Sucasneé moznosti liecby

fibrilacie predsieni
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Fibrilacia predsieni a mortalita

vo Framingham Study
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Nemocnicne naklady a intervencne zakroky

predstavuju 70% celkovych nakladov

EuroHeart
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Vyznam znizenia hospitalizacii

u pacientov s AFib

Najcastejsie arytmickeé hospitalizacie su pre AFib?
= 1/3 hospitalizacii pre arytmie?

Dovody hospitalizacie
= zavazneé epizodyAFib
= KV komplikacie v dosledku AFib3

Hospitalizacie:

= Negativne ovplyvnuju kvalitu Zivota pac. s AFib4

= Zaposlednych 20 rokov hospitalizacie pre AF stupli o 66%?

= Nemocnicné naklady na liecbu AF predstavuju 70% nakladovs

Bialy D, et al. J Am Coll Cardiol 1992;19:41A.

ACC/AHA/ESC 2006 guidelines Eur Heart J 2006;27:1979—2030.
Stewart S, et al. Eur Heart J 2001;22:693-701.

Dorian P, et al. Circ Arrhythmia Electrophysiol 2009;218-224.
Ringborg A, et al. Europace 2008;10:403-11.
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Strategicke rozhodnutia pri liecbe

fibrilacie predsieni

Kontrola rytmu
Kontrola frekvencie

Prevencia trombo -
embdlie

Normalizacia riztk

Up - stream terapia
Antiarytmika
Interven¢né metodiky

Antitrombotika
Intervencie v lavom
usku

Optimalny postup v ere mediciny dokazov
Odporucenia ESC/EHRA 2010



Presentation
. EHRA score
Associated disease
Initial assessment

Oral anticoagulant
. Aspirin
None

Rate control

|, 1 Rhythm control
Antiarrhythmic drugs

Ablation

ACEIs/ARBs
- Statins/PUFAs

Others




Liecba fibrilacie predsieni
(Co prinasaju nove Odporucenia ESC?




Antikoagulacna liecba

= Ovladaju oralne antivitaminy K

= Nové molekuly

= Dabigatran
= Rivaroxaban
= Apixaban

Upresnenie vyberu pacientov
riziko tromboembdlie

riziko krvacania



Consider other risk factors*

;i
-

f Congestive heart failure,
Hypertension. Age > 75 years
Diabetes.
Stroke/TIA/thrombo-embolism
(doubled)

*Other dinically relevant
non=major risk factors:
age 6574 ferale sex,




CHA2DS2-VASCc

. ‘Major’ risk factors ‘Clinically relevant non-major’
Risk factor risk factors

Congestive heart failure/LY dysfunction I Heare fylure of modente to
Previous stroke, TIA, eg L{-" EF < 45?6]
HTF‘EI'[EI’IEiC'I'I | or 5}rsteg1;c5 embolism Hypertension - Diabetes mellitus
Age 275 years Female sex - Age 6574 years
J':'-IEE-' 3}"5 2 Mascular disease?
Diabetes mellitus I Rik category CHA,DS,-VASc | Recommended
Stroke/TIA/thrombo-embolism 2 sk antithrombotic therapy
Vaseular disease? | One ‘major’ risk
d5CUlar iseas factor or =2 ‘clinically a
= >
E5_T4 | relevant non-major’ 21 OAC
Age risk factors
Sex category (i.e. female sex) | Either OAC? or
Maxi ¢ One ‘clinically relevant aspirin 75325 mg daily.
aximum score non-major’ risk factor Preferred: QAC rather
than aspirin.
Either aspirin 75—
325 mg daily or no
No risk factors 0 antithrombaotic therapy.
Preferred: no
antithrombotic therapy
rather than aspirin.




Lieky na akutnu kardioverziu

Drug Dose Follow-up dose
Amiodarone Smghkgivover | h 50 mg'h
Flecainide 2 mg'kg i.v. over MNIA
10 min,
ar
200-300 mg p.o.
|butilide | mg i.v. over I mg iv. over 10 min afeer
10 min waiting for 10 min
Propafencne 2 mgfkg iv. over
10 min,
o
450-600 mg p.o.
Wernakalant 3 mgkg iv. over Second infusion of 2 mgikg i.v.
10 i over |0 min after| 3 min rest




Konverzia fibrilacie predsieni

- vernakalant

*
** * %
52,9% 51.0% 51 20 ke 50.9%
47.0%
14,0%
5.3% 4.0% 3.6%
CRAFT ACT | ACT Il ACT Il ACT IV
O Vernakalant O Placebo

Source: Figure 7, page 52

CRAFT: Dosing was 2+3 mg/kg; data represents % converted at 6o min post last dose; AF duration 3-72 hours

ACT, Ill & IV: AF <7 days
ACT II: Post CABG and valvular AF study; AF duration 3-72 hours
ACT IV: A placebo group was not included in the ACT IV study

* P=0.0015
** P<0.0001



Dlhodoba liecba — klinika je dolezita

Bodka za diskusiami ,frekvencia vs rytmus"
- stanovena metodika vyberu liecebnej stratégie

S W4 FT Explanation
EHRA | ‘No symptoms’

EHRA I ‘Mild symptoms’; normal daily activity not affected

EHRA IlI ‘Severe symptoms’; normal daily activity affected

‘Disabling symptoms’; normal daily activity
discontinued

EHRA IY




Atrial Fibrillation Follow-up Investigation of Rhythm

Management - Celkova mortalita

~kontrola rytmu" vs , kontrola frekvencie® Sinusovy rytrmus vs fibrilacia preds.

30 | Celk. mortalita Covariate i HR

27% vs 26% (p=0.058 ) Age at enroliment’ <0.0001 1.06

=N Coronary artery disease <0.0001 165

. Congestive heart fallure <0.0001 1.83

Diabates <0.0001  1.56

15 Stroke or transient ischemic attack  <0.0001  1.54

Smoking <0001 175

= First episode of atrial fibrillation 0.0067 1.27

Sinus rhythm <0,0001 054

5 ] Warfarin use <0,0001 0,61
(0] ‘! : : : : :

0 1 2 3 A 5 6

771172010 16



Metodika vyberu liecebnej strategie

Appropriate antithrombotic therapy

|
Clinical evaluation
|
l l l

ey € - Long-standing persistent —~-——-—-

I P

Rhythm control - ‘ Remains symptomatic Rate control
| 3

il E— E— —

‘ Failure of rhythm control



Dlhodoba antiarytmicka liecba

Mo or minimal structural heart disease

' !
Adrenergically Undetermined Vagally
mediated mediated
Dronedarone
L Flecainide
[-Blockers Propafenone ~ Disopyramide
otalol
Sotalol
Dronedarone Amiodarone



Dlhodoba antiarytmicka liecba

Minimal or no heart disease

! Prevention of remodelling
ACEI/ARB/ statin

B blockade where appropriate

Dironedarone [ Flecainide /
Propafencne / Sotlal

|

Amiodarons

Significant underlying heart disease

|

Treatment of underlying condition and ! prevention/reversal

of remodelling - ACEI/ARB/statin. b blockade where appropriate

Ii HT — CAD l— _HF —1
' MY HA Y
LVH Stable ar ‘unstable”
MY HA NYHA NI
Dronedarone
Dronadarone Sotalol Dronedarone
|
Amiodarone Amiodarone

l l

l




AFFIRM: incidencia proarytmii

= 2 033 pts — 3 030 expozicii AA &= 7% arytmickych prihod

N Exposed N With
Drug to Drug Torsades % Incidence
(Juinidine . ) 0.7
Procainamide Rizikové fa ktOrV 0
Diso P ramide 1.2
: (o)

Moricizine « LVEF < 45% ()
Flecainide s o1, .2 0
ecale « diuretika

Propafenone 0
Dotetilide 8.3
[butilide 4 1 25
Sotalol 839 4 0.5
Amiodarone 1,273 5 0.4



Poziadavky na antiarytmika
fibrilacia predsieni

Konverzia  we .
e ucinhost

fibrilacie S
e bezpecnost

predsieni

Udrziavanie
sinusoveho

rytmu

e bezpecnost
e Ucinnost




Principy udrzania sinusoveho rytmu

antiarytmikami

Liecba je urcena na eliminaciu symptomov
Lieky fibrilaciu predsieni redukuju, nie
odstranuju

Ak jeden liek neudrzi sinusovy rytnmus, moze
sa vymenit za iny

Liekmiindukovana arytmia a nekardialne
ved[ajsie ucCinky su Caste

Bezpecnost je dolezitejsia ako efektivita




Katetrova ablacia fibrilacii predsieni

Relevant underlying heart

disease
| ; I
CHF CAD Hypertension
I wich LVH
v ¥
NYHA NI/ Stable
or unstable
NYHA I NYHA /11
' X '
Dronedar
Dronedarone %’;m'do o Dronedarone

[ 1
| |

Amiocdarone

- - Catheter
ablation for AFt

No or minimal heart disease
(including HT without LVH)

|
; .

Persistent AF

Paroxysmal AF

Y
Dronedarone
Flecainide
Propafenone
+ Soralol
Catheter

ablation for AF*
I

¥
Amiodarone



Up- stream terapia fibrilacie

predsieni

Terapia

ACEIi/ARB

Antagonisti
aldosteonu

Statiny

Betablokato-
ry

7.11.2010

Mozny ciel

Hypertenzia
Srdcove zlyhanie
Priame ucinky

Hypertenzia, Srdcové
zlyhanie, Priame UcCinky

Koronarna choroba
Systémova aterosklerdza
Priame Ucinky

Hypertenzia, srdcove
zlyhanie, priame ucinky

Experimentalne Udaje, Retrospektivne
studie

Malé studie, Sekundarne analyzy velkych
studii

Meta — analyzy, Beziace prospektivne studie
Klinické pozorovania, observacné studie
ARMYDA

Experimentalne Udaje
Malé studie
Observacné studie
Priame UcCinky

Retrospektivne analyzy, male prospektivne
studie, priame ucinky, sekundarne analyzy
studii

24



Trestment

Control

RR

Weight

Study nM nM (95%CI Random) %
01 ACE inhibor
~ VanDenBerg 217 7 : 17

SOLVD 107186 451188 S S— 48
TRACE 221790 421787 —.— 66
LIEng 18170 32175 —_— 70
CAPP 117 15492 13575493 - 114
STOPHZ2 200 12205 357 14409 130
GIsSl B6S 16365 721 18346 140

Subtotal 95%C1) 1034 7117615 1339 /19809 4 587

02 ARB
Madrid 9/79 22175 — 43
ValHeF T 116 / 2209 173 12200 —.— 118
Charm 179/ 2769 216 1 2749 - 125
LIFE 17974417 252 14387 - 126

Subtotal(95%C1) 48319474 663 /9411 . 413

_—

Healey JS. JACC 2005;451832-9



Betablokatory a fibrilacia predsieni

= Antiadrenergna liecba u stavoyv, kde sa uplat-
nuje sympatikotonia
= PerioperacCne
= Hypertonici
= Srdcove zlyhanie

= Efekt: porovnatelny s AA triedy Il mimo
amiodaronu

= Mortalita, prevencia afib, kontrola frekvencia,
subjektivne vnimanie

= Nie sU randomizovane studie



Efekt statinov na vyskyt AFib

meta-analyza

Roview S F
C::::nsor Olag:a'.':w vs Control A" AF
Quicome: 01 AF

Study Statin Control OR (random) Weight OR (random)

or Sub-category N M 85%Cl % 95% Cl Year
MIRACL 931639 06/ 1548 i 22 48 0 97 [0 72,1 31) 2004
Tvet 18181 17151 18.53 1 .08 [0.48, 2.47] 2004
Dernellis 14140 36140 — 1484 0.06 [0.02 0.20] 2006
ARMYDA 3 351101 66/99 —8— 20.67 0.41 [0.23 0.72) 2008
Chello 2120 5120 ¢ # 10 57 0 33 [(0.06 1.97) 2006
Ozaydin 3/24 1124 —r— 1291 0.17 [0.04, 0,72) 2006

Total (95% Cl) 1775 1782

Total events. 165 (Statin). 221 (Control)
Test for heterogeneity. Chi‘*29.47, df = 5 (P < 0.0001), ¥ = 83.0%
Test for overall effect Z=2.35 (P=0.02)

100 00 039 [0.18 0 85]

01 02 D05 1 2 3 10
Favours treatment  Favours cantral \l’ 061%

(Fauchier et al., JACC 2008)



Znizenie mortality a zlepsenie kvality
Zivota je realne potvrdene

Komplexny pristup
Prevencia elektrickej a strukturalnej remodelacie
predsieni

. Acei, ARB. Betablokatory, statiny , antagonisti
aldosteronu?

- Verapamil
. Antiarytmika a bradykardizujuce latky
Intervencné vykony v predsienach
Prevencia tromboembolie

7.11.2010 28



