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Czech registry on catheter ablation 2011

iIndication for ablation

Atrial fibrillation

Atrial flutter

AVNRT

WPW

VT/ no structure heart disease

VT/ structure heart disease

AV node

Atrial tachycardia focal

Atrial tachycardia reentrant

Combination

Others

N =1590

CR 10000 000 obyvatel
FS pri vyskytu 1%?
100 000

1 600

(rate + rhythm control)
98 400
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z toho reseno selektivni ablaci

zbyva k farmakologické lécbé
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Kontrola
srdecniho rytmu
antiarytmika
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Kontrola rytmu vs kontrola frekvence

Kontrola frekvence je dle poslednich studii minimalnée
srovnatelny postup s kontrolou rytmu.

Diky vstupnim kritériim techto studii ale nelze tyto zavery
prenést na vSechny pacienty.

Zejména mladsi pacienti, vyznamné symptomaticti se
srdecnim selhanim vyrazné profituji ze sinusoveho rytmu.
Naopak pro starsi (= 70 let) a minimalné symptomaticke
pacienty je leCbou volby kontrola frekvence.

Inicialné zvolena strategie se vSak muze ukazat jako
neuspesna a pote je nutno prejit na alternativni pristup.
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Antiarytmika v lécbeé FS — vyvoj
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FIGURE 1. Summary of anharrhythmlc agents (by class) introduced over the past severol de-

cades.
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Porovnani ucinnosti antiarytmik u fibrilace sini: metaanalyza studii

Dronedarone

Propafenone

Amiodarone

Sotalol

Flecainide

0.53 (0.40, 0.72, P=0.0002)

0.36 (0.28, 0.48, P<0.0001)

0.22 (0.16, 0.29, P<0.0001)

0.40 (0.31, 0.52, P<0.0001)

0.31 (0.19, 0.49, P<0.0001)
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Indikace k podavani antiarytmik:

lekce dronedaron

A Primary Outcome
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Figure 1. Risk of the First Coprimary
Qutcome (Stroke, Myocardial
Infarction, Systemic Embolism, or
Death from Cardiovascular Causes).

Antiarytmika u urcitych skupin pacinetil mohou zvysovat mortalitu.
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Dronedaron — soucasneé postaveni

. Zadné antiarytmikum neni universalni, vhodné pro véechny
skupiny pacientu.

* Nékterym pacientim mohou antiarytmika snizovat symptomy
(data o ovlivnéni morbidity, mortality jsou ojedinéla, hlavné pro
dronedaron),

u jinych mohou znamenat riziko zvysene mortality

» Dronedaron je indikovan u pacientt s nepermanetni fibrilaci sini
(trvani < 6 mésicu), bez znamek Sl i dysfunkce LK, bez
anamneézy jaterni Ci plicni toxicity béhem (ev.) Ié€by amiodaronem,
a to po zvazeni alternativnich zpusobu IéCby.

 Je nutné sledovat jaterni funkce, renalni funkce, ekg.
Nejsou data pro kombinaci s novymi antitrombotiky.

Second chance for dronedarone after recent setback? NG SIS NECKE A BRFERIME AT MEDI Y ¢ IKE
Mullard A, Lancet Feb 2012 KLINIKA KARDIOLOGIE M



Kontrola rytmu vs kontrola frekvence : zadny rozdil

,mohou za to dosavadni antiarytmika“

Hazard Ratio

SR ano
(mortalita — 53%),
ale R arrRm AR | peower

Warfarin use |.l_| p < 0.0001

Digoxinuse  p=0.0007 ... antiarytmika

| AaDuse  poows J—ff— | ne

Heart failure p < 0.0001 (mortalita + 49%)

Stroke/TIA p < 0.0001
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Kontrola
srdecniho rytmu
nova antiarytmika?
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Kontrola srdeéniho rytmu antiarytmiky

Antiarrhythmic Medical Therapies

Class la: Disopyramide, Quinidine and Procainamide

Amiodarone Beta Blocker ___ plPropafenone
Antiarrhythmic Agents m—

Sotalol New and Old Flecainide

Budio- ¥
darone New Upstream

Next- Class lll Agents therapies

erone |
Rotagaptide

Dofetilide Azimilide

Celivarone Dronedarone :

Multi-channel blockers e ,




Nové derivaty amiodaronu?

celivaron

1.0 Placebo
Celivarone 50 mg
..... Celivarone 100 mg

Studie MAIA 673pts, CORYFEE 150pts

0.9
— = Celivarone 200 mg
— . — Celivarone 300 mg
0.8 4 Amiodarone 200 mg
0.7

Cumulative Incidence

— 17—
0 5 10 30 Time (Days) 60 90

Jurm risk.
lac 110 78 68 54 39 34
|Celiy 113 85 76 65 56 53
ICeii 109 80 67 57 53 48
ICeli 118 93 73 53 49 41
|Celiy ¢ 115 85 69 56 52 48
lAmiodarone 200 mg 108 92 85 79 73 63

v

Celivaron neni u€inny v prevenci FS/FLS ani v kardioverzi FS
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Je jesté v éfe ablaci misto pro farmakologickou [éCbu arytmii?
Akcni potencial myokardu sini a komor je odlisny.
Urcité iontové kanaly jsou pritomny jen v sinich, navic dochazi ke
zmeénam pri remodelaci.

l,, Ventricular AP

| SN
%,

\/IKl IfATP

N

AP = action potential; I, = transient outward current; I, = ultrg
current; |, = rapid delayed-rectifier potassium current; |y =

current; I, = inward rectifier potassium current; I ., = ace

Ion Channel Currents in Remodeled Atria

Norrpal Remodeled =

Atna
I Eo f\ma ‘ 'ca

IKur ‘ le

o

Q/ 1 t |K1
: - t Ik-ach (ca)

Ix-ach, In-ate
Constitutively
Active (CA)

current; larpy = ATP-sensitive potassium current.
1. Ravens U et al. Europace. 2008;10:1133-1137.




Je jesté v éfe ablaci misto pro farmakologickou [éCbu arytmii?

Noveé antiarytmikum k iv farmakologicke verzi FS :

vernakalant

* Nove antiarytmikum s unikatnimi vlastnostmi — selektivni
ovlivhéeni myokardu v sinich — ke kardioverzi FS
nedavneho data vzniku u dospelych

* Indikace: rychla verze FS na sinusovy rytmus:
— Obecné: FS o trvani <7 dni
— Pacienti po kardiochirurgickem vykonu: FS o trvani < 3 dny
— Prokazana ucinnost vs placebo, amiodaron
— Bezpecnost, dobra tolerance sledovany u 883 pacientu
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Je jesté v éfe ablaci misto pro farmakologickou [éCbu arytmii?

Antiarytmika v kontrole rytmu u FS :
Sinove-selektivni blokatory sodikového kanalu

Rapid APD Atrial selectivity
unbinding prolongation
propafenone X + +
ranolazine + + F 4+
lidocaine + X +
amiodarone + + F++
chronic
vernakalant + + F+4
wenxin kely + + bt
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Kontrola

srdecniho rytmu
Upstream lecba®?
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Je jesSté v éfe ablaci misto pro farmakologickou Ié¢bu arytmii?

Upstream lecba FS

Struktura myokardu sini pfi SR a pfi FS je odliSna. Hypotéza: ,zabranit vyvaoiji
strukturalnich zmen Ize ovlivnit vyskyt FS*.

SR

Obrazky Cx43 gap junctions v ousku PS a volné sténé PS. Podélné fezy v ose myocytu. Barveno Cerveni
pomoci TRITC-phalloidin, jadra barvena modfe pomoci TOTO-3 NS L L R LR MG n IKE
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ACE-Il, ARB v primarni, sekundarni prevenci FS

I 4
Treatment  Control Risk Ratio R M | 02 817 nt
‘ e eta-analvza ¢ DS
Smdy or Suhg 100 -
D% B No ACE! or ARB
Ducharme (CHA ACEI AR
Hansson (CAPP) - S0k Bs
Hansson (STOP[ 80
Maggioni (Val-H
0
Pedersen (TRA]©
Pitt (EPHESUS)| &
Pizzett (GISS-1.8 60
Salehian (HOPE{ 5 52.151.4
Schmieder (VAL| =
Ws 44 427
Swedberg (EMP( = 38.1
; © 5
Vemes (SOLVD| = 40 36.8
Wachtel (UFE),|'S
Yusuf (TRANSCH ‘g
@ 20.5
‘ © il
Total 5% 1) | & 20
Total events
Heterogenety. Tl
Test for overal 0
Madrid, 2002 Madrid, 2004 Fogari, 2006 J-RHYTHM II%, 2010 )
n=154, DCC (lone AF) n= 250CC n=318 PAF C,,Af ?7‘1%%"8" ACTJYE17IL:%02 o
Fig. 2. Overl Amio vs n=90, DCC PAF or D Amlodipine 2.5-5 mg vs. ! . = g
9 Amio+Irbesartan 300 mg Amio vs. Amio vs. Candesartan 8-12 mg Candzzifrf;)r? s - (in 5'"“5,;':“"?; atbaseling
View high q Follow-up 254 days Amio+Irbesartan 150 mg Amio+Losartan 100 mg Follow-up 12 months Fol|ow-:1p 200 days 4 Irb: rtace1 SC())VBSOO
or Amio+Irbesartan 300 mg Follow-up 12 months Y rFETla an 2 1— mg
Follow-up 220 days FAaELD 4.1 viess
}_{I}r}bgsda;?gg%rgg) Yin. 2006 GISSI AF, 2009
Ueng, 2003 ) ; . (lone PAF) Fogari, 2011 Belluzzi, 2009 n=1442
n=145,DCC n=177 n=391 (lone AF) PAF or DCC (88.5%)
Amio vs. Amio vs PAF or DCC n=62, DCC Placebo vs
Amio+Enalapril 20 mg Amio+Losartan 100 mg Amlodipine 10 mg vs Placebo vs. Valsartan 320 mg
Follow-up 270 days vs Amio+Perindopril 4 mg Ramipril 10 mg vs Ramipril 5 mg Follow-up 12 months
Follow-up 24 months Telmisartan 160 mg Follow-up 3 years HR 0.98 (0.85-1.14)
Perindopril: RR 0.39 (0.20-0.78) Follow-up 258 days
Losartan: RR 0.36 (0.17-0.75)
. SECNES e, S~ — —
s SeeS
No placebo group, mainly open-label Double-blind, placebo-controlled
Khatib et al, Intern J Cardiol 2012
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Statiny v prevenci FS ?

i ] Nammyn-5chmied Arch Phamnacal (3010) 381:207-219
] .
Al AF N owihAr BRSO
Fauchier, 2008 BEET 00A —— 0.39 (013 -0.85), p = 0.02
L, 2008 - ACT G546 A6 —_—— .76 (055 -1.05), p = 0.08
Liny, 2008 - 08 o5 1023 .l 0.77 (0.70 - 085}, p 0.0001
Liscopoulos, 2008 17,643 4335 —— 0.64 (0,46 - 087}, p = 0.044
Liakopoulos - RICT —— 065 (0,31 - 0.96), p = 0.0353
Liskopoulos - RS e 0BT (DUET - 0.98), p = 0.0314
Aahimi, 2008 - HGS 3609 411 —— 0.70 (056 - 0.88), p = 0.0
Aahimi, 2008 - HTE GA604 1614 - 0.9 (0.ET - 1.07), p = 0.48
Primary prevention
Fauchier, 2008 3 145 | 060 (02T T, peil23
Liu, 2008 - RCT 3060 140 O 0.B0 (043 , p=iL50
Liu, 2008 - OF 1380 51 —— .68 i0.49 =00
Liakopoulos, 2005 TE55 Zada
Sacondary preventlon Table 2
Fauchier, 2008 A Do) 240 Ongoing randomized controlled studies of statins in atrial fibrillation
Liu, 2008 - RCT 485 265
L, 2008 - O 1147 G Study Number of Drug and dose Primary or Clinical setting Primary endpoint Follow- Expected
patients secondary up completion,
0 prevention year
PAFRIOSIES, 110 Simvastatin 40 mg Secondary Paroxysmal AF Time to first detected 6 2012
NCT00321802 AF maonths
Fig. 2 Effeci of shims on fhe ocoommnce o
compamd with placeho or commls (point esimy =~ RACE 3, 250 Aldosterone antagonist, Secondary Recent-onset Maintenance of sinus 1 year 2012
ingerval} CF comfidemce imarval, STTG by peothesis NCTO0877643 statin persistent AF and mild- rhythm post-
to-moderate CHF cardioversion
Mayo pilot study, 125 Atorvastatin 80 mg Secondary Post-ablation Freedom from 50 days 2010
NCTO0579098 symptomatic AF
Alabama study, 200 Atorvastain 40 mg 7 Primary Pulmonary resection Post-operative AF 14 days 2012
NCT00756886 days before and 14 days
after surgery
AF, atrial fibrillation; CHF, congestive heart failure; PAFRIOSIES, Paroxysmal Atrial Fibrillation: Role of Inflammation, Oxidative Stress
Injury and Effect of Statins; RACE, Routine versus Aggressive upstream rhythm Control for prevention of Early atrial fibrillation in heart
failure 3.
Current status of studies was updated on http://clinicaltrials.gov/ in 2010-11.
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Kontrola

srdecni frekvence
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Co znamena ,,spravna kontrola srdecni frekvence* ?

leniente kontrola SF (< 110/min)
strict kontrola SF (< 80/min),

Primary outcome * (%) 12.9 14.9 < 0.001
Pts meeting HR goal (%) 97.7 67.0 < 0.001
Total visits, n 75 634 <0.001

* Primary outcome: umrti KV etio, hospitalizace pro Sl, iktus,
embolizace, krvaceni, zavazne arytmie
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Doporucéené postupy u pacientu s fibrilaci sini

Kontrola srdecni frekvence - kriteria

Dosud se doporucovala klidova SF 60-80/min.,  pri
zatezi 90-115/min.

Nyni zpocatku postacuje ? dosazeni klidové SF pod
110/min.,

pri trvani obtizi nebo vzniku dysfunkce LK je pak vhodna

intensivneéjsi kontrola, za kontroly holter ekg, pripadné
ergometrie.

Definitivni stanoveni hranice spravné kontroly SF neni
na zakladé studie RACE Il mozne.
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Ke kontrole srdecni frekvence

pouzivame betablokatory, verapamil, diltiazem a digitalis. Volba zalezi na
pritomnosti dalSich onemocnéni a zpusobu zivota nemocného.

The choice of drugs depends on life-style and underlying disease

Atrial fibrillation

Inactive lifestyle Active lifestyle

l

Associated disease

None or Heart failure COPD
hypertension

L

B-blocker Diltiazem
L Diltiazem B-blocker Verapamil
DIl Verapamil Digitalis Digitalis
Digitalis Bl-selective
blockers*

n IKE
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Nové moznosti farmakologické Iécby

zavery |I:

*Farmakologicka IéCba je — stale — zakladem leCby FS.

Pri [éCbé FS by méla byt v prvni fade zvazovana jeji bezpecnost, a to
pred jeji ucinnosti.

*Antiarytmika IC u pacientu bez strukturalniho onemocnéni srdce
(patrn€) neovlivni nepriznivé mortalitu.

*Dronedaron Ize pouzit u nepermanentni FS bez Sl, dysfunkce levé
komory, po zvazeni alternativni moznosti leCby.

-Amiodaron je nejuginn&jsi antiarytmikum u FS, pro NU by mél byt
pouzivan jen u vybranych pacientl, zejména kde nelze podat jiné
antiarytmikum.

«Je otazkou, zda by amiodaron (a mozna i dalsi antiarytmika) byl v
soucasnosti vubec schvalen ke klinickému pouziti.
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Nové moznosti farmakologické Iécby

zavery ll:

*Vernakalant je vysoce ucinny pfi verzi FS, ucinnost v po podani je —
predbézne — jen mirna.

«/ dalSich antiarytmik je nadejny budiodaron a ranolazin.

*Upstream lé€ba ma vyznam v primarni prevenci FS (ACE-I, ARB),
nejsou zatim dostateCna data pro sekundarni prevenci.

*Krom kontroly rytmu mame vzdy zvazovat kontrolu frekvence, a to
zejména u starSich a méné symptomatickych pacientu.

*Roste take role nefarmakologicke IeCby, zejména katetrizaCnich
ablaci.

KLINIKA KARDIOLOGIE n H§/F



