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Introduccion

ICR

La FA es la arritmia cardiaca mas frecuente en la practica clinica y es causa
mayor de morbilidad y mortalidad debido a stroke cardioembdlico.

FA es responsable de 15-20% de los strokes isquémicos (Fuster et al, Circ
2006)

La incidencia de FA se incrementa con la edad.

Prevalence of AF by Age Group
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Introduccion: Stroke relacionado a FA

ICR

* 500,000 strokes per year
* 15—-20% of strokes/year are related to AF
* Functional Impact of AF-Related Stroke:

Unknown 2%

Transient 11%

Fatal 319
Moderately malaTh

Disabling 11%

Non-Disabling
17% Severe
Neurological
Deficit
Sources: Neurology, 1978; Stroke, 1985; European Heart Journal, 28%

1987; Lancet, 1987; Fisher. Geriatrics. 1979;34:59
www.icronline.com



Stroke Rate
Annual

Introduccion

ICR

Los ACO son actualmente el método mas efectivo de prevencion del stroke
en pacientes con FA permanente, pero:
1) Rango terapeutico estrecho — Interacciones con otros farmacos

2) Insuficientemente controlados en alto % de pacientes

3) Subutilizados

4) Frecuentemente contraindicados

A pesar de la introduccion de nuevos farmacos, los beneficios siguen
siendo contrarrestados por el riesgo de sangrado

Warfarin vs. Placebo in High Risk Patients
With AF and Prior Stroke Warfarin Underutilization
% of Eligible 100,
Patients Taking
Warfarin

Percentage 10

O Intracranial
Hemmorhage

Bl Embolic Stroke

65-74 75-79

Age Group (years)
p=0.006

Control
Int. Med. 1996; 156(22): 2537-41



Reqgistro RENAFA

Resultados. Estrategia tratamiento ACO

Sin contraindicaciones Alguna contraindicacion para
para anticoagulacion anticoagulacion, a criterio del investigador®

Contraindicacién %

ff \

{ Edad avanzada

‘ 79% ‘ ' 21%
67.9% recibian ] S Sangrado activo 1.1
anticoagulacion ACV hemorrragico 0.5

\—/ Limitacion social 4.6
Imposibilidad control RIN 2.2

Medico a cargo de ACO Caidasfrecuentes 1.7
Cardidlogo Rechazo paciente - familia 2.6
Hematdlogo Coagulopatia 1.1
Clinico : HTA no controlada 0.3

Medico cabecera
NS-NC *Nota:de estos, 65.4% recibian antiagregantes

www.icronline.com Di Tommaso F, y col; SAC 2011




ICR
Which patients benefit optimally from LLAA Occlusion
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ICR

Patient Population per Country
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1.23 millionpetients sufier fom AF in the US, 4 million in EU - Fuster &t al, ACC/AHAESC Practica Guiddmas, Ciraulation. 2006:114:700-752.

2 75%ofpatients are athigh level of stroke (Eusohear susvey, Binmi /NICE sore. CHADS2 = B%hi%& intermadiate), Lip ot al | CHEST Feb 2010 wal 13710, 2 268-272

3. Anficozsulant iz nat usad (not prescrbed and/'ornot taken), up to 0% of pts Gladstone =t 2, Stroks, 2009; 40:235-240

4. The pravalancs of contraindications is zound 15%of clinicdl AF patients. Niawsiazt R et al. Enrchaart Survay, Eusopasn Heart Jouena (2005)26, 4222434 2
5. Major tleeding rate 3.36% vrin warfarin groop, 2.71 %/'year - 110 mg of Dabigatran and 3.11%ear - 150 mg of Dabigatran Connolly, N JTNedicine 2009, DOL:101056 NEINMO=0005 561

www.icronline.com



Dabigatran as substitute for warfarin?

CR

« The Good News for Dabigatran (Pradaxa)
— Reduced the annualized risk stroke/peripheral embolic events, by 34% (p<0.001)

— Reduced risk of hemorrhagic stroke by 74% (p<0.001) compared with warfarin.
— Patients don't require any form of monitoring

« The Not All Good News

— Although the primary safety outcome is statistically significant better,
in cliniCal practice Dabigatran may not prove better than warfarin.
Patients still have bleeding complications.

— At 1 vyear, inthe RE-LY trial, 15% of pts were off Dabigatran vs. 10% for warfarin: Gl
Sympitoms, Bleeding and Adverse Evenis

— Reimbursement: patients have to pay up to €10 per day (> € 3500 Euro per year)

Primary Study Stroke/ systemic 1.53% 182pts | 1.11% 134pts 199pts
Qutcome embolism /year
)

Non life threatening/ 1.66% 198pts 1.88% 226pts 1.76% 208pts
Gastro intestinal /yr 1.12% 133pts | 1.51% 1.02% 120pts

Intracranial Bleeding 0.23% 0.30% 36pts 87pts
Extracranial Bleeding 2.51% | 299pts 342pts | 267% | 315pts

1 1

1 Connolly, et al., RE-LY Dabigatran versus warfarin in patients with atrial fibrillation. N Engl J Medicine 2009; DOI:10.1056.NEJM0a0905561

Primary Safety 2.71% 322pts | 3.11% 375pts | 3.36% 397pts
Outcome 1.45% 1.80% | 212pts
J r . . .

www.icronline.com



Oral Anticoagulants
DISCONTINUATION RATES

M NOAC
M Warfarin

RE-LY ARISTOTLE ROCKET-AF ENGAGE-AF TIMI 48

Dabigatran Apixaban Rivaroxaban Edoxaban
NEIM 2009;361:1139-51 NEJM 2011;365:981-92 NEIM 2011;365:883-91 NEIM 2013;369:22

AXC 110:453, 2012

www.icronline.com



GARFIELD ICR
Global Anticoagulant Registry in the FIELD

Antithrombotic Treatment according to CHA,DS ,-VASc Score in GARFIELD Cohort 1 and 2

COHORT 1 COHORT 2

December 2008 — October 20711 (n=10,614) October 2011 = May 20913 (Preliminary, n=10,544)

7 8
X AL
1.8
ALL 0 1 2 3 B 5 6-9 ALL 0 1 2 3 El 5 6-9
SVKALAP "FXa/DTIAP *APonly *None "VKA AP "FXa/DTIZAP *APonly *None

AP=antiplatelet; DTi=direct thrombin inhibitor; FXa=factor Xa inhibitor.

Haas, S. ESC 2013

www.icronline.com



Stroke risk stratification of AF patients:
The CHADS, score

Annual Stroke Risk for AF Patients by
CHADS(2) Score
CHADS, Score CHADS, @)
20 - 18.2
Congestive heart +1 S
failure =
©
H - T 15 -
Hypertension 1 2 12.5
(@]
Age 75> | n
10 8.5
Diabetes Mellitus +1
59
Stroke or History of +2 4
Cerebral Ischemia S ] 19 2.8
0 T T T T T T
0] 1 2 3 4 5 6

Gage, et al., Validation of clinical classification schemes for predicting stroke: results from the National Registry of Atrial Fibrillation.
JAMA 2001; 285: 2864-2870



Stroke Risk Assessment: /1@
CHA,DS,-VASC score

Points

Letter Risk factor
awarded

-

- Congestive heart failure/LV dysfunction
- Hypertension

- Age >75

- Diabetes mellitus

- Stroke/T1A/thrombo-embolism

- Vascular disease

- Age 65-74

Sc - Sex-category (i.e. female sex)

> < OO >» IO

Ol P P P NP DN

Maximum score

Camm, et al., ESC 2010 Guidelines for the management of Atrial Fibrillation; European Heart Journal doi:10.1093/eurheartj/ehq278 12



Adjusted stroke rate according to

CHA,DS,-VASC score

1

i

CHA,DS,-VASc score

Patients (n = 7329)

Adjusted stroke rate
(%0lyear)

© 00 N O O b WO DN P+ O

1
422
1230
1730
1718
1159
679
294
82
14

0.0%
1.3%
2.2%
3.2%
4.0%
6.7%
9.8%
9.6%
6.7%
15.2%

Lip, et al., Identifying patients at risk of stroke despite anticoagulation. Stroke 2010;in press.

13



Risk assessment 1 yr bleeding

HAS-BLED score

5

Letter Clinical characteristic FOE
awarded
H - Hypertension (systolic blood pressure > 160 mmHg) 1
A - Abnormal renal & liver function (1 point each) 1or?2
S - Stroke 1
B - Bleeding 1
L - Labile INRs 1
= - Elderly (age > 65 yrs) 1
D - Drugs or alcohol (1 point each) 1or?2
\EVng 9 points

Lip, et al., Refining clinical risk stratification for predicting stroke and thromboembolism in AF using a novel risk factor-based approach: the Euro Heart
Survey on atrial fibrillation. Chest 2010;137:263-272.

1

14



Efecto de multiples antitromboticos sobre el
riesgo de sangrado ICR

Estudio de cohorte de 82854 pac en Dinamarca (13573 presentaron sangrado fatal o
no fatal en el seguimiento a 2,6 afios)

HR (95% Cl}

Warfarin monotherapy & 1 [Reference]

Aspirin monotherapy o 0.93 (0.88-0.98)
Clopidogrel monotherapy Ho{ 1.06 (0.87-1.29)
Aspirin + clopidogrel . e 1.66 (1.34-2.04)
Warfarin + aspirin @ 1.83 {(1.72-1.96)
Warfarin + clopidogrel - 3.08 (2.32-3.91)
Triple therapy 3.70 (2.89-4.76)

0.1 1.0

Hazard Ratio (95% CI)

www.icronline.com Hansen M et al. Arch Intern Med 2010



Cual es la fuente emboligena en pacientes .«
con FA cronica no reumatica?

Thrombus Location {n, %)

No. of LA LA
Setting Patients Appendage Cavity Total
TEE+ 317 66 (20.8) 1(0.3) 67 (21.1)
W TEE 233 34 (14.6) 1(0.4) 35 (15.0)
K axiomenian Wl Autopsy 506 /EI) 1204 4703
V) TEE 52 2(3.8) 238 407
TEE 12 (25.0) 1(21) 13 (27.1)
TEE and operation g (4.7 3(1.8) 11 (6.4)
ACUTE ' 67 (12.2) 9(1.6) 76 (13.8)
TEE 7.0) 0 (0) 19 (7.0)
90% de los trombos localizaron en TEE : 40.0; 0(0) 6 (10.0)

orejuela auricular izquierda Total 29(1.3) 278 (126)

www.icronline.com Onalan O; Stroke 2007



Options for Stroke Prevention

« Pharmacological Management: Anticoagulants?
— Effective: 67% stroke risk reduction
— Management of narrow therapeutic window
— Major complication: bleeding

3 Surgical Excision of LAA? (Appendectomy)
— Residual shunt: 10%
— Inconsistent outcomes due to incomplete exclusion
— Can create pouch with stagnant blood flow
— High invasiveness

e Transcatheter Device Closure
— Minimally invasive nature

clot embolization that may form in the LAA

non-valvular atrial fibrillation

2 Dawson, et al., Should patients undergoing cardiac surgery with AF have LAA exclusion?
Interactive Card.Vasc and Thoracic Surgery 10 (2010) 306—311

www.icronline.com

ICR

— Designed for percutaneous closure of the LAA in prevention of

— Intended as an alternative to warfarin therapy for patients with

17



Cierre de orejuela auricular i1zguierda -

Dispositivos ICR
WATCHMAN
|IPLAATO
ACP
Puck&Disc type

www.icronline.com



ICR

Cierre percutaneo de la orejuela
auricular izquierda para prevencion
del ACV cardioembdlico en pacientes
con fibrilacion auricular:

Resultados de los Estudios Clinicos

www.icronline.com



CLINICAL RESEARCH Clinical Trials

l)t'l'\'ll!;un'ull\ l,t'ﬁ :\H'i;ll \ ) n'lnl‘.lgt'

Transcatheter Occlusion (PLAATO

System) to Prevent Stroke in High-Risk

Patients With Non-Rheumatic Atrial Fibrillation ICR

Results From the International Multi-Center Fea

Implante exitoso - 108 /111 (97%)

 Tiempo de procedimiento - 68 minutos
« Tiempo de fluoroscopia - 18 + 9 minutos

Complicaciones :

— Mortalidad - 1 (0.9%)
— ACV -2 0

— T. Cardiaco -2 3 (2.7%)

— Vasculares - 3

_ _ Ostermayer S; JACC 2005
www.icronline.com



PLAATO - Resultados

www.icronline.com Ostermayer S; JACC 2005



Watchman™ Clinical Program

Pilot

PROTECT-AF

CAP Registry

ASAP

PREVAIL

CAP2

EWOLUTION

WASP

Over 2500 patients with >5000 patient-years of follow-up

Early feasibility with >6 years of follow-up

Watchman™ primary efficacy, CV death, and all-cause
mortality superior to warfarin at 4 years

Significantly improved safety results

Expected rate of stroke reduced by 77% in
patients contraindicated to warfann

Improved implant success procedure safety confirmed with
new and expenenced operators

Currently enrolliing up to 750 patients at ~60 sites

Currently enrolling ~1000 patients, 50 sites, 16 couniries

Currently enrolling ~300 patients, 6 Asia-Pacific countries

www.icronline.com

03.172014

ICR



PROTECT - AF o

Safety

Freedom from device embolization, pericardial Primary Efﬁcacy Enqpoint ;
effusion, Severe bleeding Freedom from Stroke, Death, Systemic Embolization

1,0 -
Mostly 1,0 -
Control stroke and
bleeding
0,9 1 - - 1 | 0,9 -
WATCHMAN - Control
to anticoagulation
0,8 - T 3 0.8 - v '
0 365 730 1.095 0 365 730 1.095
Event-free Days Event-free
probability probability Days

Holmes D; Lancet 2009

www.icronline.com



Watchman™ el

e ICR

PROTECT AF 4-Year Data &)

£y HR (95%Cl

2 Watchman ———  Control 0.61 [((,_39,"0-2,7] Efficacy

8 2

w

=

5 10 - o

.5 ’_"_'___'_,-4—‘_'_—’—_'7

E 0 'J_._-l_‘_ 1 ] I I I 1 1 1 1

& 30 -
= HR (95%Cl)
g Watchman Control 117 [0.78, 1.95] Safety
2 20 -
w

10 A
g f
=
m 0 T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60

s SODS) Reddy VY: LBCT HRS 2013

www.icronline.com



Prospective Randomized Evaluation

of the Watchman Left Atrial Appendage
Closure Device in Patients With

Atrial Fibrillation Versus

Long-Term Warfarin Therapy ICR
The PREVAIL Trial

David R. Holmes Jr, MD,* Saibal Kar, MD,! Matthew J. Price, MD,; Brian Whisenant, MD,: Horst Sievert, MD,
Shephal K. Doshi, MD,§ Kenneth Huber, MD,# Vivek Y. Reddy, MD**

=5 WA Watchman™ Procedure Related Complications
Watchman ™ | mplant Success vt Composite cardiac perforation, pericardial tamponade, ischemic stroke,
device embolization, and other vascular complications @ 7 days
Implant success defined as deployment and FREVE 10 -
release of the device Into the left atrial appendage a5 1% 8.7% p<0 005
8 -
CAP ;\5
o 6
0
E 4-
~ 2
PROTECT AF p=0.04 - .
90.9%
< N=33 ‘N=23 N=12
; PROTECT AF CAP PREVAL

Composite of vascular complications mcludes cardrac perforation, pencardial effuson with
Reddy VY Cire 2011 123417-424 tamponade, Ischemi: stroke, device e-nmohzuw_n, and other vascular comphcatbons
Holmes T80 CIT 2013 (Device refaled @ 7 days)

. _ Holmes D; JACC 2014:64:1-12
www.icronline.com



Concept of
Ampiatzer Cardiac Plug ACP

4 Dispositivo - ACP

Learning curve confirmed

Initial European EU Post Market

Registry! Observational Study

Number of patients N =143 N = 204
(Follow-up period) (Discharge or < 24 hrs) (< 7 days)
Enrollment Period December 2008 — August 2009 -
December 2009 September 2011

Stroke N=3(2.1%) N =0 (0.0%)
Serious Pericardial Effusion N =5 (3.5%) N=3(1.5%)
Device Embolization N=2(1.4%) N =23 (1.5%)
Device Related Thrombus N= 0 (0.0%) N=0(0.0%)
i N =10 (7%) N = 6 (2.9%)

"Park, J.-W. etal. (2011), Left atrial appendage closure with Amplatzer Cardiac Piug in Atrial
Fibrillation: Initial European experience. Catheterization and Cardiovascular Interventions, 77: e
700-706. doi: 10.1002/ccd. 22764 ('

CLO6181 Rev2

www.icronline.com Walsh K, EuroPCR2012



Dispositivo - ACP
Stroke Risk

Estimated | Actual annual
Stroke Rate stroke rate
per CHADS, | (number of events)
ACP EU . 5.6%* 1.98%
Observational (N=2)
« Patients had an expected annual stroke risk of 5.6%
« With 101 patient years the actual stroke rate was 1.98%

« 165% reduction in stroke risk from estimated stroke rate

1. Wann LS, Curtis AB, Ellenbogen K a, et al. 2011 ACCF/AHA/HRS focused updates
incorporated into the ACC/AHA/ESC 2006 guidelines for the management of patients
with atrial fibrillation: a report of the American College of Cardiology r
Foundation/American Heart Association Task Force on practice guidel. Circulation. @ @
2011;123(10):e269-357. g U‘? .8

EAPCH

www.icronline.com Walsh K, EuroPCR2012



Multicenter Experience with the
Amplatzer Cardiac Plug (ACP)

ICR
To investigate the safety, feasibility, and efficacy of LAAO with the ACP for

stroke prevention in patients with AF

Prospectively collected, retrospectively analyzed, nonrandomized,
multicenter study

Real-life experience of 21 European & 1 Canadian center

Risk assessment

Stroke Risk Assessment Bleeding Risk Assessment
CHA,DS,-VASc Score HAS-BLED Score

243 246 385

g
3
(=)

N

8
w
(=]
(=]

Number of patients
Number of patients

ey

&
NN
o u
o ©

17
2

1 2 3 4 5 6 7 8 9 7 8

CHA,DS-VASc score HAS-BLED score

Mean45+16 Mean 3.1%+1.2

CHADS, Score=2.8£1.3




ICR

Indications for LAAO

Previous major bleeding
High bleeding risk

CAD and stenting

Drug interaction

Stroke on warfarin
Previous minor bleeding
Renal or hepatic disease
Labile INR

Risk of falls

Composite of previous bleeding (major or minor) and high bleeding risk = 73%

www.icronline.com



Success rates

97.3% (1019/1047) attempted
were successfully implanted

In 93.3%, first device selected
was implanted

Implanted ACP size

% 0w

2 28

Median (1O range): 24 {22-26) mm

ICR

Implant Results ';Eﬁ Peri-procedural complications

Access

TSP
PFO

90.7%

* MAEs: Acute (7-day) occurrence of death, ischemic stroke, systemic

embolism and procedure or device related complications requiring

9.3%

Combined Procedure

Coronary angiography
PFO closure

PCl

AF ablation

TAVI

ASD closure
Mitra-Clip

Total

10.2% MEA
Death
Pericardial tamponade
Major bleeding
Stroke
Device embolization

www.icronline.com

major cardiovascular or endovascular intervention’

* Holmes et al. ACC 2013 (PREVAIL Study)




ICR

Results

Effectiveness in Stroke Effectiveness in Bleeding
Reduction vs Estimated Reduction vs Estimated
6%

=)
B

fiia ™ Estimated

based on

CHA2DS2-VASc
59 0/ 0 Score

M Observed rate
in study

534% Estimated
based on

HAS-BLED
'61 0/0 Score

5%

4%

Annual Stroke Risk

m Observed rate

ins
3% Ay

pAL Y

Annual Bleeding Risk

" 2.30%
1
2%

1%

0% - 0%

Total Patients Total Patient CHA,DS,-VASc Total Patients Total Patient HAS-BLED

Years Score Years Score
1001 1349 4.43 1001 1349 3.12

Estimated Stroke Rate per Actual Annual Stroke Rate Estimated Bleeding Rate  Actual Annual Bleeding Rate
CHA2ZDS,-VASc (N sirokes + TIA) per HAS.BLED (N major bleeds)

5.62% 2.30% (31) 5.34% 2.08% (28)

www.icronline.com



ACP: Resumen de Registros Recientes

ICR
EFFICACY Belgium' Canada?® European European Chun® Multicenter®
prospective® prospective*
N=90 N=52 N=203 6mths N=47 2 years N=40 N=969

Patient years 93 99 101 80.6 40 1216

CHADS, Score - 3 26 = -

CHA,DS,Vasc
Score

Estimated annual 5.1% 6.7% 5.6% 5.33% >4 2%
stroke/TIA rate

Actual annual 2.1% 2.1% 2% 1.24% 0% 2.06%
stroke/TIA rate

Risk reduction  58% 68% 65% 78% 100% 63%

1..Kefer, J. et al. (2013)) EuroPCR: May 24th Paris France.
2..Urena M, et al. (2013). J Am Coll Cardiol. Jul 9;62(2):96-102
3.Walish, K. (2012) . Presented at EuroPCR. Paris May 17th.France

b mismdninss 4.Sievert, H. et al (2013). Presented at ESC 2013 1st Sept: Amsterdam Gb Corummia UNivigsiry
( 5 Chun J. et al (2013). Heart Rhythm. 2013 Aug 22. [Epub ahead of print] ML/ Meoicar Centen
) 6 Tzikas,. TCT, San Francisco, October 2013 ~ NewYork-Presbyterian

www.icronline.com



s eure “Percutaneous closure of the left atrial appendage: Initial
KR Experience in Latin America” 4
2013 Coauthors and Participating Hospitals

Dr. C Pedra, Dra. L Armaganijan; Instituto Dante Pazzanese, San Pablo, Brasil
Dr. C Costantini, Hospital Cardiolégico Costantini, Curitiba, Brasil

Dr. M Montenegro, Dr. E Quintella, Instituto Estadual de Cardiologia, Rio de Janeiro, Brasil
Dr. Alejandro Martinez, Universidad Catdlica de Chile, Santiago, Chile

Dr. Fabio Brito, Dr. M Perin, Hospital Albert Einstein, San Pablo, Brasil

Dr. José Condado, Hospital Perez Carreino, Caracas, Venezuela

Dr. Daniel Aguirre, Clinica Alemana, Santiago, Chile

Dr. Horacio Faella, Dr. German Henestrosa, Instituto FLENI, Buenos Aires, Argentina

Dr. Ledn Valdivieso, Dr. Oscar Mendiz, Fundacion Favaloro, Buenos Aires, Argentina

Dr. C Pincetti, Dr. L Romero, Hospital Regional de Temuco, Chile

Dr. C Deck, Dr. Polentzi Uriarte, Instituto Clinico del torax, Santiago, Chile

Dr. Miguel Ballarino, Dr. Alejandro Peirone, Hospital Privado, Cordoba, Argentina

Dr. Fernando Cura, Dr. Sebastian Peralta, Instituto Cardiovascular de Buenos Aires, Argentina
Dr. Alejandro Fernandez, Dr. Daniel Berrocal, Hospital Italiano, Buenos Aires, Argentina

Dr. Alejandro Palacios, Dr. Juan Arellano, Sanatorio de la Trinidad, Buenos Aires, Argentina
Dr. R LLuberas, Dr. Alvaro Rivara, Hospital de Clinicas, Montevideo, Uruguay

Dr. Mauricio Scanavacca, INCOR, San Pablo, Brasil

Dr. Anibal Damonte, Dr. Eduardo Picabea, Instituto Cardiovascular de Rosario, Argentina.
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'2’0(—% Results

N=60, June 2012

Procedures / Country

3 1

13

17

B Brazil @ Argentina B Chile O Venezuela B Uruguay




2013

Results

* Age

 Male

e HTA

« DBT

 CHF

e Contraindic. ACO

e CHADS?Z2 score

72 + 8,7
70 %
78 %
17 %
32,17 %
64,29 %

3,15+1,12




m euro

PCR '
501s In Hospital and FU Results

Successfull Implant 60 (100%)
Simultaneous PFO Closure 3 (5%)

* In hospital Complications:

Duration of Hospitalization
with and w/out SPE

5 patients (8,3%)

1 embolization (retrieved surgically)

4 severe pericardial effussions — pericardiocentesis (6, 6%)
No death, stroke or myocardial ischaemia.

 Patients were discharged on DAT.
* No new events were reported at 30 days clinical follow up. 88% of

patients underwent TEE at 30-45 days without evidence of flow to the
LAA or thrombus on device.




m euro

PCR Results

Protect AF() Protect AF(early)) | ACPIn.Eu.Ex(? | ACP LatAm
N= 463 N=271 N= 143 N= 60

Successfull 90.9 88.2 96.4 100
implant (%)
Severe peric. 5.0 6.3 3.5 6.6
effussion (%)
Emboliztion of 0.2 N/A 1.4 1.6
device (%)
Stroke/TIA (%) 0.9 1.1 2.1 0
Major complic. 7.7 10 7.0 8.3
(%)

(WReddy V, et al. Circ 2011;123:417-424 (2park J, et al. CCl 2011;77:701-706
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2013

Results at Follow Up

Eventos

1,0F
0,9F
0.8F
0,7F
0,6F
0,5F
04F
0,3F
0.2F
0,1F

Survival probability

0,0b . . .

- - « Mean CHADS?2 score 3,15

» Expected annual risk of stroke 5,9%

@es at F/Up (Me 12,5 monthsD

2 4 6 8 10 12
Time (meses)




~N=60, June 2012

o Procedures / Country

3 |1

N= 168, June 2014

Procedures / Country

38

@ Brazil

® Brazil ®m Argentina = Chile ® Venezuela

Uruguay O Uruguay

B Argentina O Chile
B Paraguay O Colombia

B Venezuela

www.icronline.com

Amplatzer Cardiac Plug en LatAm \‘)

ICR



Nationa! Instiute for I C R

Guidelines - NICE el

Percutaneolss occlusion of the feft atrial

appendage in non-wvalvular atrial fibrillation
for the prevention of thromboembolism

Guidance

m Current evidence suggests that percutaneous occlusion of the left atria!
appendage (LAA) is efficacious in reducing the risk of thrombogmbolic
complications associated with non-yalvular atrial fibrillation.

m With regard to safety, there is a risk of life-threatening complications from the
procedure, but the incidence of these is low.

= Therefore, this procedure may be used provided that normal arrangements are
in place for clinical governance, consent and audit.

m Patient selection shouid o¢ carried out by o muludisciplinary team
including a cardiologist and other appropriate clinicians experienced in the
management of patients with AF at risk of stroke.

m Patients should be considered for alternative treatments to reduce the risk of
thromboembeolism associated with AF, and should be informed about these
alternatives.

= Percutancous occlusion of the LAA i1s a techmically challenging procedure
which should only be carried out by clinicians with specific training and
appropriate experience in the procedure.

m Procedure should be carried out only in units with on-site cardiac surgery.

National Institute for Haalth and Clinical Excellence UK., Parrutanenus ccclusion of the left ginal appendass i non-vakailar anal fibrillation orthe
praevention of thromboembrlisiy. Issve date: June 2010, Interventional procedurs guidance 349
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@ European Heart Journal ESC GUIDELINES
EURQPEAN doi:10.109 3/eurheartj/ehs253

SOCIEYY OF
CARDICLOGY®

2012 focused update of the ESC Guidelines
for the management of atrial fibrillation

Recommendations for LAA closure/occlusion/excision

Recommendations Class® Level® Ref€

Interventional, percutaneous
LAA closure may be
considered in patients
'with a high stroke risk and
contraindications for long-
‘term oral anticoagulation.
Surgical excision of the LAA
may be considered in patients
undergoing open heart

surgery.

115,118




REVIEW

An update and current expert opinions on
percutaneous left atrial appendage occlusion ICR
for stroke prevention in atrial fibrillation

Thorsten Lewalter', Réda Ibrahim?, Bert Albers?, and A. John Camm™

Table 4 Conditions in which percutaneous LAA
occlusion may be considered

Condition Details

Recurrent ischaemic stroke Percutaneous LAA occlusion may
despite well-controlled be considered after exclusion of
therapeutic OAC other sources of embolism

Previous ICH Percutaneous LAA occlusion may

be considered as an altemnative
o the use of novel
anticoagulants, acknowledging
individual patient factors, and
bleeding aetiology

Recurrent Gl bleeding Bleeding from unknown origin or

intestinal angiodysplasia despite
endoscopic therapy. Lesions that
are not accessible for
endoscopic therapy

Co-morbidities Uncontrolled hypertension,

cerebral microbleeds, cerebral
myloid angiopathy

Coagulopathies Low platelet counts,

myelodysplastic syndrome

Intolerance to new Gl intolerance, severe liver and
OAC drugs kidney dysfunction. Vitamin K

antagonists are the first option

to consider, percutaneous LAA
occlusion may be considered as
a secondary alternative
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NICE 2014 AF Guidelines
Algorithm 1: Stroke Prevention

CHA,DS,-VASc and HAS-BLED

to
MNICE STAs

Anticoaqu

FProblems corrected

NICE 2014
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Conclusiones

- La racionalidad del cierre percutaneo de la orejuela auricular izquierda en ICR
pacientes con FA se basa en la evidencia que el 90% de los trombos se originan
en ella.

* Diferentes estudios demostraron consistentemente la factibilidad del
procedimiento con alta tasa de implante exitoso en pacientes con contraindicacion
para ACO , con reduccion significativa en la tasa de strokes en el seguimiento en
relacion a lo esperado por scores.

» Datos de los estudios randomizados PROTECT AF y PREVAIL demuestran que
en pacientes sin contraindicacion para ACO, la oclusion de la orejuela no es
inferior a warfarina en la prevencion del stroke. Resultados que se mantienen a 4
afnos de seguimiento.

 Existen complicaciones tempranas inherentes al procedimiento y a la curva de
aprendizaje. La seguridad del procedimiento y el éxito del implante aumentan con
la experiencia.

» Constituye una alternativa aceptable en pacientes con FA no valvular, con scores
de alto riesgo para stroke y contraindicaciones o dificultad para la ACO.

www.icronline.com
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J[C’[ 25 “Percutaneous closure of the Left Atrial Appendage: ()
- Initial experience in Latin America”

Anibal Damontel, Costantino Costantini2, Carlos Pedra3, Alejandro Martinez4, Daniel Aguirre5, Fabio Brito6, Jose Condado7, Fernando Cura8, Leon Valdivieso9, Leandro Lasavel

Instituto Cardiovascular de Rosario, Rosario, Argentinal; Hospital Cardiologico Costantini, Curitiba, Brasil2; Instituto Dante Pazzanese, Sao Paulo, Brasil3; Universidad Catolica, Santiago, Chile4;
Clinica Alemana, Santiago, Chile5; Hospital Albert Einstein, Sao Paulo, Brasil6; Hospital Perez Carrefio, Caracas, Venezuela7; ICBA, Buenos Aires, Argentina8; Fundacion Favaloro, Buenos Aires,
Argentina9. We DO NOT have any conflict of interest in the context of this abstract presentation

Background:

Atrial fibrillation (AF) is the most common cardiac arrhytmia and a major cause of morbidity and mortality secondary to cardioembolic stroke.

In patients with non valvular AF 90% of intracacavitary thrombi form in the left atrial appendage (LAA).

Percutaneous closure of the LAA has emerged as a potential alternative to anticoagulation therapy for the prevention of cerebrovascular events in patients with AF and a
contraindication or difficulties for oral anticoagulation

Objectives:

This study describes the feasibility, in hospital and follow up results of the transcatheter closure of the LAA with the Amplatzer Cardiac Plug (ACP,StJude,Minneapols,MN) in an
initial Latin American experience. Se

Methods:

Physician initiated, voluntary registry, including 60 consecutive patients with AF at high risk for cardioembolic stroke, from different Latin American hospitals, that were treated
with the ACP from August 2009 to June 2012

The procedures were performed under general anesthesya, transesophageal ecocardiography (TEE) and fluoroscopic guidance.
Clinical and TEE follow up was performed at 30 days, and clinical follow up thereafter.

Results:

LAA neck (TEE) 20,3 + 3,8 mm Successfull Implant 60 (100%)
LAA neck (Angio) 22,6 + 3,2 mm Simultaneous PFO Closure 3 (5%)

w'd 73 8 P 0] St ¥ In hospital Complications:
32,17 % o W 0 55 ;

Previous Stroke/TIA 44,4 % LAA Orifice (TEE) 21,4 + 4,3 mm 5 patients (8,3%)

Contraindic. ACO 64,29 % LAA Orifice (Angio) 24,2 + 4,6 mm 1 embolization (retrieved surgically)
LAA 1 lobe 32 (53,3%) 4 (6,6%) severe pericardial effussions (SPE)
LAA 2+ lobes 28 (46,7%) Hospitalization was longer for patients with SPE,
Trans septal 57 (95%) 4,25+1,25vs 2,77+2,10 days p=0,174
Via PFO 3 (5%) No death, stroke or myocardial ischaemia.

Patients were discharged on dual antiplatelet therapy. All patients were followed clinically at 30 days. No new events were reported. 88% of patients underwent TEE at 30-45 days
without evidence of flow to the LAA or thrombus on device.

Median follow up 12,5 months Mean CHADS? score 3.15

Expected annual risk of stroke 5,9%
Strokes at F/Up (Me 12,5 months) O

Conclusions:
In this initial experience, percutaneous closure of the LAA with the ACP in
patients with AF at high risk of stroke, was feasible, with a high technical

success and in hospital complications rate similar to previous reports with thig
and other devices during the learning phase of the procedure. The results at
follow up are encouraging.
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