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Fibrilace sini
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Agenda

« Je FS jen arytmie?

 Jaky ma pfitomnost rizikovych faktoru a
komplexniho substratu FS dopad na
leCeni nemocnych s FS?

* Antitromboticke zajisteni neni vazano na
aktualni pritomnost FS
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Je FS jen arytmie?
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LONE AURICULAR FIBRILLATION

BY
WILLIAM EVANS AND PETER SWANN

From the Cardiac Department of the London Hospital
Received December 22, 1953 Br Heart J. 1954, 16:189-194

Mitral stenosis, thyroid toxamia, cardiac infarction, constrictive pericarditis, and hypertension
are among the common causes of auricular fibrillation. Occasionally, however, the arrhythmia is
discovered fortuitously and subsequent investigation shows that structural heart disease is absent.
The condition has been described variously as benign, idiopathic, arteriosclerotic, functional, and
senile fibrillation, fibrillation of unknown origin and fibrillation without heart disease. We have
proposed for it the term lone auricular fibrillation.

Twenty patients were selected for an analysis of the special features that characterize lone
fibrillation. Apart from taking each patient’s history and recording the findings of a routine
clinical examination, special tests were made when necessary to exclude heart disease of any kind.
An electrocardiogram was always taken, not so much to confirm the nature of the arrhythmia as
to show the absence of preponderance of either ventricle and of cardiac infarction. Once, the
basal metabolic rate was estimated and a radio-active iodine test used to exclude thyroid toxamia.
A phonocardiogram was recorded in most of the patients to prove the absence of murmurs and
added sounds, especially the mitral snap, even though they had been inaudible. Cardioscopy was
carried out in each case to ensure the absence of cardiac enlargement from any source, and par-
ticularly to show that mitral valve disease was not the cause of the fibrillation.



Tito nemocni maji normalni
levou sin




llustrativni pripad samotne FS

37-muz, trenér tenisu
Symptomaticka paroxysmalni FS (dusnost, palpitace)
Propafenon bez vetsiho efektu
Normalni LK (EF 55%)

LA 38 mm, LAA rychlost 55cm/s
Bez chlopenni vady A
Indikace k ablaci )
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Registr studie RE-LY

Vyskyt skute€né samostatné (lone) FS

* Registr 15400 pts, 47 zemi, FU 1 rok

* “Lone” FS definice:
— Veék pod 60 let 796 pts =5 % = “Lone” FS
— Bez anamneézy hypertenze
— Bez znamé ICHS, hypertrofie LK, srdeCniho selhani
— Bez vrozenych a ziskanych vad, plicniho onemocneni,
hyperthyroidismu nebo recentni operace srdce

Subklinické rizikové faktory velmi cetné: 86 % pts mélo alespon jeden
Opravdova samostatna (lone) FS: 17 pts — 0.1 %

Kloosterman, .. Healey for the RELY registry investigators KLINIKA KARDIOLOGIE n IM



Krevni tlak a FS

4.3 million adults, aged 30 to 90 years, in the UK.

Adjusted hazard ratios of systolic blood pressure and Adjusted hazard ratios of 20 mmHg higher usual SBP for
diastolic blood pressure for incident atrial fibrillation by age. inci- dent atrial fibrillation stratified by patient subgroup.
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Obezita a FS

5- p =0.017

Community based study (PREVEND) in NL

8
52
S22 37
_&g E p <0.001
s 2
St

S

g8 M

O_Age (Per 10 Years) Male Sex BMI (Per 5 kg/m?) HT Drug Use Previous MI Previous Stroke
95% ClI 2.01-3.00 1.45-3.49 1.18-1.82 1.01-2.63 1.02-3.64 1.31-16.63

Vermond, R.A. et al. J Am Coll Cardiol. 2015; 66(9):1000-7.
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“Lone” AF
. remodeling

Development
of AF risk
factors

paroxysmal —

per

t ) Dermanent

Clinical detection level of
AF risk factors

| | | | |
Years +5 +10 +15 +20

In conclusion, a consideration of our current state of knowledge about AF and the
inconsistency in usage of the term leads to the logical proposal that the historical term ‘lone
AT should be avoided. A thorough search for risk factors and cardiovascular disease i
recommended. Future studies should investigate whether optimal treatment of these risk
factors may prevent or delay the development of AF, improve maintenance of sinus rhythm,

and ultimately improve prognosis once AF appears.
INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY l | N
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Wyse DG, et al. JACC 2014; 63(17): 1715-1723



Cévni
mozkova
prihoda

Diabetes
Srdeéni selhani

Obezita

Ischemicka
choroba srdeéni

Hypertenze

Starnuti

Geneticka
predispozice

Kirchhof P, Benussi S, Kotecha D, et al. 2016
ESC Guidelines for the management of atrial
fibrillation developed in collaboration with
EACTS. Eur Heart J. 2016;37:2893-2962.




Jaky ma pritomnost
rizikovych faktoru a
komplexniho substratu FS
dopad na leceni nemocnych
s FS?

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY i |
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|lzolace plicnich zil:
zaklad katetrizacni lécby FS

System CARTO-MERGE

KLINIKA




Retrospektivni analyza souboru nemocnych
po RFA FS (IKEM)

Pocet pacientt
Pocet vykonu
Vykony / pacienta
Paroxysmailni FS
Muzi

Srdeéni selhani
Hypertenze
Diabetes
CMP/TIA
ICHS / ICHDK
CHA,DS,-VASc
Pouze IPZ

2674
3663
1.4x0.7
66.7%
68.7%
15.6%
58.5%
11.6%
5.6%
8.7%
17213
67.7%

Wichterle D, et al

. Unpublished data
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Klinicky vysledek

Priznivy efekt Iécby kumulativné:

Bez antiarytmik: 56.1%

PFi lé&bé AAD tfidy Ic: 75.1% AL
Pri léCbé amiodaronem:  83.4%

kontrola
arytmie

BDICINY i n
KLINIKA KARDIOLOGIE n lﬁ

Wichterle D, et al. Unpublished data



Predpoved’ klinického vysledku

Dobra kontrola rytmus bez AA Iéku
Coeff SEM P
Intercept 0.77 0.03 <0.00001
Persistujici FS C4 ) -0.20 0.02 <0.00001
Zenské pohlavi C2) -0.11 0.02 <0.00001
Vék > 60 let C2) -0.09 0.02 <0.00001
BMI > 28 kg/m? C1) 10.06 0.02 <0.01
LAd > 42 mm C1) 0.05 0.02 <0.01

Wichterle D, et al. Unpublished data LIS 2 P SELUME AL n llﬂs’.



Rizikove skore versus klinicky vysledek
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Wichterle D, et al

a vliv antiarytmik

Vysledek na konci periody sledovani

@ Dobra kontrola rytmu s a bez AA
B Dobra kontrola rytmu bez AA
Procenta, 95 % CI
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Klinické skore za bazalnich podminek

. Unpublished data
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Mortalitni benefit udrzovani sinusového rytmu

All-cause mortality

I Age < 70 yrs o

Age > 70 yrs

® 951 95 -

z 90+ 90 4

Z RR = 1.4 (95% Cl: 0.9-2.0)

“

£ 851 85 -

=

= Good arrhythmia control: Good arrhythmia control:

O 801 —Yes —No 80+ —Yes =—No

RR=27(95%Cl: 1.1-64)
75 L 1 L ] L] L] L 1 75 L L] L 1] L] 1 L L]
01234567829 01234567829
Time since the AF Time since the AF
ablation, years ablation, years

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY l .
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Kautzner J, et al. J Geriatric Cardiol (2017) 14: 56311568



Antitrombotickeé zajisteni neni
vazano na aktualni pritomnost
FS

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY i |
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‘Major’ risk factors ‘Clinically relevant non-major’

risk factors

Heart failure or moderate to

severe LV systolic dysfunction

Previous stroke, TIA, (e.g. LV EF <40%)

or systemic embolism

Age 275 years Female sex - Age 65—74 years
Vascular disease®

Hypertension - Diabetes mellitus

CHA,_ DS -VASc Patients (n=7329)

HA,DS,VASc skore a
vyskyt mozkovych
prihod

Adjusted stroke
rate {Eﬂrear]h

0

I 422 [.3%

2 1230 2.2%

3 | 730 3.2%
Risk factor

4 718 4.0%
Congestive heart failure/LV dysfunction I 5 1159 T
Hypertension | o 579 e
Age 275 2 7 294 9.6%
Diabetes mellitus I 8 82 6.7%
Stroke/TIA/thrombo-embolism 2 9 14 15.2%

Wascular disease? I

Age 65-74 |

Sex cavegory (i.e.female sex) I

Maximum score 9

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY

KLINIKA KARDIOLOGIE

ESC Guidelines, Eur Heart J 2012
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Annual event rate (%)

Riziko ischemické a hemoragické CMP RaELCROSI=

podle CHA,DS,-VASc a HAS-BLED mnohonasobne prevysuje
riziko krvaceni

14 = 14 =
CMP (bez OAK)
12 4 CMP (bez OAK) < 27
. g CMP (s OAK) o == = |
8 s g -
CMP (s OAK) g 1
6 = K 6 =
2 |
=}
4 4 2 4 l
2 4 ICH (s OAK) < ICH (s OAK) Y —

— |CH (bez OAK)

L L L L 0

0 1 2 3 4 5 6 7 8+ 0 1 2 3 4 5+
CHA,DS,-VASc HAS-BLED

ICH (bez OAK)

Kohorta 159 013 Svédskych pacientli Iééenych antikoagulanciemi sledovanych 1.5+1.1 roku

(2005-2008)

Friberg et al. Circulation. 2012;125:2298-2307.



Udinnost warfarinu v primarni prevenci
mozkovych prihod pri FS

— 8- O Controls

ﬁ - £ B Warfarin

8 6

S | P03 Fx.002 P<.001

2 P<.001

%5 4 P>.20

= -

L o4

s |

w .

AFASAK SPAF BAATAF CAFA SPINAF Total

Risk reduction (%) 58 67 86 42 79 68
95% CI (%) 7T-81 2186 5196 64-80 5290 50-79

Ezekowitz MD, Falk RD. I\/Iayo Clin Proc. 2004,79(7)904'913 II\'. |M| Nl|‘ |\' .\‘ K \l( |“)|( )|](w)(‘,l|| n Ilﬂ*‘




Terapeutické rozmezi warfarinu je uzké a pouze 55%
leCenych warfarinem je optimalné léceno

Curmudative EfMfect of Warlarin Managerment on the
Proportion of Time Spent Within Therapeutic INR Ranges

AC Clinks-Bawad Wartarin Dasing

Samsa, 30007 [n=-43§ _— S0 [1.43-0.75)
Marzin, 2005% in =B B B G2 10050-0,66)
Hylek, 2007 [n =306 —— 058 [1.530.63)
Rchal, 2008% (1=151) - L6 [L65-0.71)
Sublotal — 1 063 [11.58-0,68)
Community-Based Wartain Dosing
Samsa, 20007 n=61) - 04T §0.33-0.67)
Samsa, 20007 n- 125 20— M—————— 035 [0.37.0.48)
MeGormick, BT ne 174 —— CUST i) 4a-50)
Malchar, 20065 jn=363) —— 056 [(L50-0.ET)
Matchar, 2S00 jn =317} —-— 049 {0.43-0.55)
hatizhar, FO0E jn=17) B 52 |0,46-0,59)
Ga, 2005 (e TA45] [ | 053 [0.6240.63)
Shen, BTH irie 11006} [ | 055 [1154-10.55)
Michal, 2008% jr=T5E) N 042 §0.99-0.45)
Ansell, J, et al. 3 Thromb Thrombolysis (2007) 23:83-91 Suttotl - a5 aras
Ovarall Effect & 0.55 00.51-0.50
T

e i 1

Teme In Therapeutic Range 5% contidence Inerval)

Baker WL, et al. J Manag Care Pharm. 2009;15(3):244-52



Uéinnost a bezpeénost NOAK proti warfarinu:
mozkove prihody a systemoveé embolizace,
vetsi krvaceni

NOAC studies lll. phase Relative risk (95% CI)

Relative risk (95% CI) NOAC events Warfarin events

0.81 (0.73-0.91)

p<0.0001 911/29,312 1107/29,229
0.86 (0.73-1.00) e L8090 211
p=0.06

Combined stroke, SE -1 994 reduction )—+——|
Combined MB -14% reduction | <
I T T T T
0.5 =

Ve prospéch NOAC

Ruff CT et al. Lancet 2014; 383: 955-62

1.0

> 1.5
Ve prospéch warfarinu

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY |
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VétsSina pacientu s FS by méla byt antikoagulovana NOAKY v prvni volbé

Y
Mechanical heart valves or moderate or severe mitral stenosis - NOACs recommended as
first-line anticoagulant
Estimate stroke risk based on number of “ A)
CHA,DS,-VASc risk factors
¥ ¥ : :
1 >gh Patients with moderate—severe
mitral stenosis or mechanical heart
Oral anticoagulation indicated valves should be treated with VKA
Assess for contraindications
OAC should be Correct reversible bleeding ( IB )
considered (11aB) risk factors
.............. .
Aspirin and other antiplatelets
LAA oceluding devices may be : have no role in stroke prevention *
considered in patients with clear

(I11A)

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY i |
KLINIKA KARDIOLOGIE n lﬁ

contra-indications for OAC (lIbC)

Kirchhov P., et al., Eur Heart J, 2016



Studie ARISTOTLE:

apixaban vs. warfarin — prokazana superiorita v nasledujicich

Stfedni doba sledovdni 1,8 let

CMP/SE

21% RRR
p=0,01

Cetnost vyskytu prihod

v

Primarni cilovy
parametr ucinnosti

Granger et al. N Engl ) Med 2011;365:981-92

parametrech

Zavazné krvaceni Celkova mortalita

31% RRR 11% RRR
p<0,001 p =0,047

Hlavni sekundarni
cilovy parametr

Il apixaban
I warfarin (cilova hodnota INR 2,0-3,0)

Primarni cilovy
parametr bezpecnosti



ARISTOTLE: u€innost a bezpec¢nost byla konzistentni bez ohledu na
CHADS, a HAS-BLED skore

Rozdéleni Apixaban | Warfarin Hazard ratio HOdp”r‘:)ta P Apixaban | Warfarin Hazard ratio HOdpnrzta P
dle: Pocet udalosti (%/yrok) ©5% €D interakce Poget udalosti (%/yrok) ©5% interakce
CHADS,

1 6183  44(0.74)  51(0.87) —_—— 6169  76(1.38) 126 (2.34) —_——

2 6516 74 (1.24)  82(1.37) - p=0.4457 6492  125(2.30) 163 (3.03) —_—— p=0.4018
>3 5502 94 (1.95) 132 (2.80) - 5479 126 (2.8) 173 (4.15) —_——

HAS-BLED

0-1 7461  65(0.92) 79 (1.14) — 7433 89 (1.36) 137 (2.16) —_—

2 6568  83(1.39) 109 (1.81) —_— p=0.9422 6544  123(2.25) 175(3.23) —_—

>3 4172 64 (L73) 77 (2.14) -1 4163  115(3.46) 150 (4.70) —_—

Celkem 18201 212 (1.27) 265 (1.60) ->- p=0.0114 18140 327 (2.13) 462 (3.09) e p<0.0001

" L] L] L] | | | | 1

Lopes RD, et al. Lancet 2012;380:1749-58 0.25 0_54_1_00_> 2.0 4.0 0.25 05 _ 1.00 .20

Ve prospéch apixabanu

Ve prospéch warfarinu

Ve prospéch aprxabanu Ve prosBéch warfarinu



A 4 A4

Vyssi u€innost a lepsi bezpecnost je zachovana napri¢ vekovymi
skupinami (apixaban vs. warfarin)

Apixaban Warfarin

Hodnota p- pro

Rozdéleni dle véku .
interakce

HR (95% CI)

Celkem? 212(1.27) 265 (1.60) —— 0.79 (0.66-0.95) 0.01
Vék <80 179 (1.23) 225 (1.55) ] 0.79 (0.65-0.96)

0.91
Vék 280 33(1.53) 40 (1.90) . 0.81(0.51-1.29)

Celkem3 327 (2.13) 462 (3.09) —.— 0.69 (0.60-0.80) <0.001
Vék <80 260 (1.93) 366 (2.78) —— 0.70(0.60-0.82)

0.74
Vék 280 67 (3.55) 96 (5.41) " 0.66 (0.48-0.90)

Celkem? 2356 (18.1) 3060 (25.8) -.- 0.71(0.68-0.75) <0.001
Vék <80 1964 (17.0) 2558 (24.4) -2 0.71(0.67-0.76)
0.83
Vék 280 392 (26.4) 502 (37.4) —— 0.73(0.64-0.83)
L] L] L]
0.25 0.50 P 1.00 . 2.00

<

Ve prospéch apixabanu

>

Ve prospéch warfarinu

1. Halvorsen S, et al. Eur Heart J 2014;35:1864-72; 2. Halvorsen S. Oral presentation at ACC 2013 Scientific Sessions; California, USA; 3. Granger CB, et al. N Eng J Med 2011;365:981-92



Pacienti s FS a Rl
apixaban vs. warfarin: nemocni se snizenou funkci ledvin ( GF )

Apixaban Warfarin Hazard Ratio (95% CI) Hodnota P

%l/rok (pocet udalosti)

CMP / SE Interakce: 0.705
eGFR >80 mL/min? 0.99% (70) 1.12% (79) —
eGFR >50-80 mL/min2 1.24% (87) 1.69% (116) —_—
eGFR £50 mL/min3 2.11% (54) 2.67% (69) -
Zavazné krvaceni Interakce: 0.03
eGFR >80 mL/min? 1.46% (96) 1.84% (119) —
eGFR >50-80 mL/min? 2.45% (157) 3.21% (199) e
eGFR £50 mL/min3 3.21% (73) 6.44% (142) -
Umrti Interakce: 0.627
eGFR >80 mL/min? 2.33% (169) 2.71% (195) —_
eGFR >50-80 mL/minZ 3.41% (244) 3.56% (251) —
eGFR <50 mL/min3 7.12% (188) 8.30% (221) —_—

I | | 1

0.25 0.5 1.00 2.0
< >

Ve prospéch apixabanu Ve prospéch warfarinu

Hohnloser et al. Eur Heart J 2012; 2012;, doi:10.1093/eurheartj/ehs274.



Co si odnést domu?

FS ma nepochybné fadu mechanismu vzniku a u vétsiny pacientu je
markerem kardiovaskularniho onemocnéni

Remodelace levé siné zvysSuje riziko recidiv arytmie a soucasne vytvari
hyperkoagulacni stav

Katetrizacni ablace je duleZitou soucasti komplexni [éCby FS a udrzeni
sinusového rytmu muze vést k zlepSeni progndzy

Pacienti s rizikovymi faktory tromboembolismu maji byt I€Ceni bez
ohledu na aktualni rytmus

NOAK maji mit v IéCbé prednost, apixaban ma lepsi profil jak
bezpeclnosti, tak i u€innosti vs. warfarin, v€etné pacientt s riznym
rizikem, vySSim vékem a snizenou funkci ledvin

KLINIKA KARDIOLOGII n “ﬂ



Dekuji za pozornost....
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