry; TIA: transient ischaemic attack

Collado et al | AAQO for Stroke Prevention in Nonvalvular AF
J Am Heart Assoc. 2021;10:e022274. DOI: 10.1161/JAHA.121.022274



Occlusion AAG: recommandations O

2020 ESC guidelines for the diagnosis 2019 AHA/ACC/HRS focused update on

and management of AF the management of patients with AF
Percutaneous LAA occlusion May be considered in patients with AF and contraindications for May be considered in patients with AF and

long term OAC therapy contraindications for ng term OAC therapy

COR: IIb LOE: B COR: IIb LOE: B-NR
Surgical LAA occlusion/exclusion Surgical occlusion or exclusion of the LAA may be Surgical occlusion of the LAA may be considered in patients

considered in patients with AF undergoing cardiac surgery. with AF undergoing cardiac surgery.

COR: IIb LOE: C COR: IIb LOE: B-NR

v/ Saignements intracraniens non-
traumatiques a haut risque de

Society Guidelines récidive
The 2020 Canadian Cardiovascular Society /Can§RElAEuTIICEEIELEECI RIS
Rhythm Society Comprehensive Guidelines JERSARIEALEULEIEICY Llle

Management of Atrial Fibrillation urinaire, Gl, rétroperitonéal,
intraoculaire, de varices

Canadian Journal of Cardiology 36 (2020) 1847—1948

We suggest that percutanecous LAAO be considered hagi
for stroke prevention in patients with NVAF who are o’esop . aglerfnes' )

at moderate to high risk of stroke and have absolute Télangiectasie hémorragique
contraindications to OAC (Weak Recommendation; héréditaire (syndréme Osler-Weber-
Low-Quality Evidence). Rendu)




Left Atrial Appendage Closure Versus
Direct Oral Anticoagulants in High-Risk
Patients With Atrial Fibrillation rracue

JACC VOL. 75, NO. 25, 2020

JUNE 30, 2020:3122-35

v Etude randomisée-contrélée Occlusion AG (61%
Amulet vs 36% WM) vs NOAC (96% Apixaban)

v 402 patients (73a, CHADSVASC 4.7, HAS-BLED
3) avec FA non-valvulaire + indication
d’anticoagulation ET I'un des scénarios

suivants:

= Hx de saignement nécessitant intervention ou hospitalisation
(n=192)

= Profil embolique et hémorragique a risque (CHADSVASC 23 +
HAS-BLED 22) (n=112)

= Evénement cardioembolique sous anticoagulant (n=142)




4-Year Outcomes After Left Atrial Pracuer;
Appendage Closure Versus Nonwarfarin
Oral Anticoagulation for Atrial Fibrillation

50% 7
sHR = 0.81(95% Cl, 0.56-1.18)
Gray's test: P=0.27

40%=- P Value for noninferiority = 0.006

30%

Cumulative Incidence

0% 1 | I | I I |
Q6 ]122 18 24 30 36 42

Time Since Randomization (Months)

NACO 31.3%

FAAG 24.4%
20%- ‘/_/_/_/_//_,J
10%-" -

JACC VOL. 79, NO. 1, 2022

JANUARY 4/11, 2022:1-14




Clinical Outcomes Associated With
Left Atrial Appendage Occlusion

| Versus Direct Oral Anticoagulation in
Atrial FibrillationJACC CARDIOVASCULAR INTERVENTIONS VOL. 14, NO. 1, 2021

pairage par score de propension

Amulet vs NACO

N=1071 N=1184

JANUARY 11, 2021:69-78

Bénéfice significatif sur mortalité toute cause

All-cause Mortality

ite S —-""VIDOAczs%
Mortalité o/ S
47 /o - I
£ 4 1aa014.5%
HR 0.53 (95%Cl 0.43-0.64) %o_

0 200 400 600 800
Days since LAAO or DOAC initiation

Nielsen-Kudsk et al. JACC Interv 2021;14(1):69-78.



Long-Term Outcomes of Randomized Controlled Trials Comparing

Percutaneous Left Atrial Appendage Closure to Oral Anticoagulation
for Nonvalvular Atrial Fibrillation: A Meta-Analysis Yousif Ahmad, MRCP, PhD
Structural Heart Accepted 17 August 2022

Meta-analyse des 3 études randomisées
PROTECT-AF et PREVAIL (FAAG WM vs Coumadin)

PRAGUE-17 (FAAG vs Apixaban)

Bénéfice significatif sur mortalité toute cause

LAAC Control

Study and Year Events N Eisiis N Hazard Ratio [95% CI]
Hazard of death

PROTECT-AF, 2014 80 483 44 244 l—.—'l 0.69 [0.47, 1.02)
PREVAIL, 2017 46 269 29 138 I—I--d 0.78[0.48, 1.24]
PRAGUE-17, 2021 42 201 53 201 —— 0.81[0.54, 1.22]

| Random effects model for death (p = 0.023) - 0.76 [0.58, 0.986] I

Q=0.36, of = 2, p for heterogeneity = 0.84; I = 0.0% |

I T ! 1
0.04 02 1 5 25

LAAC better < Hazard Ratio > Medical therapy better

Mortalité 0
Bl L 24%

HR 0.76 (95%CI 0.59-0.96)




Percutaneous left atrial appendage

closure versus oral anticoagulation
for non-valvular atrial fibrillation: an
individual patient data meta-

analysis of randomized controlled
trials Yousif Ahmac TCT 102023

933 FAAG vs 201 NACO + 382 VKA

HR 0.78, 95% Cl 0.61-0.99; p=0.044

0.30

. Sl Mortalité 22%,
Device FAAG toute cause

0.15 HR 0.78 (95%Cl 0.61-0.99)
0.00
0 12 24 36 48 60
Time (months)
583 539 502 413 322 230 Control

933 817 780 702 613 505 Device



Head-to-head comparison between left atrial
appendage occlusion and non-vitamin K oral
anticoagulants in non-valvular atrial fibrillation

patients: A systematic review and meta-analysis study

Waranugraha et al. Trends in Cardiovascular Medicine, ePub 02-2023

5 études (1 RCT, 4 cohortes avec score de propension)
2021 FAAG vs 2291 NACO

LAAO NOACs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ding et al., 2022 10 661 37 661 22.7% 0.27 [0.14, 0.54] —
Godino et al., 2020 15 96 10 96 21.3% 1.50[0.71, 3.17] T
Nielsen-Kudsk et al., 2021 155 1071 308 1184 351% 0.56 [0.47, 0.66] =
Paiva et al., 2021 8 91 22 149 20.9% 0.60 [0.28, 1.28] e
|Tota| (95% Cl) 1919 2090 100.0% 0.59 [0.35, 1.01] ‘ |
Total events 188 377

Heterogeneity: Tau? = 0.21; Chi?=10.99, df =3 (P =0.01); 12 =73%

0.01 0.1 1 10

Test for overall effect: Z=1.92 (P = 0.06) Favours [LAAO] Favours [NOACs]

Mortalité
B 41%

HR 0.59 (95%Cl 0.35-1.01) p=0.06

100



Head-to-head comparison between left atrial
appendage occlusion and non-vitamin K oral
anticoagulants in non-valvular atrial fibrillation

patients: A systematic review and meta-analysis study

Waranugraha et al. Trends in Cardiovascular Medicine, ePub 02-2023

5 études (1 RCT, 4 cohortes avec score de propension)
2021 FAAG vs 2291 NACO

LAAO NOACs Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Nielsen-Kudsk et al., 2021 54 1071 111 1184 84.4% 0.54 [0.39, 0.74] .

Osmancik et al., 2020 11 201 15 201 14.7% 0.73[0.35, 1.56] R

Paiva et al., 2021 0 91 2 149 0.9% 0.33[0.02, 6.72]
|Tota| (95% CI) 1363 1534 100.0% 0.56 [0.42, 0.75] 0 |

Total events 65 128

2 — 2 2 — NO, } 1 I
;—_Ietfrfogenelty"T?fu : (Z) 003 g:l . <006308f1 2(P=0.71); ?P=0% 0.01 0 1 ] 10 100
estioroyemallanes Favours [LAAO] Favours [NOACs]

Mortallte
B 44% e

HR 0.56 (95%Cl 0.42-0.75) p<0.01



(A) Stroke or transient ischemic attack

Head-to-head comparison between left atrial
appendage occlusion and non-vitamin K oral
anticoagulants in non-valvular atrial fibrillation

patients: A systematic review and meta-analysis study

Waranugraha et al. Trends in Cardiovascular Medicine, ePub 02-2023

5 études (1 RCT, 4 cohortes avec score de propension)
2021 FAAG vs 2291 NACO

(A) Major bleeding

LAAO NOACs i Risk Ratio Risk Ratio LAAO NOACs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Ding et al., 2022 a1 661 36 661 41.3% 0.86[0.54,1.37] Godino et al., 2020 6 9 6 9 3.9% 1.00 [0.33, 2.99]
A 0
g‘e'se""_i“dts"le‘;(’)'éozw 32 1%1 3; 1;3‘1‘ ‘:g-i of 11; {S-Zi’ ;g;} 7 Nielsen-Kudsk et al., 2021 108 1071 183 1184 95.0% 0.65[0.52, 0.82] [ |
smancik et al., 4% . .44, 2. — . 0 {
Paiva et al., 2021 1 91 4 149 1.9% 0.41[0.05, 3.61] _ Palva'etial.; 2021 1 9 > 199 1.0% 0.33[0.04,2.76]
0 0,
Total (95% C1) 3004 . 1.00 [0.74, 1.36] Total (95% Cl) 1258 1429 100.0% 0.66 [0.53, 0.82] ¢
Total events 80 85 Total events 115 194
ity: =0.00; Chiz = =2(P= 2= b } } y
Heterogeneity: Tau? = 0.00; Chi? = 1.56, df = 3 (P = 0.67); I = 0% ;0 5 0;1 ! 1;0 00; Heterogeneity: Tau? _ OA(_)O, Chi? __0A98, df =2 (P =0.61); 2= 0% 0.01 01 1 10 100
Test for overall effect: Z = 0.03 (P = 0.98) “ Favburs [LAAO] Favours [NOAGs] Test for overall effect: Z = 3.76 (P = 0.0002) Favours [LAAO] Favours [NOACs]
(B) Stroke or thromboembolic events (B) Major or non-major bleeding
LAAO NOACs Risk Ratio Risk Ratio LAAO NOACs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ding et al., 2022 54 661 51 661 49.9% 1.06 [0.73, 1.53] -+ Godino et al., 2020 6 96 6 96 3.4% 1.00 [0.33, 2.99]
Godino et al., 2020 6 96 7 9% 61% 0.86 [0.30, 2.46] - Nielsen-Kudsk et al., 2021 108 1071 183 1184 82.9% 0.65 [0.52, 0.82] [ |
Nielsen-Kudsk et al., 2021 39 1071 37 1184 34.4% 117 [0.75, 1.81] - Osmancik et al., 2020 18 201 26 201 12.8% 0.69[0.39, 1.22] —
Osmanaikietial.; 2020 9 201 9 201 '8.2% 1.00[041,2.47] 1 Paiva et al., 2021 19 5 149  0.9% 0.33[0.04, 2.76] —
Paiva et al., 2021 19 4 149 1.4% 0.41[0.05, 3.61] ——
Total (95% Cl) 1459 1630 100.0% 0.66 [0.54, 0.81] ¢
Total (95% Cl) 2120 2291 100.0% 1.06 [0.82, 1.37] & ot S %3 520
Total events 109 108 o 2= . Ohi2 = - = 2= 00 } + ; |
T e Tar 000 o 100 05 =050) 0% 2 IR N W

Test for overall effect: Z = 0.45 (P = 0.66)

Favburs [LAAO] Favours [NOACs]

Favours [LAAO] Favours [NOACs]




4-Year Outcomes After Left Atrial Pracuer;
Appendage Closure Versus Nonwarfarin
Oral Anticoagulation for Atrial Fibrillation

Cumulative Incidence

50% -
40% -
30%-

20%-

10%-" J_r“'rﬁ o

sHR = 0.81(95% Cl, 0.56-1.18)
Gray's test: P=0.27
P Value for noninferiority = 0.006

NACO 31.3%

f_)_'_r FAAG =t

0%

Q 6

1 T T T 1 T 1
12 18 24 30 36 42 48

JACC VOL. 79, NO. 1, 2022

Time Since Randomization (Months) JANUARY 4/11, 2022:1-14



Occlusion AAG: complications péri-procedurales

Expérience Watchman

Clinical Trial Post-Approval

Experience Experience

§ m Pericardial Tamponade
8 M Procedure-Related Stroke
5 3.0% Device Embolization
'§ M Procedure-Related Death
= 20%
| l l
-}
o
1.0% | l
0.0% L. L.
NN SN >
Ql)b \a é’ e/:@ <> d Nl» ""’é‘}
A\ A\ N N
é"'( & & & ,\\o‘*\o & ¢
& & S S
& O
<
2.5 -
2.16%
° N =38 158
2.0 -
- 1.39%
15 125%
1.0 4
0.5 4
0.19% 0.24% 0.17% 0.15%
0.0
Any Major Death Cardiac Stroke/TIA Major Major Pericardial
Complication Arrest Bleeding Vascular Effusion
Complication  Requiring
Intervention

périence ACP/Amulet

ACP registry
N =1047

Amulet registry
N =1074

Mortalité 0.75% 0.3%
AVC 0.86% 0.3%
Tamponnade 1.24% 0.5%
Embolisation 0.67% 0.1%
Saignement 1.24% 0.9%
majeur

Autres 0.5% 0.7%
Total 5.26% 2.7%

~—
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Device-Related Thrombus After Left Atrial
Appendage Closure

Data on Thrombus Characteristics, Treatment Strategies, and Clinical Outcomes
From the EUROC-DRT-Registry

Sedaghat et al Circ Cardiovasc Interv. 2021;14:2010195. May 2021

Luve = Luve

Nn.4% %
DRT s8.6 .,, DRT 50.0 %

0%

W\<Non Pocmerf—iype occluder

Major Risk Factors .
« latrogenic pericardial effusion g 20

+ Hypercoagulable state

Minor Risk Factors

+ Deep LAAO implant
(>10mm from pulmonary ridge)

+ Renal insufficiency
« Non-paroxysmal AF

2 minor rlsk factors

MACE (%)
i

Rlsk of Device
Rel.ated Thrombus

5+ = DRT
Simard et al. JACC 2021;78(4):297-313. ol 7 mcontrol
0 6 12 18 24

Months Since Procedure

Percent % with Ischemic Events

Fuites péri-dispositif
Peridevice Leak After Left Atrial
Appendage Occlusion

Incidence, Mechanisms, Clinical Impact, and Management
FIGURE 4 Summary of Recent Studies Documenting an Association of PDL With Ischemic Events
P=0.20 P=0.014
9 mNo PDL
mPDL
8
. PDL at 45 days PDL at 1 year
6
9 P=0.07 P< 0.001
4 [ |
3
! l I
Amulet IDE NCDR LAAO Watchman Trials Watchman Trials
n=1,593 n=51,333 n=1,054 n=1,054
1.5-year follow up 1-year follow up 5-year follow up

JACC: CARDIOVASCULAR INTERVENTIONS VOL. 16, NO. 6, 2023
MARCH 27, 2023:627-642




Occlusion AAG: régime anti-thrombotique o
post-intervention

CH_UM

L’histoire est en cours d’écriture...

PROTECT-AF et PREVAIL

45 jours de coumadin ASAP WATCHMAN WATCHMAN ASAP-TOO
DTAP ad 6 mois DTAP x 6 mois DTAP x 3 mois
ASA seule

ACP registry

Amulet registry

STAP - 31.3%

Durée moyenne de la DTAP 3.8 mois DTAP — 45.6%

DTAP 3 mois ASA long cours



Occlusion AAG: régime anti-thrombotique
post-intervention

L’histoire est en cours d’écriture...

Study acronym NCTEwpCl Stu.d y Intervention n Targe.t Main outcomes
number design population

ADALA 2018-001013-32 | Randomised | DAPT vs apixaban 160 LAAO closure (no | Combined of efficacy

(Antithrombotic therapy after left atrial trial (5/2.5 mg bid) specific device) (thromboembolic events and device

appendage occlusion: double antiplatelet thrombosis) and safety (major

therapy versus apixaban) bleeding incidence) at 3 months

ANDES NCT03568890 Randomised | DAPT vs any approved NOAC | 350 LAAO with the Device thrombosis as evaluated by

(Short-term anticoagulation versus trial WATCHMAN or TOE at 2 months

antiplatelet therapy for preventing device ACP/Amulet

thrombosis following left atrial devices

appendage closure)

APPROACH NCT04550637 Prospective, | Apixaban (5 mg bid) for 200 LAAO (no All-cause death, stroke, transient

(A multicentre study of apixaban) observational | 3 months following LAAC specified device) | ischaemic attack, systemic
embolism at 6 months

ASPIRIN-LAAD NCT03821883 Randomised | Aspirin discontinuation vs 1,120 | LAAO with the Stroke, systemic embolism, acute

(Aspirin discontinuation after left atrial trial continuation at the sixth WATCHMAN coronary syndrome, cardiovascular/

appendage occlusion in atrial fibrillation) month after LAAO device unexplained death, major bleeding,
coronary/peripheral
revascularisation at 2 years

DEA-LAA NCT03539055 Prospective, | Dabigatran 75 or 150 mg 100 LAAO with the Device-related thrombosis at

(Efficacy of short-term dabigatran observational | BID x 90 days plus ASA WATCHMAN 90 days (as evaluated by TOE or

etexilate followed by aspirin monotherapy 81 mg daily device ()]

after LAA (left atrial appendage) device

closure

FADE-DRT NCT04502017 Randomised | DAPT, half-dose DOAC or 360 LAAO (no Composite of stroke, systemic

(Efficacy of different anti-thrombotic trial clopidogrel in combination specified device) | embolism, and device-related

strategies on device-related thrombosis
prevention after percutaneous left atrial
appendage occlusion)

with ASA on the basis of
CYP2C19 genotype or
half-dose DOAC

thrombosis; incidence of major
bleeding events at 1 year



4-Year Outcomes After Left Atrial rracuey
Appendage Closure Versus Nonwarfarin

Oral Anticoagulatio

n for Atrial Fibrillation

50 50%
sHR =114 (0.56-2.30)  p||Stroke/TIA sHR = 0.68 (0.39-1.20)  cardiovascular Death
Gray's test: P = 0.67 Gray's test: P = 0.20
40% 4 40% A
30% A 30% A
20% 20%
- o f
0% 4— T T T T T T T 1 0% T T T T T T T 1
0 6 12 18 24 30 36 42 D OAC 6 12 18 24 30 36 42 48
Time Since Randomization (Months) LAA[ Time Since Randomization (Months)
50% - —
sHR = 0.75(0.44-1.27)  (linically-Relevant Bleeding
Gray's test: P = 0.29
40% 4 40%H
sHR = 0.55 (0.31-0.97) NU"ETOCEdural Clinically-
30% Gray’s test: P = 0.038 Relevant BlEEdlng

30% A Al
20%f 20%H

NACQ
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Percutaneous left atrial appendage
closure versus oral anticoagulation
for non-valvular atrial fibrillation: an

individual patient data meta-
analysis of randomized controlled
trials Yousif Ahmac TCT 10-2023

933 FAAG vs 201 NACO + 382 VKA
= Saignements majeurs
3 0.20-
E Control ACO
5 Devi | ——
2 010- evice L FAAG
O
0.00 (r_/_’_/_/
0 12 24 36 48 60
Time (months) .
583 519 473 387 293 207 Control

933 767 733 656 569 462 Device



Cumulative Probability

Percutaneous left atrial appendage
closure versus oral anticoagulation
for non-valvular atrial fibrillation: an

individual patient data meta-
analysis of randomized controlled

trials Yousif Ahmad

UKRF

TCT 102023

933 FAAG vs 201 NACO + 382 VKA

HR 13.84, 95% CI 3.37-56.86; p<0.001

0.20 . . -
Saignements majeurs < 30 jours
Control
Device
0.10
FAAG
0.00 Jf_,"’—'_/—_ ACO
0 6 12 18 24 30
Time (days)
583 582 581 581 579 577 Control
933 889 880 872 865 862 Device

HR 0.49, 85% Cl 0.34-0.70; p<0.001

0.20 Saignements majeurs = 30 jours
Control ACO
Device
0.10
f FAAG
0.00 |
1 12 24 36 48 60
Time (months)
577 519 473 387 293 207 Control
862 767 733 656 569 462 Device



Occlusion AAG dans population spécifique:
insuffisants rénaux dialysés

r—_< III

Outcomes on safety and efficacy of left atrial appendage occlusion
in end stage renal disease patients undergoing dialysis

LAA occlusion Cohort
N=92 -
OAT No therapy
N=114 N=148
Age, N (%)
| Yrs (median [IQR]) 74 [76.80] 76 [71,80] 76 [69, 82] |
>=73yrs 42°(43.7) 64 (56.1) 85 (57.4)
CHA2DS2VASc
Score (median [IQR]) 43, 5] 4[4, 5] 503, 6]
HASBLED
Score (median [IQR]) 4[4, 5] 413, 5] 4[4, 5]
Comorbidities, N (%)
Hypertension 82 (89.1) 95 (83.3) 131 (88.5)
Diabetes mellitus 33(35.9) 36 (31.6) 50(33.8)
Dyslipidemia 49 (53.3) 45 (39.5) 41(27.7)
Peripheral artery disease 50 (54.3) 83 (72.8) 101 (68.2)
Ischaemic heart disease 43 (46.7) 56 (49.1) 75 (50.7)
Heart failure 32 (34.8) 49 (43.0) 54 (36.5)
Ischaemic stroke 9(9.8) 12(11.4) 9(6.7)

Panel a: Thromboembolic events

Panel b: Hemorrhagic events

8] 8]
- =
LAA occlusion LAA occl
e OAT < e OAT
E‘E o)y e No therapy T o2l e No therapy
29c 8Ly o
1= <t
25 20
85 o 86 o
28 3] cod
“5% o GE o
§3 58 24%
=8 5O -
TE t3 ——
258 2° 8]
523 11% & o L 16%
S % }-p=0.°02 . Qo/
---------- - = %
(=] = 2% o ==
< S
S T T T o T
0 1 3 4 0 1 2 3 4

0.50 0.75

Proportion of alive patients

0.25

0.00

Panel d: Cardiovascular events

Praportion of patients with
cardiovascular events

Journal of Nephrology (2021) 34:63-73




Occlusion AAG dans population spécifique:

securité chez patients ages

Comparison of Efficacy and Safety of Left Atrial
Appendage Occlusion in Patients Aged <75 to 275 Years

Am J Cardiol 2016;117:84-90

Outcomes of
Percutaneous Left Atrial
Appendage Occlusion in

the Elderly JACC: CARDIOVASCULAR INTERVENTIONS VOL. 14, NO. 24, 2021
DECEMBER 27, 2021:2749-2756

Peri-procedural complications
Variable Age (years) P value
(n = 828)
<75 >175
(n =376) (n = 452)

Death 1 (0.27%) 6 (1.33%) 0.10
Stroke 4 (1.1%) 3 (0.7%) 053
Major bleeding 3 (0.8%) 6 (1.3%) 046
Device embolization 2 (0.5%) 4 (0.9%) 0.55
Pericardial effusion 8 (2.1%) 13 (2.9%) 0.49
Cardiac tamponade 2 (0.5%) 10 (2.2%) 0.04

[ Major adverse events 12 (3.2%) 23 (5.1%) 0.17 |

TABLE 1 In-Hospital Outcomes of =80 Years of Age Versus <80 Years of Age With
Propensity Score Matching

Age <80y Age =80y
(n =11,712) (n =11,684) OR (95% Cl) P Value
In-hospital mortality 23 (0.2) 35 (0.3) 1.52 (0.90 to 2.58) 0.1n
Strolke/TIA 92 (0.8) 154 (1.3) 1.68 (1.30 to 2.18) <0.001 |
Systemic embolization 5(0.04) 18 (0.2) 3.61 (1.34 to 9.73) 0.007
Vascular complication 62 (0.5) 63 (0.5) 1.01 (0.71 to 1.22) 0.92
Pericardial tamponade 75 (0.6) 124 (1.1) 1.66 (1.24 to 2.20) | <0.01
requiring
pericardiocentesis
AKI 318 (2.7) 316 (2.7) 0.99 (0.85 to 1.15) 0.96
Bleeding/transfusion 453 (3.9) 532 (4.6) 1.18 (1.04 to 1.34) | 0.009




Occlusion AAG dans population spécifique: oo
efficacité chez patients agées .

e CHUM

Comparison of Efficacy and Safety of Left Atrial Left Atrial Appendage Occlusion
Appendage Occlusion in Patients Aged <75 to 275 Years in the Elderly #cc comies seermorisiorosy vou s, wo. 5. zo2s

Am J Cardiol 20161173450 Insights From PROTECT-AF, PREVAIL, and
Continuous Access Registries

7 y ? 6,0
W Estimated Risk (CHA2DS2-VAS¢) s . I8 :;:x:::::;ﬁ:f:”cw_uw <80 Years 280 Years
®QObserved (Procedure + Follow-up) i 5,1 = Observed (Only Follow-up) 100 e n 100 =
® Observed (Only Follow-up) ) ;Q‘ SE{'J_ 77.7%
£ u 801 g6.4% 07
=] o,
; EE 60 60 74.5%
74.9% | 87.5% 2R geein | E 3
TE 40- 40
. 75.5%  88.2% [
fralli}
a 20 20 4
a HR: 0.9 [95% Cl: 0.6-1.3], P=0.63 HR:1.2 [95% Cl: 0.7-1.9], P = 0.57
2 0 T T T T 1 0] T T T T 1
0 1 2 3 4 5 0 1 2 3 4 5
i Years Years
o _
<75 years 275 years <75 years 275 years —— Watchman —— Control
Prévention des AVC Prévention des saignements Chez des patients jugés éligibles a I'anticogulation,

FAAG offre protection équivalente au Coumadin




Occlusion AAG dans population spécifique: Yo
patients ages — pronostic vital > 2a desirable

Net Clinical Benefit of Left Atrial Appendage Closure Versus Warfarin  Clinical Commissioning Policy:

in Patients With Atrial Fibrillation: A Pooled Analysis of the Left Atrial Appendage Occlusion for
Randomized PROTECT-AF and PREVAIL Studies jam Heart assoc. 2019:8:e013525. patients with atrial fibrillation and relative
Tom F. Brouwer, MD, PhD; William Whang, MD; Kenji Kuroki, MD, PhD; Jonathan L. Halperin, MD; Vivek Y. Reddy, MD

- or absolute contraindications to
FAAG vs Coumadin anticoagulation (Adults)

Absolute risk difforence overtime Prepared by NHS England Specialised Services Clinical Reference Group for
15.0% ) Cardiac Services First published: July 2018
12.5% < Exclusion criteria:
<
10.0% - .
o q‘::,) » | Life expectancy less than 3 years.
< 7509
3 % * Left atrial appendage thrombus visualised.
§ e m ¢ Valvular atrial fibrillation (i.e rheumatic mitral stenosis, mechanical
25% | .- l ceenenr T e mitral valve).
0.0% = : T e Other indications for long-term or lifelong OAC—mechanical prosthetic
o 25% / ............ - T valve, pulmonary embolism and deep vein thrombosis, thrombi in the left
§ 5.0% 2 yea r atrium or ventricle.
g —7.5% * Contraindications for trans-septal catheterisation—left atrial
0% thrombus or tumour, active infection.
e * Patients clinically eligible and suitable for oral anticoagulants.
. e Low risk for stroke CHA,DS;-VASc <2.

3 months 1 year 2 year 3 year 4 year 5 year
Follow—up duration



Occlusion AAG dans population spécifique: Yo
candidats aux NACO M aum

CHAMPI:N -AF

CLINICAL TRIAL

CATALYST
OPTION
CHAMPION AF
PRAGUE-17 \
K'Y
NCDR LAAO \ Good DOAC
candidate

Poor long-term
DOAC candidate

ASAP-TOO ’\ d'ulf to hleedlnlg
risk, noncompliance, [ N=2650 pts avec FA non-valvulaire CHADSVASC > 3

or other factors

| Randomization 1:1

® DoAC ineligible * ‘
AMULET ] [ &Y. noac ]

[ Issues primaires Mortalité CV, AVC ischémique, embolie (non-infériorité)

Saignements majeurs ou cliniquement significatifs (supériorité)

l
Price MJ, Saw J. JACC 2020;75(25):3136-39. [ Suivi 5 ans ]




Occlusion AAG au CHUM: guidance ICE

==

Transcatheter Left Atrial Appendage Closure Using
Intracardiac Echocardiographic Guidance From the

Left Atrium

Masson et al. Canadian Jou

rnal of Cardiology 31 (2015) 1497.¢7—1497.

Comparaison ETO vs ICE

- ETO

Confort opérateur

Acquisition images
par expert

Interprétation en
direct par expert

Reproductible

e

ICE

Autonomie

Logistique de
planification

>~

Roulement entre les

procédures

Colts globaux




Occlusion AAG au CHUM: population dh 5,

Echantillon 50 patients consécutifs 2021-2022

m Profil clinique

Y Z
"-,.,, NC.DR PRAGUE-17 CHUM
r,,”‘ registry
A‘x

n 38 158 201 50
Age 76 73 74
Ancien 30% 36% 20%
AVC/ICT ° ? ?
CHADSVASC  4.6+1.5 4.7%1.5 4.0+1.4
HASBLED 3.0+1.1 3.1+0.9 2.6+0.7

m Gl = Intracranien = Epistaxis » Hématome = AVC sous ACO = Risque élevé



Occlusion AAG au CHUM: procédure dh © .,

Echantillon 50 patients consécutifs 2021-2022

Durée, moy 68 +/- 19 min
Colorant, moy 82 +/-37 cc
Nombre de déploiements, médiane 2
Changement taille 4/50
Succes procédural 100%
Complication intra-hospitalisation 3/50*
Durée de séjour, médiane 1(1-4)

*1 AVC, 1 tamponnade, 1 péricardite



Occlusion AAG au CHUM: suivi 3 mois

Echantillon 50 patients consécutifs 2021-2022

Régime anti-thrombotique

o L3 o
Cou 2%

=

u DTAP = NACO = STAP Coumadin

Evolution 3 mois (n=39)

0 déces

-

0 thrombose

O fuite > 5mm

29 occlusions




Référence au fax 514-412-7212
l <2 mois

Evaluation clinique/Explications

l <2 mois
Imagerie pré-intervention
SiNACO cessé N, siNACO poursuivi

ETO
<3 jours \ I<2 mois

Congé J#1

l 2-3mois

ETO



Occlusion auricule gauche

o o
Q6 v B &

Alternative mécanique attrayante pour la Les données restent insuffisantes a ce

prévention des AVCs chez les patients stade pour justifier la magnitude de

avec FA non valvulaire I'adoption clinique

v’ Efficacité similaire aux NACOs v' Marges de non-infériorité utilisées

v Profil de sécurité qui s’améliore avec étaient favorables a la procédure
I'expérience des opérateurs et v Non-infériorité non-atteinte dans 1/3
I'évolution des dispositifs (PREVAIL) des études randomisées

v' Le bénéfice clinique net semble v Taux de complications non-négligeable
s’accroitre avec le temps pour procédure préventive

v’ Signaux de bénéfices sur mortalité de v' Ad 15% des patients recoivent encore
plus en plus présents un anti-thrombotique (Coumadin ou

v' Résultats chez patients candidats aux NACO ou Clopidogrel) 1a post
NACOs, moins vulnérables a la (thrombus, fuites)

procédure seront déterminants



L —
D’ici a ce que... th ¥ o

Réduction thrombose pathologique tout

November 19, 2023

Not intended for U.S. and UK Media

OCEANIC-AF study stopped early due to lack of efficacy

Independent Data Monitoring Committee (IDMC) recommends stopping the OCEANIC-AF study due
to an inferior efficacy of asundexian versus the control arm / OCEANIC-AF is one trial which
evaluates asundexian versus apixaban in patients with atrial fibrillation at risk for stroke within
the overall OCEANIC phase Ill program / / IDMC recommends continuing the OCEANIC-STROKE

phase lll as planned

Hemostatic clot

Harrington J, et al. J Am Coll Cardiol. 2023;81(8):771-779.



Ma perspective th ¥ o,

Alternative mécanique démontrée, a utiliser en partenariat
avec le patient en fonction de son profil de risque
(embolique et hémorragique), de sa tolérance au risque, de
son pronostic et de ses préférences a moyen/long terme



Objectifs th ¥ oo

e Revoir la littérature récente concernant la fermeture
transcathéter de l'appendice auriculaire gauche
(FAAG) en FA

* Discuter des risques et bénéfices de I'intervention

* |dentifier les patients susceptibles de bénéficier d’une
référence pour évaluation leur candidature a la
procédure



Merci de volre
atbtention

Queskion ou
commentaires?

i
CHUM \







Event rate (%)

Article
Mid-Term Feasibility of Percutaneous Left Atrial Appendage
Occlusion in Elderly Patients with Non-Valvular Atrial Fibrillation

A B
Implant success Major procedure related adverse events
100% 100% 97.1%
100 10
80 £ 8
9
60 @ 6
c
40 o 4
L|>J 2.9%
20 2
0% 0%
0 0
<75vears 75-84vears 285 vears <75years 75-84years 285years
Any bleeding events Stroke or TIA or Systemic embolic
events
<75 years 75-84 years =85 years
—~ 401 — <75 years __ 40 = <75 years 3% 3% 2% 1% 6%
§ = 75-84 years = = 75-84 years ‘
Py — >85years o — =85 years 3
2 | g 30 |
g £ baseline
2 Log Rank p=0.31 3 Log Rank p=0.88 ( '
2 201 g 20
=
§ £
g S
§ 10 § 10 1 ‘ ‘
o= ; N \/ y
0 6 12 18 24 30 0 8 12 18 24 20
Months since device implantation Months since device implantation 1 year later
do at Risk No atRisk
75 years 56 34 28 4 2 1 <T5years 58 34 28 3 2 1
'5-84 years 96 56 35 5 0 1] 75-84 years 96 56 a4 6 0 o . D .

:85 years 34 22 20 1 0 0 =85years 34 23 20 3 0 0 None SAPT DAPT Warfarin DOAG SAPT+Warfarin ~ SAPT+DOAG Triple



Original Article

Long-term Clinical Outcomes in Contemporary Patients
Undergoing Left Atrial Appendage Occlusion Procedures in
Ontario, Canada

Sheldon M. Singh, MD,‘I’lj Feng Qui, MSc,” and Harindra C. Wijeysundera, MD>Ped

Survival probability

Patients: 549 LAAO patients Table 2. Complications
Study period: April 1t 2013 and Mar 315t 2022 . L L.
YR P : Variable Within 7 d Within 30 d
LAAD device Location: Ontario, Canada
Decath 6 (1.15) 12 (2.2)
B?t"::fe rati: 1'41{) }Sgé’at':_nt?ears Stroke and/or TTA <6 <6
eeaing rate: 4. patient-years .
Re-hospitalization rate: 43/100 patient-years AH}.’ bleeldmg . . . 7 (1%) 18 (3%)
All-cause mortality rate: 11/100 patient-years Pericardial effusion requiring drainage 8 (1.4) 8 (1.4)
1.00 - rohocnitalirar
e Survival curve Any rehospitalization 18 (3.3) 58 (11)
0.90
0.85
0.80
0.75
870 [r——
0.60 = : 01
0.55 §om ~ Tou i
a8 - T g
0.50 £ om o ¥ 7 o
0.45 g on P é oo i o
0.40 i 5o foml
0.35 §oa o fow| §u
0.320 - %Mn_g: _!q:.,.mv_».w:rf.?_. Mm: u’r’onlly:u redroe ;_m; Eurrently swontes .
025 R g b e e e i e o R e e R .
020 d post-procedure d post-procedure d post-procedure
Number of patients at risk
atRisk 549 406 277 213 123 7 48 23 7 =5
0 365 730 1095 1460 1825 2190 2555 2920 3285

Days post procedure



Peridevice Leak After Left Atrial
Appendage Occlusion

Incidence, Mechanisms, Clinical Impact, and Management

CENTRAL ILLUSTRATION Residual Leaks Following LAA Occlusion

Mechanism of Leak With Plug Occluders Mechanism of Leak With Lobe-and-Disc Occluders

‘\\\\!\ Uncovered

V' lobe

Uncovered

~ proximal
‘\\\ LAA tissue
)

Alkhouli M, et al. J Am Coll Cardiol Intv. 2023;16(6):627-642.

‘\\;\\ Fabric leak ‘

“\\\\ disc and lobe

o 3 "
J
34
x

‘\\ Leak into
\\ distal LAA

Leak between

‘r /
Uncovered

W\ proximal
LAA tissue

FIGURE 4 Summary of Recent Studies Documenting an Association of PDL With Ischemic Events

10 P=0.20 P=0.014
1 I 1
o 9 mNo PDL
c mPDL
L 8
L PDL at 45 days PDL at 1 year
o 7
E s
=~
8 5
£ P=0.07 P< 0.001
£ 4 | | |
=
® 3
T 2
o
0
Amulet IDE NCDR LAAO Watchman Trials Watchman Trials
n=1,593 n=51,333 n=1,054 n=1,054
1.5-year follow up 1-year follow up S-year follow up

* P values are risk adjusted



Peridevice Leak After Left Atrial
Appendage Occlusion

Incidence, Mechanisms, Clinical Impact, and Management

FIGURE 7 Interventional Strategies for Peridevice Leak Closure

Device Leak Treatment

FIGURE 10 Proposed Algorithm for the Diagnosis and Management of PDLs

Clinically uncertain leak  Clinically significant leak
O Small leaks (<3 mm) O Large (>3-5 mm) leaks
QO Small proximal LAA tissue O Uncovered lobes

(Conser v | mam

Visible communication - Is the LAA - Complete
between LA and LAA No thrombosed? Yes LAA occlusion
Yes ,', ‘, No
v Diagnosis: Incomplete Fabric Leak
R Ob
Peridevice Leak LAA occlusion Subtle PDL [Z2eNVe
|
[ 1 : . ’ :
; : Bleeding risk Bleeding risk
PDL diameter AND PDL mechanism orohibitive not prohibitive

| Consider closure HOAC - re-image |

L
I 1

Narrow landing zone  Very large leaks
Low profile delivery  Wide leak neck

Coils or RFA

Iﬂl

Persistent leak

Plugs or occluders

Plugs & occluders Radiofrequency ablation




Rate of events (%)

Clinical outcomes of left atrial appendage occlusion in patients
with previousintracranial or gastrointestinal bleeding: Insights
from the LOGIC (Left atrial appendage Occlusion in patients
with Gastrointestinal or IntraCranial bleeding) International
Multicenter Registry

NVAF - Anticoagulation Left Atrial Appendage NVAF - Anticoagulation
contraindicated for Occlusion contraindicated for

intracranial bleeding gastrointestinal bleeding
Predicted Vs Observed risk of ischemic Predicted Vs Observed risk of bleeding Predicted Vs Observed risk of ischemic Predicted Vs Observed risk of bleeding
strokes (%/y) events (% per 100 patient/years) strokes (%/y) events (% per 100 patient/years)
RRA= 3%
8.7%

(=]
E
Rate of events (%)

RRR = -68%

W Pradicted rate M Observed rate
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Antithrombotic therapy
at discharge

None

SAPT (%)
DAPT (%)
VKA (%)
DOAC (%)
AC+SAPT (%)

LMWH alone (%)

Antithrombotic therapy
at 12 months

None
SAPT (%)
DAPT (%)
VKA (%)
DOAC (%)

AC+SAPT (%)

LMWH alone (%)

Gl
bleeding
(n=358)

44/357 (12.3)
51/357 (14.3)

163/357 (45.7)

24/357 (6.7)
21/357 (5.9)
37/357 (10.4)
17/357 (4.8)

58/315 (18.4)

197/315 (62.5)

36/315 (11.4)
4/315 (1.3)
15/315 (4.8)
3/315 (1)
2/315 (0.6)

TABLE 3 Antithrombotic regimen at discharge and at
12 months.

IC
bleeding
(n=270)

33/269 (12.2)
68/269 (25.2)

107/269 (39.6)

5/269 (1.9)
12/269 (4.4)
32/269 (11.9)
13/269 (4.8)

42/237 (17.7)

155/237 (65.4)

20/237 (8.4)
3/237 (1.3)
16/237 (6.8)
0/237 (0)
1/237 (0.4)

p Value

0.969
0.001
0.131
0.004
0.425
0.556
0.989

0.835
0.489
0.249
0.997
0.315
0.132
0.736



Impact of Device Implant Depth After
Left Atrial Appendage Occlusion

CENTRAL ILLUSTRATION Study Overview and Findings

Impact of Device Implantation Depth After Successful Left Atrial Appendage Occlusion, N = 1,317
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