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Uvod

Hlavni cil studie

Posoudit, zda hluboka analgosedace (DAS) s vyuzitim remimazolamu a ketaminu
nebo celkova intravenoézni anestezie (TIVA) s vyuzitim propofolu jsou spojeny s

v v s

podkladé bolusového podani propofolu.

CC Clin Electrophysiol, 2021

3. Schmidt et al., Europace, 2023



Design studie

127 Pacientl indikovanych k ablaci FiS pomoci systému FARAPULSE™

4

Zh— ‘ 1:1:1 Randomizace

\
Rameno P Rameno R Rameno TIVA
DAS, intermitentni bolusy DAS, kontinualni remimazolam kontinualni propofol +
propofol + opioid + ketamin opioid, LAMA

v v v

Primarni cil: kompozit hypoxemickych, hypotenznich nebo hypertenznich udalosti
vyzadujicich intervenci nebo vedoucich k preruseni zakroku.

DAS = hlubokd analgosedace, TIVA = celkova intravenozni anestezie
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127 Pacientl indikovanych k ablaci FiS pomoci systému FARAPULSE™

4

1:1:1 Randomizace

& Spontanni ventilace w l

Rameno P Rameno R Rameno TIVA
DAS, intermitentni bolusy DAS, kontinualni remimazolam kontinualni propofol +
propofol + opioid + ketamin opioid, LAMA

v v v

Primarni cil: kompozit hypoxemickych, hypotenznich nebo hypertenznich udalosti
vyzadujicich intervenci nebo vedoucich k preruseni zakroku.

DAS = hlubokd analgosedace, TIVA = celkova intravenozni anestezie




Design studie

Primarni cil: kompozit hypoxemickych, hypotenznich nebo hypertenznich udalosti
vyzadujicich intervenci nebo vedoucich k preruseni zakroku.
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(na terapii nebo apnoe-hypopnoe index = 30, méreno pomoci e Obtiznost sedace

pristroje ApneaLink [ResMed Corporation, CA, USA]) : :

« Spokojenost operatéra

Statistika:

Predpokladana incidence primarniho cile: 60% P, 30% TIVA, 30% R -> 126 pacientt (80% power, a 5%, two-tailed test, porovnani TIVAvs. P and R vs. P)
Porovnani R vs. TIVA nebylo v kalkulaci velikosti vzorku zohlednéno
“Permuted block” randomizace (bloky 3, 6, a 9), dvé strata (PVI/PVI+ a CTIl ablace ano/ne) Y
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Statistika:

» Pfedpokladana incidence primarniho cile: 60% P, 30% TIVA, 30% R -> 126 pacientt (80% power, a 5%, two-

tailed test, porovnani TIVAvs. P and R vs. P)

 Porovnani R vs. TIVA nebylo v kalkulaci velikosti vzorku zohlednéno
« “Permuted block” randomizace (bloky 3, 6, a 9), dvé strata (PVI/PVI+ a CTI ablace ano/ne)

Vstupni kritéria:
Vék nad 18 let
Indikace katetrizani ablace FiS
Hlavni vystupni kritéria:
Srdecni selhani NYHA IlI-1V
Signifikantni valvulopatie
Obstrukéni spankova apnoe

(na terapii nebo apnoe-hypopnoe index
= 30, méreno pomoci pristroje
ApnealLink [ResMed

Corporation, CA, USA])

Sekundarni cile:
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Studijni procedury

Personal: 1 elektrofyziolog, 2 kardiologické sestry, 1 anesteziolog, 1 anesteziologicka sestra, 1 technik

Monitoring: ECG, oxymetrie, kapnometrie, invazivni monitorace TK
(MetaVision software [IMDsoft, Tel Aviv, Israel])

Bispectral index ve skupiné P a TIVA

Ablace: FARAPULSE™ (PVI +/- PW, mitralni isthmus), 100 % ICE




Studijni procedury
Zakrok Ablace

Kont.
x Midazolam
Ketamin Remimazola
1.0 mg/kg/IBW m 2.5 mg

Remimazolam 0.5 mg/kg/IBW

Sufentanil

5-10 pg

Veétev R

‘ . Rocuronium
Sufentani 0.2-0 4

o Mg mg/kg/IBW

Vétev TIVA Propofol TCI (Schnider mggsl)
C, cil: 1-2 pyg/ml

Mg/ml

TCI = target-controlled infusion



Studijni procedury
Zakrok Ablace Prohloubeni sedace

Kont.

Sufentanil Sufentanil
5-10 pg 5-10 ug
v Midazolam Propofol Midazolam
vetev P A 0.5 mg/kg/BW
T T e - — . " Remmazo@mm 25— — — — ' —: —-
ma

Ketamin Remimazola 1x Ketamin Sufentanil
} 1.0 mg/kg/IBW | M 2.5mg 0.5 mg/kg/IBW = 5-10 ug
Vetev R

Remimazolam 0.5 mg/kg/IBW

_ Rocuronium
Sufentanil 0.2-04 Sufentanil
o Mg mg/kg/IBW 5-10 ug

Vétev TIVA Propofol TCI (Schnider mggc?l)
C, cil: 1-2 pyg/ml

Mg/ml

A -> 3-5 pg/ml TCl cil modifikow f‘“"( ”"@%

TCI = target-controlled infusion




Prubéh studie

Screened population (n=154)

[ Randomization




Studijni populace
0.4

Age, mean (SD), years 62.9 (11.6) 61.6 (10.4) 64.7 (9.5)

Female gender, N (%) 14.0 (33.3) 16.0 (37.2) 21.0 (50.0) 0.3
BMI, mean (SD), kg/m? 29.1 (3.8) 28.3(4.1) 29.2 (6.1) 0.8
Non-paroxysmal AF, N (%) 22.0 (52.4) 22.0 (51.2) 23.0 (54.8) >0.9
Hypertension, N (%) 30.0(71.4) 30.0 (69.8) 24.0 (57.1) 0.3
Diabetes, N (%) 5.0 (11.9) 8.0 (18.6) 6.0 (14.3) 0.7
Coronary artery disease, N (%) 3.0(7.1) 4.0 (9.3) 3.0(7.1) >0.9
Heart failure, N (%) 7.0 (16.7) 5.0 (11.6) 6.0 (14.3) 0.8
Renal failure, N (%) 1.0 (2.4) 2.0 (4.7) 2.0 (4.8) >0.9

CHA,DS,-VASc, median (IQR) 2.50 (2.0-3.0)  2.00(1.0-3.0)  2.00(1.0-3.0) 0.3
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Proceduralni charakteristiky

PVI + procedures, N (%) 19 (46.3) 22 (51.2) 22 (52.4) 0.976

Total procedure time, mean (SD),

o 56 (45-65) 53 (43-6.5) 61.5 (50-72.2) 0.178
ZOta' fluoroscopy time, mean (SD), ig%.g)m.o— 390.0 (306.0-529.0) 393.5 (306.5-512.2) 0.654

LA dwell time, mean (SD), min 33.0 (26.0-41.0)  35.0 (29.5-43.5) 39.0 (30.0-45.0) 0.249

Propofol, median (IQR), mg 200 (160.0-270.00) 530 (470.0-666.5)

Remimazolam, median (IQR), mg 40 (33.5-46.0)

Ketamine, median (IQR), mg 75 (65.0-108.7)

Midazolam, median (IQR), mg 3(2.0-3.0)

Sufentanil, median (IQR), mcg 10 (10.0-10.0) 0 (0-5.0) 10 (10.0-10.0) é)\cbﬁm"%%

Rocuronium, median (IQR), mg 20 (20.0-25.0) \ / \:i éf Q‘;?%
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Proceduralni charakteristiky

EE R - > 2612 2620
rotmrocesureime, oo o [ aseon  ows
391.0 (278.0-487.0)  390.0 (306.0-529.0)  393.5 (306.5-512.2)  0.654
33.0 (26.0-41.0) 35.0 (29.5-43.5) 39.0 (30.0-45.0) 0.249

Propofol, median (IQR), mg 200 (160.0-270.00) 530 (470.0-666.5)

Remimazolam, median (IQR), mg 40 (33.5-46.0)

Ketamine, median (IQR), mg 75 (65.0-108.7)

Midazolam, median (IQR), mg 3 (2.0-3.0)

Sufentanil, median (IQR), mcg 10 (10.0-10.0) 0 (0-5.0) 10 (10.0-10.0)

Rocuronium, median (IQR), mg 20 (20.0-25.0 | ;‘“"\WE%%
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Primarni cil
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Sekundarni cile
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Sekundarni cile
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Sekundarni cile
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Bezpecnhostni cile

SAE as pre-specified study endpoint Group | Probably related to | FDA criteria
sedation regimen? |for SAE met?

Emergency intubation TIVA NO NO
Procedure discontinuation TIVA YES YES

Other AE and SAE

Arteriovenous fistula TIVA NO NO
Pseudoaneurysm P NO NO
Pharyngeal hematoma TIVA YES NO
Circumflex artery vasospasm R NO NO
Ketamin-related agitation R YES NO
Total number of adverse events by groups: FAlzlzet NS for all
ArmR: 2 :
comparisons

Arm TIVA: 4




averem

DAS zalozeny na kombinaci remimazolamu a ketaminu vedl k signifikantne
nizSimu pocCtu nezadoucich udalosti v porovnani s rezimy zalozenymi na
propofolu (DAS a TIVA)

Bez ohledu na rezim sedace byla pozorovana vysoka incidence nezadoucich
udalosti, které vyzadovaly intervenci.

Limitace studie:

1. Monocentricky design

2. Operatéri ani anesteziologove nebyli zaslepeni
3. Byli vyfazeni vysoce rizikovi pacienti
4

Kompozitni primarni cil, jehoz slozky mohou mit rznou klinickou zavaznost
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