Antiarytmika 1C — Propafenon &
Flekainid
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* 1920-1930:

— Chinidin (alkaloid z kiry chinovniku) — prvni znamé |
antiarytmikum, pouzivané hlavneé u fibrilace sini

* 1940-1950:

— Prokainamid a lidokain — vyvinuty z lokalnich
anestetik, stabilizovaly srdecni membranu.

— Digitalis (digoxin) — pouzivan ke zpomaleni
prevodu pres AV uzel (zejména u fibrilace sini).
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Historie

e 1970: Britsky farmakolog
Miles Vaughan Williams
vytvoril prvni
systematickou klasifikaci
antiarytmik, zalozenou
na jejich ucCinku na akcni
potencial srdecni bunky.

l I
NS (" Nemocnice AGEL

nemocnicetrinecpodlesi.agel.cz Trinec-Podlesi
NG

y .



1975 - 1977 Rozsireni klasifikace - Bernard Singh
— Podtridy la-lc
e 1991 Sicilsky gambit

— |éky podle presného mechanismu ucinku na
jednotlivé iontové kanaly a receptory

e 2000 dodnes

— Miles Vaughan Williams a R. J. Campbell a pozdéji
upravena v ramci ESC Working Group on
Arrhythmias (2002-2004).
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Vaughan-Williams Classification of Antiarrhythmic Drugs

Class Action Drugs
I SODIUM CHANNEL BLOCKADE
la Moderate phase 0 depression and Quinidine, procainamide,
conduction slowing, prolonging of disopyramide

action potential duration

Ib Minimal effect on phase 0 upstroke Lidocaine, mexiletine, tocainide
No change or shortening of APD

Ic Marked phase 0 depression and Flecainide, propafenone,
conduction slowing, little effect on moricizine
repolarization
I B - ADRENERGIC BLOCKADE Propranolol, metoprolol, atenolol,

esmolol, acebutolol

]| POTASSIUM CHANNEL BLOCKADE d,/-Sotalol, dofetilide, amiodarone,
bretylium, ibutilide

v CALCIUM CHANNEL BLOCKADE Verapamil, diltiazem



K* /CI- (Out)

Class 1
Na* channel blocker

1a (moderate):
Quinidine, Procainamide
1b (weak):

Lidocaine, Phenytoin

1c (strong):

Flecainide, Propafenone

N

Na* (In)
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Fat

Muscle

Small
intestine

Enterocytes

B

Lipophilic

Amiodarone (fat, organs)
Dronedarone (fat, organs)
Flecainide {cardiac muscle)

CCB (cardiac muscle)

Hydrophilic
Digoxin

(cardiac and skeletal muscle)

NO STORAGE

Dronedarone (~50-65%)
Diltiazem (~40-60%)
Amiodarone (~35-50%)
Ranolazine (~30-50%)
Quinidine (~20-30%)
Digoxin (~20-30%)
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C

Hydrophilic
Atenclol

Sotalol
Dofatlide

ELIMINATION

Liver

s

Kidney

Renal
excretion

D

Dronedarone (96%)
Amiodarone (=90%)
Mexiletine (90%)
Propafenone (90%)
Quinidine {30—90%)
CCB (80-90%)
Flecainide (50-60%)

E

Nadolol (100%)
Atenolol (85-100%)
Sotalol (80-90%)
Dofetilide (80-90%)
Procainamide (80-90%)
Digoxin (70-80%)
Ibutilide (60—70%)
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* Snizuji excitabil
defibrilacni pra
rychlé odpovec

itu srdce — zvysuji stimulacni a
ny a zpomaluji vedeni v tkani
| s dominantnim efektem na

komorovy myo

<ard a His-Purkynovy systém

Potlacuji ektopickou automacii, snizuji trvani

akcéniho potencialu v Purkynovych bunkach

Prodluzuji trvani akéniho potencialu ve svaloviné

komor a prodluzuji komorovou refrakteritu
prodlouzenim reaktivace Na+ kanalu
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* Prodluzuiji trvani akéniho potencialu frekvencné
zavisle a tym muze dojit k verzi z FS na SR

 Behem orto a anti dromnich AVRT zpomaluji
vedeni a zvysuji progradni a retrogradni
refrakteritu v pridatnych drahach

 Minimalni hemodynamicky efekt u pacientu s

normalni EF LK, ale snizujici efekt u pacientu s
tézkou systolickou dysfunkci LK a SS
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* Oba jsou doporuceny pro kardioverzi u
symptomatickych, zejména nové zachycenych FS
a na dlouhodobé udrzovani SR po EKV*

* PITP

* Flekainid spomaluje, ale zridka terminuje AFL

*Rienstra M, Tzeis S, Bunting KV, Caso V, Crijns HIGM, De Potter TJR et al. Spotlight on
the 2024 ESC/EACTS management of atrial fibrillation guidelines: 10 novel key aspects.
Europace 2024;26:euae298.
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* Intravendzné vhodné pro akutni lécbu SVT,
vcetneé sin. tachykardii, FS, AVNRT

* Peroralné prilécbé chron. FS, AT a AVRT
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Class Ic
dronedarone

\

>40%

Dronedarone

No SHD
AF | —
SHD and LVEF
AAs
No SHD
AFL | —

,

<40%

Amiodarone
dofetilide

Dronedarone

>40%

SHD and LVEF
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Dronedarone
sotalol

<40%

Amiodarone
dofetilide
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 Mozné pouziti u komorovych arytmii, pokud
selhaji jina AA, nebo selhani ablaci

\"4

 Kombinace s Amiodaronem pri lécbé
rekurentnich VT u pacientu s ICD*

*Zeppenfeld K, Tfelt-Hansen J, de Riva M, Winkel BG, Behr ER, Blom NA et al. 2022
ESC guidelines for the management of patients with ventricular arrhythmias and the
prevention of sudden cardiac death. Eur Heart J 2022;43:3997-4126.
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No SHD | —

PVCs/VT

SHD | —

Fascicular

Origin

RVOT | —

Non-RVOT

PVCs

Type
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MVT | —

|

Type

Non-adrenergic

Adrenergic

"4 2

il

1

>40%

=40%

Ca?*-channel blockers

Class Ic

B-blockers

B-blockers

B-blockers £ amiodarone
sotalol

B-blockers + amiodarone
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p-Blockers CcCB Ic Sotalol

Idiopathic RVOT ++ ++ ++ + - ?
PVCs/VT
no SHD

Idiopathic fascicular PVCs/VT + ++ + ? — ?
no SHD

Idiopathic non-RVOT/fascicular PVCs/VT ++ ++ +2 + — ?
No SHD

PVCs/VT ++ - +° ? + ?
PVC/VT-induced cardiomyopathy

PVCs ++ - - + + +©

SHD




Flekainid se muze pouzit jako pridatna terapie k BBk
zkraceni QT intervalu u pacientu s LQTS3 pri QTc nad
500ms

CPVT — rekurentni, nebo bez ICD

Muze vyvolat smKT a zvySuje mortalitu v terénu
SS, srdecni zastavy u pacientu po IM a snizenou EF
LK

Nedoporucuji se u pacientu se strukturalnimi
zmenami a kongenitalnimi zménami srdce(v GD
ns;fg\n'f'(:a n}eSH D) 6 Nemocnice AGEL
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U téhotnych jako AA druhé linie pfi SVT s preexitaci.
bez KI

Flekainid se vylucuje do placenty a materského
mléka

Propafenon se vylucuje do placenty, stran MM
nejsou data

Flekainid — vertovani fetalnich SVT

Pfi uzivani Sertralinu/Escitalopramu snizeni davky o
30%

Neni restrikce od sveétové antidopingoveé spolecnosti
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(Flecainidum)
Antiarchythmikum
Antiarythmique

X ? 100 Tabletten/ meDn
Neni dostupny v CR | comprimés .

Pouze na specialni dovoz — mimo studii nutno pozadat
SUKL o dovoz u kazdého pacienta zvlast

Studie Prague 25 — Tambocor — dovoz z De

SVT: Inicialni davka 2x50mg, optimalni 2x100mg,
maximalni 300mg denne

Dle GD 2024 FS 200-300mg inicialni davka

Uspé&nost per os 50-60% za 3h, 75-85% za 6-8h
Uspé&nost i.v. 52-95% - do 6h 1-2mg/kg

VA: Inicialni davka 2x100mg, maximalni 400mg denné
Na lacno, nebo 1 hodinu pred jidlem
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PROPANORM® /
potahované tablety
Ppropafenoni h ydrochloridum

Na potahovang tableta ok ‘
a bsahuj /.
Propafenonj hydrochlondum 150 njfg ‘A{%v‘;:w

1 M
00 Potahovanych tablet GROP%EE;&S

2 az 3x denné, maximalni davka 900mg
Inicialni davka pri FS 450-600mg
Uspésnost per os 45-55% za 3h, 69-78% za 8h
Uspésnost i.v. 43-89% za 6 h, davka 1,5-2mg/kg/10
min

Bez nutnosti zmény davkovani u starsi populace,
zmeny davek po 5-8 dnech

VyluCuje se jatry, proto riziko zvysené akumulace
Tbl/cps nezvykat — lokalné anesteticky ucinek
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QRS >120ms, LBBB, nebo bifascikularni blok
Srdecni selhani, Kardiogénni sok

CAD, st.p. infarktu myokardu, vcetné
Agatstonova skore nad 400

Rendlni a hepatalni selhdni (GF <35mL/min)
Brugada sy
Pozor na kombinaci s Atenololem
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BrS, IM, vyznamné SHD
Nerovnovaha elektrolytu
Tézka CHOPN, bronchospazmy
Myasthenia gravis

Lécba ritonavirem (zvysuje plazmatické hladiny)
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PROPANORM 150 mg tbl
fim 1x50 ks

PROPANORM 300 mg tbl
fim 1x50 ks

Propanorm 35 mg/10 ml
sol inj (amp.skl.) 10x10 ml

Rytmonorm 150 mg tbl
flm 1x50 ks

Rytmonorm 300 mg tbl
fim 1x50 ks

Rytmonorm SR 225 mg
cps pld (blis.PVDC/AI)
1x60 ks

Rytmonorm SR 325 mg
cps pld (blis.PVDC/AI)
1x60 ks

- Rytmonorm SR 425 mg
- cps pld (blis.PVDC/AI)
1x60 ks

HLCO1BCO3 -
Propafendn

HLCO1BCO3 -
Propafendn

HLCO1BCO3 -
Propafenon

HLCO1BCO3 -
Propafenén

HLCO1BCO3 -
Propafendon

HLCO1BCO3 -
Propafendn

HLCO1BCO3 -
Propafendn

HLCO1BCO3 -
Propafendn

TBL FLM

TBL FLM

SOL INJ

TBL FLM

TBL FLM

CPSPLD

CPSPLD

CPSPLD

PRO.MED.CS
Praha a.s.

(CZE)

PRO.MED.CS
Praha a.s.

(CZE)

PROMED.CS
Praha a.s.

(CZE)

Viatris
Healthcare
Limited (IRL)

Viatris
Healthcare

Limited (IRL)

TS Pharma
s.r.o. (SVK)

TS Pharma
s.r.o. (SVK)

TS Pharma
s.r.o. (SVK)

PROM.MEDIC.SK
spol. s r.o. (SVK) e

PROM.MEDIC.SK /\

spol. s r.o. (SVK) T

PROM.MEDIC.SK
spol. s r.o. (SVK)

Viatris Slovakia
s.r.o. (SVK)

Viatris Slovakia
s.r.o. (SVK)

Viatris Slovakia
s.r.o. (SVK)

Viatris Slovakia
s.r.o. (SVK)

Viatris Slovakia
s..o. (SVK)
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* Efekt na CNS: malatnost (5-10%), dvojite vidéni (15-.
50%), bolesti hlavy, tfes, parestézie, zvraceni (5-
10%), dusnost/SS (5%)

* Poruchy CNS: poruchy vizu (10-30%) GIT, bolesti
hlavy, sucho v Ustech, kovova pachut (5-
10%), zacpa, (20-30%), nauzea (10-
15%), slabost/dusnost/SS (5%)

* Predavkovani— hypotenze, bradykardie, poruchy
prevodu v sinich a komorach
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Poucit pacienta stran NU
Kontrola QTc intervalu a TF

ntegrated nurse-driven care

V pfipadé Ic a NU CNS — forma prodlouzeného

vylucCovani
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Take home message

* Bezpecné
e Dobre tolerovatelné

e UcCinné
e Moznost PITP

'l'i‘hec-Poda




pozornost
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