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PLAATO Study

Prospektivni multicentricky registr — studie proveditelnosti, n=111 (K| OAT)
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Percutaneous Left Atrial Appendage Transcatheter
Occlusion (PLAATO System) to Prevent Stroke in High-
Risk Patients With Non-Rheumatic Atrial Fibrillation:
Results From the International Multi-Center Feasibility
Trials

Stefan H. Ostermayer MD *, Mark Reisman MD (FACC)t, Paul H. Kramer MD (FACCJt. Ray V

* Proceduralni uspéch 97,3% (pocet procedur 113)
e 30-D FU: 1 KV umrti, 3 tamponada (perikardiocentéza)
* 9M FU: 2 CMP

e Zzaden trombus na okluderu
e Zavér: uzavér ouska je proveditelny s prijatelnym rizikem u nemocnych FS a kontraindikaci k OAT



PROTECT AF

2 Percutaneous closure of the left atrial appendage versus
warfarin therapy for prevention of stroke in patients with
atrial fibrillation: a randomised non-inferiority trial

Duvid R Holmes, Vivek Y Reddy, Zoftan G Tori, Shephal K Doshi, Horst Sievert, Maurice Buchbinder, Christopher M Muilin, Peter Sick, for the
PROTECT AF Inwvestigators*

Summary
Lances 2000, 174-54-42  Background In patients with non-valvular atrial fibrillation, embolic stroke is thought to be associated with left atrial

seofamonapap sy appendage (LAA) thrombi. We assessed the efficacy and safety of percutaneous closure of the LAA for prevention of
Sex Commmnt ey Stroke compared with warfarin treatment in patients with atrial fbrillation.
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2 Percutaneous closure of the left atrial appendage versus
warfarin therapy for prevention of stroke in patients with
atrial fibrillation: a randomised non-inferiority trial

Dawid R Holmes, Vivek Y Reddy, Zoftan G Tur, Shephaf K Doshi, Horst Sievert, Mauice Buchbinder, Christopher M Muflin, Peter Sick, for the
PROTECT AF Inwestigators®

Summary
Losces 2009 174-51442  Background In patients with non-valvular atrial fibrillation, embolic stroke is thought to be associated with left atrial

PROTECT AF Trial

. 707 Afib pts with CHADS, Score 2 1 were
DeSIgn randomized in 2:1 fashion

+ DESIGN Prospective randomized,
non-inferiority trial of LAA closure
versus coumadin in Afib pts for
prevention of stroke

OBJECTIVE Effectiveness and 463 assigned to 244 assigned to
Safety of LAA closure for closure of the LAA Warfarin control
prevention stroke in comparison

to coumadin for afib pts 408 pts were

implanted

PRIMARY END POINT Composite
end point of stroke,
cardiovascular death or system

embolisation 1500 pt —year

follow up




PROTECT AF — 4 leté sledovani
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PROTECT AF — 4 leté sledovani

Device Group Warfarin Group
No. of No. of No. of No. of

Source Events Patients Events Patients HR (95% CI)
Sex

Female 18 137 10 73 1.03(0.48-2.23)

Male 21 326 24 171 0.45(0.25-0.81)
Age

275y 22 190 22 115 0.63(0.35-1.14)

<75y 17 273 12 129 0.67(0.32-1.41)
CHADS; score

1 NA NA NA NA 0.29(0.08-1.03)

>1 NA NA NA NA 0.73(0.44-1.20)
AF pattern

Paroxysmal 18 200 14 a9 0.62(0.31-1.24)

Persistent 5 97 8 50 0.31(0.10-0.95)

Permanent 16 160 12 a3 0.84(0.40-1.78)
History of TIA or stroke

Yes 13 82 12 45 0.66(0.30-1.45)

No 26 381 22 195 0.61(0.35-1.08)
Prior years taking warfarin

<] 25 226 19 125 0.72(0.40-1.31)

21 14 230 14 116 0.52 (0.25-1.10)
LAA ostium

= Median (21 mm) 18 249 18 128 0.52(0.27-0.99)

< Median 20 208 16 111 0.67(0.35-1.29)
LAA length

> Median (30 mm) 16 235 16 124 0.49(0.25-0.59)

< Median 22 222 18 115 0.68(0.36-1.27)
LV ejection fraction

> Median (60%) 19 236 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)

0.01

0.1

Favors
Device

1.0
HR (95% CI)

Favors
Warfarin




PROTECT AF — 4 leté sledovani

Table 4. Individual Components of the Primary Safety End Point by Treatment Group

Device Group, No. (%) Warfarin Group, No. (%)
(n=463) (n = 244)

Total Events Early Events?® Late Events Events
Serious pericardial effusion 22 (4.8) 22 (4.8) 0
Major bleeding 22 (4.8) 3 (0.6) 19 (4.1) 18 (7.4)
Procedure-related ischemic stroke 6 (1.3) 5(1.1) 1(0.2)
Device embolization 3 (0.6) 3 (0.6) 0
Hemorrhagic stroke 3 (0.6) 0 3 (0.6) 9(3.7)
Other 4(0.9) 4(0.9) 0

Zaveér (5-leté sledovani): u nemocnych s FS a zvySenym rizikem mozkové ischemie, uzavér ouska
prokazal oproti Warfarinu

* non-inferioritu - snizeni rizika CMP, systémové embolizace a KV umrti

e Superioritu — snizeni rizika celkové umrtnosti




CAP Registry

(Continued Access Protocol, n= 1005)

PROTECT AF vs CAP PROTECT AF vs CAP
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Implant Success

45-day Warfarin
Discontinuation
Among Implanted

Primary Efficacy Endpoint Rates by Leak Severity

W Primary Efficacy

e Zaver: stejné jako u vsech
Peri-device flow B ischemic Stroke ] o, . . )
around the intervencnich procedur signifikantni

Watchman Device } o ; o . , v v

is common and ] zlepseni bezpecnosti uzavéru ouska
does lead to } L, . o, , o , ,
increase in stroke gl i i levé siné bylo pfimo umerné rostouci
or -

thromboembolism S e————————— zkusenosti implantujicich |ékaru

(1-3mm)
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Prevail study

Chronic or paroxysmal non-valvular atrial fibrillation (NVAF) |
CHADS2 >2 or CHADS2 score >1 with an additional risk factor

1

)

n= 269

Watchman LAA

implant group

\

Aspirin for life, warfarin for 45
days or till closure of LAA,
clopidogrel 45 days-6 months

l

n= 138 l

Chronic warfarin group

Y

Warfarin for life
Target INR 2-3

l

Primarni cil : ischemickd/ hemorhagickd CMP, systémova embolizace, Umrti
Pozdni ischemicky cil: ischemicka CMP, systémova embolizace > 7dni az 18M

Casny bezpeénostni cil: CMP, syst. embolizace, Gmrti, komplikace spojené s

procedurou




Prevail study
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TABLE 7 Comparison of Outcomes in Device Patients in PROTECT AF,
CAP, and PREVAIL

Vyskyt ischemickych CMP v kontrolnich =
JWarfarinovych” skupinach studii

1.60

ARISTOTLE =
2.2

ROCKET AF ot

1.70
RE-LY ——t

0.70
PREVAIL ¢ <
[ T 1
01 1 10
Rate Per Patient-years

PROTECT AF PREVAIL p Value
Implant success 90.9 951 0.04
All 7-day procedural complications 8.7 45 0.004
Pericardial effusion requiring surgery 1.6 04 0.03
Pericardial effusion with pericardiocentpsis 24 1.5 0318
Procedure-related strokes 11 0.7 0.02
Device embolization () 0.7 0368

Abbreviations as in Tables 3 and 6.

Zaver
e LAA prokazal non-inferioritu k Warfarinu
pro prevenci ischemickych CMP a SE po 7
dnu
 LAA je rozumnou alternativou pro nemocné
s FS, zvySenym rizikem CMP a Kl OAT




ASAP registry — efektivita a bezpecnost
n=150, FU 12M

77%
Reduction ® Expected, based on
CHADS?2 Score
5,1%
* Expected, if

Clopidogrel was used
throughout follow-up

Ischemic stroke rate

1.7% | ® Observed rate in
ASAP

Reddy V.Heart Rhytm ,September 2012, Volume 9, Issue 9, Pages 1580-1581



ASAP registry — efektivita a bezpecnost

All Patients

Adverse Events

Death 9/180.0 (5.0)
All Stroke 4/176.0 (2.3) 1 (0.7%)
Ischemic Stroke 3/176.9 (1.7) Othert 4 (2.7%)
Hemorrhagic Stroke 1/179.1 (0.6) Gl bleeding 3 (2.0%)
Zaver:
* Implantace Watchmanova okluderu je efektivni a bezpecna u nemocnych FS, kteri maji Kl k uzivani
Warfarinu

» vysledek studie ukazuje, Ze LAA mUze byt |é¢ebnou alternativou pro nemocné s FS s kontraindikaci k
Warfarinu a omezenymi moznostmi prevence CMP

Reddy V. Heart Rhytm,September 2012, Volume 9, Issue 9, Pages 1580-1581



Multicenter Experience Amplatzer Cardiac
Plug Registry

* Retrospective, single-arm multicenter clinical evaluation of the ACP for stroke
prevention in atrial fibrillation patients (FU 13M)

Total patients 1,047
Number of centers 22
Patient years follow-up 1,349
CHA,DS,-VASc (Mean) 4.5
HAS-BLED (Mean) 3.1
Age (Mean) 74.9
Prior stroke / TIA 37%
Previous major bleeding 47%
Taking OAC at time of implant 29.5%

Concomitant procedures to LAAO 20.6%

Tzikas, Eurolntervention. 2016 Feb 20;11(10):1170-9.



http://www.ncbi.nlm.nih.gov/pubmed/25604089

Multicenter Experience Amplatzer Cardiac
Plug Registry

o

Effectiveness in Stroke Effectiveness in Bleeding
Reduction vs. Estimated Reduction vs. Estimated

|
. Estimated based on HAS-BLED
= Estimated based on CHA_DS_-VASc score stmated based on seore

| ]
i Observed rate in study
= QObserved rate in study served rate in study



Multicenter Experience Amplatzer Cardiac
Plug Registry

Attempted implantations 1047

Device implanted 1019 (97.3%)

Complications:

= Death 8 (0.76%)

= Pericardial tamponade 13 (1.24%)

= Major bleeding 13 (1.24%)

= Stroke 9 (0.86%)

= Device embolization requiring surgery 1(0.10%)

= Device embolization snared 7(0.67%)
ardial infarction 1(0.10%)

Closure rate at 7 months TEE 98.1% (620/632)




Amplatzer Amulet observational study
Prospektivni multicentricky registr, n= 1088, CorelLab, FU 3M

euro

Clinical Events
(> 7 days and <90 days post implant)

Clinical Events
5% . :
* 4% major bleeding events

4% — Gl bleeding events (1.9%)
* Total death 23 pts

3%
— CV: 13 (3 within 7 days)
2% — Non-CV: 10
- ﬂ
0%

Composite of CV SADEs
Death, Ischemic
Stroke and Systemic
Embolism

SADE: Serious Adverse Device Effects (device or procedure related adverse events)

Landmesser, EuroPCR 2017, oral presentation



Amplatzer Amulet observational study

Medication Type

No antithrombotic therapy 2.0%
Single APT
Aspirin 16.0%
Clopidogrel or another antiplatelet 7.0%
DAPT 54.3%
OAC (alone or combined with APT) 18.9%

U 10 nemocnych (0,95%) — trombus na okluderu v intervalu 7 — 90 dnU po implantaci



PRAGUE = 17 Study

American Heart Journal

< Previous Article January 2017 Volume 183, Pages 108—114 Next Article >

Interventional left atrial appendage closure vs novel
anticoagulation agents in patients with atrial fibrillation
indicated for long-term anticoagulation (PRAGUE-17
study)

Pavel Osmancik, MD, Ph‘:“:], Petr Tousek, MD, PhD, Dalibor Herman, MD, PhD, Petr Neuzil, MD,
CSc, Pavel Hala, MD, Josef Stasek, MD, PhD, Ludek Haman, MD, PhD, Petr Kala, MD, PhD, Martin
Poloczek, MD, Marian Branny, MD, PhD, Jan Chovancik, MD, Pavel Cervinka, MD, PhD, Jiri Holy, MD,
Vlastimil Vancura, MD, PhD, Richard Rokyta, MD, PhD, Milos Taborsky, MD, CSc, Tomas Kovarnik, MD,
PhD, David Zemanek, MD, PhD, Petr Peichl, MD, PhD, Sarka Haskova, Eng, Jiri Jarkovsky, Eng, Petr
Widimsky, MD, DrSc on behalf of the PRAGUE-17 Investigators




PRAGUE = 17 Study

Prospektivni multicentricka RCT porovnavajici 2 |éCebné strategie — NOAC a LAAC

U ngrrllocnych s FS a stfednim/ vysokym rizikem mozkové ischemie anebo systémové
embolie

Zarazovani nemocni

* Prodélanou klinickou prihodou (zavazné krvaceni)
* Nemocni s CHA2 DS2 VASc > 3 a HAS-BLED > 2

Randomizace do skupin

e KatetrizaCni uzavér LAA
e Perordlni Iécba NOAC

Sledovani: 24 meésicu

Primarni cil: vyskyt CMP, TIA, SE, klinicky vyznamneého krvaceni, KV a celkové umrti,
komplikace spojené s procedurou Ci okluderem

PRAGUE 17 by mela ukazat, zda katetrizacni uzaver LAA je non-inferiorni k IéCbe NAOC u
nemocnych s FS a sttednim ¢&i vysokym rizikem



Zaver

* Velka skupina fibrilujicich nemocnych se zvysenym rizikem CMP
nemuze anebo nechce uzivat Warfarin

* Farmakologické alternativy nejsou optimalni
e Uzaver LAA u téchto nemocnych je mozny, efektivni a bezpecny

e Uzaver LAA je jedinou |éCebnou alternativou pro nemocné s FS a
kontraindikaci k OAT v prevenci CMP



Dékuji za pozornost




Dékuji za pozornost
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Primary Efficacy Endpoint Rates by Leak Severity
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TABLE 7 Comparison of Outcomes in Device Patients in PROTECT AF,

CAP, and PREVAIL

PROTECT AF CAP PREVAIL p Value

Implant success 90.9
All 7-day procedural complications 8.7
Pericardial effusion requiring surgery 1.6
Pericardial effusion with pericardiocentesis 24
Procedure-related strokes 1.1
Device embolization 0.4

94.3
4.2
0.2

1.2
0.0
0.2

95.1
45
0.4

1.5
0.7
0.7

0.04
0.004
0.03
0.318
0.02
0.368

Abbreviations as in Tables 3 and 6.




Prevail study

TAEBLE 6 Demographic Characteristics of Patients Receiving the Watchman Device in PROTECT AF, CAP, and PREVAIL

PROTECT AF CAP PREVAIL
(n = 463) (n = 566) {n = 269) p Value
Age, yrs 71.7 + 8.8 (46.0, 95.0) 74.0 + 8.3 (44.0, 94.0) 74.0 + 7.4 (50.0, 94.0) =0.001 I
Male 326/463 (70.4%) 371/566 (65.5%) 182/269 (67.7%) 0.252
CHADS; Sl:{JrEI[l:ontinuuus} 2.2+1.2(1.0,6.0) 25+1.2(1.0,6.0) 26 +1.0(.0,6.0) <0.001 I

CHADS; risk factors

CHF 124!453 {26.?““ AFABIES S M ARF Y TS ST AR
Hypertension 415/463 (894 yaABLE 7 Comparison of Outcomes in Device Patients in PROTECT AF,
Age =75 yrs 1907463 1.4 caAp, and PREVAIL
Diabetes 113/463 (24.4
Stroke/TIA 82/463 (17.7 PROTECT AF PREVAIL p Value
v Implant success 90.9 95.1 0.04
ave z_AA il fariority k Warfari All 7-day procedural complications 8.7 45 0.004
[ ] -
pro aza. _no; In 'eII;I?rI!\tl(J:MP arszrlnu7 Pericardial effusion requiring surgery 1.6 04 0.03
Zro prevenclischemickyc a Po Pericardial effusion with pericardiocentpsis 2.4 1.5 0.318
nu . . ) Procedure-related strokes 11 0.7 0.02
* LAA je rozumnou alternativou pro nemocné Bovice ambolization 07 07— 0368

s FS, zvysenym rizikem CMP a KI OAT

Abbreviations as in Tables 3 and 6.




PROTECT AF — 4 leté sledovani

A | Primary efficacy end point B | Primary safety end point

30 30+
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0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time Since Randomization, mo Time Since Randomization, mo

No. of patients
Device 463 398 382 370 360 345 337 327 317 285 196 463 376 364 357 353 341 332 320 310 277 190
Warfarin 244 230 218 210 200 188 173 159 147 121 87 244 228 214 207 195 183 169 153 139 117 86



