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MAN I F EST' P F (E.Ekanem, VY.Reddy, B.Schmidt, et al, Europace 24:1256-1266 (2022))

24 evropskych pracovist

@ ESC Europace (2022) 00, 1-11 CLINICAL RESEARCH
European Society https://doi.org/10.1093/europace/euac050
of Cardiology

Multi-national survey on the methods, 77 operateru

efficacy, and safety on the post-approval
clinical use of pulsed field ablation
(MANIFEST-PF)

Emmanuel Ekanem ©® 1, Vivek Y. Reddym, Boris SchmidtB, Tobias Reichlin @4,
Kars Neven @5’6, Andreas Metzner @7, Jim Hansens, Yuri BIaauw’,

Philippe Maurym’”, Thomas Arentz'?, Philipp Sommer'?, Ante Anic ® ",
Frederic Anselme's, Serge Boveda @ 16’", Tom Deneke's, Stephan Willems o'
Pepijn van der Voortzo, Roland Tilzz"n’n, Moritoshi Funasakoz’”‘,
Daniel Scherrzs, Reza Wakili“‘, Daniel Steven & 27, Josef Kautzner © 28,
Johan Viigen”, Pierre Jais ®°,jan Petru?, Julian Chun®, Laurent Roten®,
Anna Fiiting @5’”, Andreas Rillig", Bart A. Mulder’, Arne]ohannessena, g
Anne Rollin1°, Heiko Lehrmannn, Christian Sohns @13, Zrinka Jurisic ® '4, 0.46%
Arnaud Savoure‘s, Stephanes Combes""", Karin Nentwich's, ' * o
Melanie Gunawardene’ 9, Alexandre Oussm, Bettina Kirsteinz"n’n, 5 i
Martin Manninger’s, Jan-Eric Bohnen“, Arian Sultan”, Petr Peichlza,

. 29 6 . 1 2
Pieter Koopman®’, Nicolas Derval”, Mohit K. Turagam’, and Petr Neuzil * (for the
MANIFEST-PF Cooperative)

Esophageal PV Stenosis Phrenic Nerve Transient
Events Paralysis Phrenic Nerve
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1568 pacientu
(de novo ablaci)

99.9% akutni Uspésnost IPV
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MANIFEST-PF

» Retrospektivni studie zahrnujici vsechny Farapulse PFA vykony od udéleni CE-Mark
(4/2021 -5/2022)

e Pacienti nejsou vybirani, komercni vykony PFA

* Pouze prvovykony ablace pro FiS

* Follow-up data z ambulantnich kontrol podle pravidel kazdého z center
* Schvaleno Etickou komisi NNH

* Oblasti zajmu:
* Primarni efektivita
* Bez recidivy FiS, flutteru sini i AT delsi nez 30s (s odstupem 3 mésice od vykonu)
e Sekundarni efektivita
* Bez recidivy FiS, flutteru sini i AT (s odstupem 3 mésice od vykonu)
* Bez antiarytmik tridy I/IlI
* Bezreablace
* Bezpecnost
* Akutni/chronické nezddouci ucinky



Prubéh vykonu

* Technika: FARAPULSE, Boston Scientific

* Generator: Farastar

* Sheath: Faradrive (13F, fiditelny)

* PFA katetr: Farawave (rozmér 31mm a 35mm)
* Guidewire: Amplatz extra stiff 0.035 (straight nebo J- shaped)

* Ablace:

* [PV
* V kaidé Zile 2 pary aplikaci ,basket” a 2 pary aplikaci ,flower”

* Meazi pary aplikaci rotace o % otacky (~36°)

e Zadni sténa
* Flower, parova aplikace na kazdé pozici
* Priblizne polovicni prekryv



VVSIEd ky (Charakteristika pacient)

KARDIOCENTRUM

I e ey
1568 100%) 553 35%

AF Type (%)

1568 100%) 1021 (65%) 199 729%)
B 1565 (100% 458 32%) 64 (23.4%)
1568 (100% 45 10(3,7%
Atrial flutter (%) 1235 (78,8%) 158 (12,8%)

Coronary artery disease (%) 1235 (78,3%) 167 (13,5%)

Diabetes (%) 1568 (100%) 196 (12,5%)

1568 (100%) 559 (61,%)

1568 100%) 226 (14.4%)

Sleep apnea (%) 1104 (70,4%) 102 (9,2%)

Prior stroke/TIA (%) 1568 (100%) 97 (6,2%)

COPD (%) 992 (63,3%) 50 (5%)




KARDIOCENTRUM

VVSIGd ky (Charakteristika pacient( 1)

Patients w/ available Value (%)
data

60 (55 — 64)
42 (39 — 46)

Echocardiographic parameters
LVEF (%) (median, IQR) 1381 (88,1%)

LA diameter (mm) (median, IQR) 1220 (77,8%)

Medications
Class | AADs (%) 1566 (99,9%) 343 (21,9%)
Class Il AADs (%) 1567 (99,9%) 279 (17,8%)




VVSIGd ky (Charakteristika vykonQ)

Patients w/ available
data Value (%) NNH, n=273

Ablation Lesion Sets
Pulmonary vein isolation (
Acute success (

Additional non-PV ablation (%)
LA posterior wall ablation (
CTl ablation (%
Roof line (%)
Mitral line (
Other ablation (%)

Energy used to perform Non-PV ablation

Pulsed Field energy

Radiofrequency

1568 (100%)
1568 (100%)
1568 (100%)
1568 (100%)
1568 (100%)
1568 (100%)
1568 (100%)
1568 (100%)

359 (100%)
359 (100%)

KARDIOCENTRUM

1568 (100%)
1556 (99,2%)
359 (22,8%)
173 (11%)
84 (5,4%)
21 (1,3%)
37 (2,4%)
44 (2,8%)

273 (100%)
273 (100%)
75 (27,5%)
44 (16,1%)

43 (15,8%)

305 (85%)
54 (15%)

20(7,3%)
23 (8,4%)



VVSIGd ky (Charakteristika vykond 1)

Endotracheal intubation (%)
Electroanatomical mapping (%)
ICE Imaging (%)

Fluoroscopy time (min) (median, IQR)

Procedure time (min) (median, IQR)

Same day discharge (%)

Patients w/ 5 _
available data value (%) NNH (n=273)
)

1568 (100%) 317 (20%) 27 (9,9%
1568 (100%) 457 (29%) 21 (7,7%)
1234 (79%) 407 (33%) 273 (100%)
1521 (97%) 12 (7 - 19) 7

1540 (98,2%) 61 (40 — 90) 69

1234 (78,7%) 101 (6,4%)

KARDIOCENTRUM
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VVSIGd ky (Efektivita)

- [nensseew
Follow up duration, days (median, IQR) 367 (289 —421)

No. of follow up 24-hour Holter monitors (median,
IQR) 2(1-3)

* NNH — 31 rekurenci (11,4%) = uspésnost 88,6%
* 21x FiS
* 9x redo (6x obnovené vedeni plicnich zil)




VVSIEd ky (Primary outcome)

Kaplan-Meier Analysis: Freedom from AF/AFL/AT

KARDIOCENTRUM

Full Cohort By AF Subtype

\

12-mo KM Estimate 95% Cis
78.1% (76.0 — 80.0%)

1.0

Paroxysmal AF

e
]

(LS/) Persistent AF

0.6

12-mo KM Estimates (95% Cls)
Paroxysmal AF:  81.6% (79 — 84%)
(LS)Persistent AF: 71.5% (67 — 75%)
Log Rank (Mantel-Cox), p=0,001

04

=
=

0.2

Freedom from Atrial Arrhythmia (%)
=

Freedom from Atrial Arrhythmias (%)

0 100 200 300 400
0 100 200 300 400
Time (days)
: Time (days)
No. of Patients :
No. of Patients 1,021 995 809 657 282
1,568 1,529 1,223 993 435 Paroxysmal AF

Persistent AF 547 534 414 336 153



Bez peén OST (Adverse events)

KARDIOCENTRUM

T T
22 (1,6%) 55 (4,1%)
0 4(0,3%)
0 1(0,07%)
0 TIA 2 (0,1%)

16 (1,1%)
12 (0,9%) 4(0,3%)

2 (0,1%)
PO 3(0,.2%) 26 (1,9%)
0 2(0,1%)
2(0,1%) 5 (0,4%)
1(0,07%) | FECIER  2(0,1%)
e P 110,078 e 4(0,3%
T Defined as persisting beyond hospital discharge. 1(0,07%)
2(0,1%)
Comer T

Zadné pozdni komplikace



Bez peenOSt (Adverse events, NNH)

* 6 Adverse events (2,2%)
* 1x KCH pro tamponadu
1x TIA
1x asystolie/elevace
1x vypotek
1x SSS pred vykonem — nasledna implantace KS
1x hematom



Shrnuti

e Zarazeni pacienti nepodléhali vybéru, vykon a sledovani probiha dle praxe
jednotlivych pracovist
* Mix persistentnich a paroxysmalnich pacientu
e RUzny rozsah ablaci - kromé IPV u ~1/4 pacient( i dalSi ablace (vétsinou box zadni stény)

* Dosazeni bloku PZ u 99%, dobré &asy vykonu

* Navzdory prvnimu pouziti technologie velmi nizké procento komplikaci:
» Vysledky podporuji teorii o selektivité PF (0 jicen, O stendza PZ)
e Podstatné mnozstvi obvyklych komplikaci (tamponady, cévni komplikace)
* Bez evidence pozdnich komplikaci

 Usp&3nost ablace: , Free from AF/AT/AFL relativné sludna (lepsi u parox. nes persist.)



MANIFEST-PF (Limity studie)

e Retrospektivni studie
* Neni predepsan rozvrh sledovani
* Nejsou pevne dana kritéria pro zarazeni

* VVysledky
* Celého rocniho sledovani se ucastnila mala ¢ast pacientu
* Variabilita ¢etnosti/nekonzistentni hodnoceni pacient( pfi follow-up
* Nezname durabilitu aplikovanych lézi (nebyly remapy)

* BezpecCnost
* Malo dat pro posouzeni bezpecnosti mimo ablace plicnich zil



Dalsi studie

ADVENT IDE BEAT AF

: Aim: Assess whether PFA is faster, more effective and
350+ Patients safer (tissue selectivity) than RF or cryo ablation.

Paroxysmal AF |

370 AF patients in

30+ US Centers 10 EU clinical sites over S EU countries
1:1 BEAT PAROX AF BEAT PERS AF
FA RA P U L S E P FA 292 patients 78 patients
FARAWAVE OTW Stan d ard _Of_Care 1:1 randomisation 2:1 randomisation
Catheter
PEF RF PEF RF
- 1. 1 arm arm arm arm
Kev deSIq n elements Yo Main study end points

Efficacy, safety, duration and cost

- Single-procedure endpt * & / ———
Ancillary stud; end points
) 1_year fo”ow_up ‘ Cryo CF RF {} Esophageal safety
. F Brain MRI
« Brain MRI sub-study Autonomous Nervous System
PV stenosis sub-study J

Redo procedures
Atrial and ventricular function




Ablace FiS v NNH - vyvoj

929 964

Celkem

1088 1189
29* (3,1%) 59* (6,1%) 403 (37%) 907 (76,3%)

847 889 640 262
53 16 45 20
Cas celkem (h) 1752 2100 2025 1697

Primér na vykon (min) 113 130 111 68



