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Nevalvularni fibrilace sini

Bez nutnosti antikoagulacni terapie jen ,nizce
rizikovi” CHA,DS,-VASC skore = 1-2

U ostatnich VKA (Warfarin)

ASA | DAPT nedostateCné k prevenci + riziko
krvaceni nezanedbatelné (ne mensi nez VKA?)

INR 2-3
Pravidelné kontroly
NOAC (v CR s omezenimi)
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Rizikova stratifikace — skorovani

rizika CMP
CHA,DS,-VASC
Congestive HF/LV dysfunkce 1
Hypertenze 1
Age (vek) 2795 let 2
Diabetes 1
Stroke (CMP) 2
Vaskularni postizeni 1
Age (VEkK) 65-74 1
Sex category (zenské pohlavi) 1

90% vS8ech trombu pochazi z ouska levé siné
cinica karoiotocrs [l UF




Rizikova stratifikace — skorovani
rizika krvaceni HAS-BLED

Hypertenze

Abnormalni renalni/jaterni funkce
Stroke (CMP)

Bleeding history

Labilni INR

Eldery (vek nad 65 |., ,chatrnost®)
Drugs/alkohol (ASA, NSAID..)
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Krvacive komplikace

Mozkove krvaceni

Subduralni krvaceni
Intraokularni krvaceni
Rekurentni pulmonalni

GIT krvaceni (nekorigovatelne)

Spatna kompliance/nemoznost kontrol
Opakované pady
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Stroke and Non Valvular Atrial
Fibrillation

Non-valvular atrial

fibrillation (50%) Other less common

sources (PFO, ASA,
aortic debris, etc.)
(15%)

Prosthetic heart
valves (5%)

Valvular heart
disease (10%)

LV thrombus
(10%)

Acute MI
(10%)

Cerebral Embolism Task Force. Arch Neurol 1986



Oral Anticoagulation is Standard of Care,

but Not Ideal for All
NCDR Pinnacle Regqistry

Use of OACs in AF Patients peaks at ~50%,
use declines with increasing risk
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1. Heu, J et al. JAMA Cardiol. Publizhed online March 18, 2016. doi-10.1001jamacardio 2015.0374

LEFT ATRIAL APPENDAGE
CLOSURE DEVICE

Warfarin

+ Bleeding risk

+ Daily regimen

« High non-adherence rates

+ Regular INR monitoring

* Food and drug interaction issues
+ Complicates surgical procedures

Novel Oral Anticoagulants

+ Bleeding risk

+ Daily or 2x/daily regimen

+ High non-adherence rates

+ Complicates surgical procedures
+ Limited reversal agents

+ High cost

Registry 4290017 AFpatients
2008 -2012

SH 286002 AD MAYZ017
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PROTECT-AF 4 Years:
Primary Efficacy endpoint

Device Group (n = 463) Warfarin Group (n = 244) Device/Warfarin Posterior Probabilities, %
Events/Patient- Observed Events/Patient- Observed Rate Ratio (95%
Event Years Rate Years Rate? Credible Interval) ~ Noninferiority
Primahr]r efficacy end 39/1720.2 2.3(1.7-3.2) 34/900.8 38(2.5-4.9) | 0.60(0.41-1.05) >99
point
30+
se HR (95% Cl), 0.61 (0.38-0.97)
- P=.04
s
T 20-
[FE]
= |
+ 104 = —
._% T Device
= .
D - T T T T

0 6 12 18 24 30 36 42 48 54 60

Time Since Randomization, d

No. of patients
Device 463 398 382 370 360 345 337 327 317 285 196
Warfarin 244 230 218 210 200 188 173 159 147 121 87

a. Events per 100 patient-years (95% credible interval); b .Composite of stroke, systemic embolization, or cardiovascular/unexplained
death
For Bayesian analysis, a posterior probability of 97 5% represents non-inferiority; 95% represents superiority.

Reddy, VY et al. JAMA. 2014; 312(19)



Procedural Success

20.0%

10.0%

0.0%

* The EWOLUTION Registry is a European prospective registry which reflects CE Mark indications for use which differ from the FDA indications for use.

~50% new operators

95.1%

PREVAIL
N=449 N=566 N=265

94.8%

98.5%
94.4%
PAF CAP1

CAP2
N=579

LEFT ATRIAL APPENDAGE

procedures

~70% new operarors
performed 50% of

SURE DEVICE

95.6%

EWOLUTION  Post-FDA Approval
N=1019* N=3822?

Implant success defined as deployment and release of the device into the LAA; no leak =5 mm

1 Boersma, L.et al. EHJ 2016;37(31): 2465.; 2 Reddy VY, Holmes DR, et al. JACC 2018; 69(3): 253-261
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Effectiveness in Ischemic Stroke and Bleeding Rate

Reduction — Annual Rates' Bosto

141
Scientific

Advancing science for life™

1 2 t}fu 1 e i gt Cbserved In 6 9"0 7] Expecied, based Ob |
0n CHA,DS,-VAsc* ERLTION . on HAS-BLED"* EMWOLUTION
10% 5 %
8% 4%
6% 3%
4% 2 %,
2% 1%
0% 0%
Ischemic Stroke Ischemic Stroke/ Major Bleeding Major Bleeding
TIA/SE Excl. Procedural
Compared to no therapy” Compared to warfarin™

* Effectiveness in stroke reduction vs. estimated in the absence of therapy for comparable CHA D3 VASc scores based on Friberg et al. EHJ 2D12.
= Effectiveness in bleeding reduction vs. estimated under WIKA therapy for comparable HAS-BLED scores based on Lip et al. JACC 2011. E W : LUT I : N
& 2017 Boston Scientific Corporation or its affiliates. All rights reserved. All trademarks are the property of their respective owners. SH-402404-A8 AUGIOTT
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Results
WATCHMAN Comparable to Warfarin for
Ischemic Stroke
10 -
- Untreated AF
— Treated with Warfarin
8 - A WATCHMAN Arm
Ischemic
Stroke Risk
(events per
100 pt-yrs)
4 i
2 - PREVAIL *:"’?gz
) WOLUTION
_ 11
0 I I T 1
1 2 3 4 S
Baseline CHA,DS,-VASc Score
EWOLUTION: Boersma Lva et al Heart Rhythm 2017;doi-10.1016/Lhrthm. 2017 .05.038; WASP: Philips K, et al.Journal of Arthythmia (in press).




Risk assessment

Stroke Risk Assessment Bleeding Risk Assessment

CHA,DS,-VASc Score HAS-BLED Score
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Results

Effectiveness in Stroke Effectiveness in Bleeding
Reduction vs estimated Reduction vs estimated

6%

6% T—562% —
S.49% Estimated

based on

% — HAS-BLED
00%  score

Estimated

. based on

5% CHA2DS2-

-63%  vASc Score

4% - 4%

® Observed rate
in Study

® Observed rate
in Study

Annual Stroke Risk
Annual Bleeding Risk

3% 3%
2% 2%

1% 1%

0% —— 0%

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

Years score Total Patients Years score

928 1216.2 4.41 928 1216.2 3.18

Estimated Stroke Rate per Actual Annual Stroke Rate Estimated Bleeding Rate  Actual Annual Bleeding Rate
CHA2DS,-VASc (N strokes + TIA) per HAS-BLED (N major bleeds)

2.62% 2.06% (25) 5.49% 2.22% (27)

CARDIOVASCULAR .
)ursnx(:u [ .
FOUNDATION ,

Total Patients




Expected and observed stroke rates in
AMPLATZER™ LAA Occluders

TE rate [events/year]

g

m Expected” Walsh  Kefer Lopez® Urena’ Chun Santoro Kebemik Tzikas' Korsholm Berti  Berti-2
Minguez
= Observed

Patient years

Strokes/TlAs
TEreduction [%]

1. Walsh et al. Presented at EuroPCR, Paris. 2012 2 Kefer, J. et al. Acta Cardiolog. 201363(6); 531-358 3. Lipez-Minguez et al. Heart. 2015;101:877-883. 4. Urena et al. JACC Cardiovascular interventions, 2013. 62, 96-102.
3.Chun et al. Heart Riythm, 2013 10, 17921739 L3 etal Fur fon, AHE_ 11(10). 1188-1194 7. Kebemnik et al. Cardiology and Therapy. 2015 4(2). 167-177. 8. Tzkas et al. Eurolntervention, 2016. 11{10). 1170-1179.
9. Korsholm et al. Eurclntervention. 217 122075-2082. 10 Berfi et al. Heart. 2016:102-1969-1973. 11. Berti et al.. Int J Cardiol. 2017 Jul 16. pii SHET-527T3{17T).
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Results: Patient Population

Mean = SD or %
n=1071*

Age (years) 75+ 8
Gender - Female 35.6%
Prior Stroke 27.1%
Prior TIA 10.6%
Heart Failure 17.4%
Diabetes 31.4%
Hypertension
Prior History of Major Bleeding
CHA,DS,-VASc Score > 4
HAS-BLED > 3

*Baseline data unavailable in 2 patients

& tct2o16 0 Gordiovascular



Stroke and Bleeding Risk

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

36%
25%

CHA2DS2-VASc=4.2%+1.6 " HAS-BLED=3.3%t1.1
12%

& tct2o16 T S



Results: Indication for Procedure

9% A

Contraindication to OAC Ischaemic stroke despite OAC Patient Choice

18% of patients on (N)OAC at time of consent

% tct2o16 0 Sardiovascular



Implant Procedure

Imaging modality

Intracardiac echo
Transoesophageal echo

Device Selection

First device selected implanted

% tct2016

% (n)

10% (107)
90% (966)

% (n)
93% (995)




Major Adverse Events

Device/Procedure Related MAE
Death

Related to Cardiac Perforation
Related to Myocardial Infarction
Related to Cardiorespiratory Arrest

Stroke

Pericardial Effusion

Resulted in Pericardiocentesis
Resulted in Surgical Intervention

Embolization
Bleeding
Other

TOTAL

% tct2016 0 Sdiovasculer




TEE verified LAA Closure Rate

99% 99%

50%

Implant
First follow-up
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No residual flow Flow 3-5 mm Flow > 5 mm
or flow <3 mm

Independent Echo Core lab utilized for analysis

’-‘ Cardiovascular
' Research Foundation




Safety Comparison

Implant Success

LAA Closure Rate
(1-3 months)

Device or Procedure-
Related Complications

Early Mortality

Watchman
EWOLUTION?

1025 pts

98.5%

99.3%

< 5mm

2.7%

0.7%

Amplatzer Amulet

Amulet Registry?
1088 pts

99.0%

99.6%

< 3mm

3.2%

0.2%

TBoersma et al. Eur Heart J. 2016
2 Landmesser et al. Eurointerv. 2017



51-leta zena

hypertense

10-leta anamnéza paroxysmalni FIS
2011 implantatace 2D PM

ECHO: LAVI 39.5 cm3/m2

01/2015 ablace persistentni FIS
— casna rekurence, trvani Fis 1 rok
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Pulmonary vein isolation

0.02 mVv Bi 138 mV
o O e = e
0.10 1.00
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Fibrotic atrial cardiomyopathy
we il G “ "

No FACM
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Kottkamp H JACC 2015



ordings of the LAA In the
end of the procedure
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Osud po IPZ

Dimise na Xareltu

2 tydny po ablaci utrpela ICMP — okluze
ACM I. sin. — léCena mechanickou
trombektomii

TEE — LAA bez trombu, mirna dilatace LS
- LAVi 39.5 cm3s/m?

Rekurence FIS/SVT v pameti PM
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oS

Strategie vykonu




LAA angiography and
occlusion

*06.04.1940 IKEM, Praha 4
10.05%2016 AXIGM-Artis
08:29530 HFS

4 C -
i Sl

RADBZE

CRANRZ0.5

kv 80

mA 351 VW00
ms 455 C 2064

Absence of any contraction Normal contraction of LAA in different
despite absence of arrhythmia! patient










Zavery |
Polovina, v tom nejrizikovejsi nemocni, neni

chranena proti riziku systemového
tromboembolismu, predevsim ischemické CMP
Rada adekvatné Ié¢enych nemocnych s FiS je
ohrozena krvacivymi komplikacemi léCby
Uzaver ouska leve sine je vysoce uspesny v
prevenci systémové embolie/krvaceni
Uspé&3snost procedury blizko 100%
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Zavery lI

* Popisujeme pripad fibroticke myopatie LS
nejasne etiologie, ktera vedla k dysfunkci ouska
LS analogické stavu elektrické izolace ouska LS

* Tento stav je spojen s vysokym rizikem
tromboembolickych komplikaci

« KatetrizaCni uzavér ouska LS ma potencial snizit
toto riziko
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