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AF ile Iliskili Kanolopatiler

e Kisa QT sendromu (%18 — 70)

e Brugada sendromu (%6 — 53)

Katekolaminerjik polimorfik VT (%11 — 37)

e Uzun QT sendromu (%2 — 29)

HRS/EHRA/APHRS expert consensus statement on the diagnosis and management of patients
with inherited primary arrhythmia syndromes, Priori et al. Europace (2013) 15, 1389-1406

2015 ESC Guidelines for the management of patients with ventricular arrhythmias and the
prevention of sudden cardiac death, Priori et al. European Heart Journal published August 29,
2015



Kanolopati Genleri
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Potassium Channels modified after Webster & Berul Circulation.2013:127:126-140



Kanolopatilerde AF Mekanizmasi
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Kanolopatilerde AF Mekanizmasi
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Long QT Sendromu Tanisi

(QT uzamasi ikincil nedenleri dislanmasi)

Schwartz PJ et al, 1993

LQTS is diagnosed with either

- QTc =480 ms in repeated 12-lead
ECGs or

— LQTS risk score >34

LQTS is diagnosed in the presence of 2
confirmed pathogenic LQTS mutation,
irrespective of the QT duration.

ECG diagnosis of LQTS should be
considered in the presence of a QTc
=460 ms in repeated 12-lead ECGs in
patients with an unexplained syncopal
episode in the absence of secondary
causes for QT prolongation.

Recommendations Class® | Level” | Ref.©

This
panel of
experts

Long QT sendromu olanlarda kontrol grubuna gore atrial
aritmiler, ozellikle AF daha siktir

HRS/EHRA/APHRS inherited primary arrhythmia syndromes, Europace (2013) 15, 1389-1406 2015 ESC Guidelines for the management of patients with

ventricular arrhythmias EHJ29, 2015



Long QT AF Prevelansi

e <£50vyas %2 (normal popililasyonda %0.1)

e Tahmin edilenden azdir

e Hastalarin %71 asemptomatik

e QT artis LQT sendromundan AF ile bagimsiz iliskilidir

Johnson N et al. Heart Rhytm 2008:5:704-709



Long QT AF Patofizyolojisi

e Repolarizasyon iyon kanallarinda degisim

e K ve Na kanal fonksiyon bozuklugu

* 17 gen KCNQ1 — KCNH2 ve SCN5A %75

e Erken yas AF SCNb5A ile iliskili ve gecikmis atrial repolarizasyon

e AP suresi ve atrial ERP uzar EPS de polimorfik AT olur — atrialTDP

e Andersen — Tawil Sendromu (LQT7) Kir2.1 K kanal mutasyonu

Ackreman MJ et al Europace 2011:13:1077 — 1109 and Kirchoff P et al J Car Electrofiz 2000



Long QT AF Risk Faktoru

e AF en sik LQT1 olur (sirastile % 2.4-0-1.7)

e QT mesafesinde artis LQT sendromundan bagimsiz AF ile iliskilidir

e Aksiyon potansiyeli siiresinde uzama AF neden olur

e Erkekler daha fazla etkilenir (%3.4 — 0.7)

Nielsen JB et al. ] Am Coll Cardiol 2013:2557 - 2564



Long QT AF Tedavi

e Amiadarone ve sotalol kontrendike, elektriksel firtina nedeni

e Meksiletin, ge¢c Na kanal blokaji ile AP suiresi kisaltir

e LQT1 de mexiletin tam tedavi edilen vaka var

e LQT3 de flekainid etkilidir ancak LQT1 ve LQT2 de kontendike

e Karater ablasyon vaka asamasinda ve ¢calismalar devam etmektedir

Benito B et al. Heart Rhythm 2008:5:1434-1440 and El Yaman M et al. Hearth Rhythm 2008:5:472-474



Atrial Torsade de Pointes ?
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Kirchhof et al. J Cardiovasc Electrophysiol. 2003 Oct;14(10):1027-33. Kirchhof et al. J Cardiovasc Electrophysiol. 2000 Jul;11(7):806-11.
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Short QT Sendromu Tanisi

Recommendations Class" | Level” Ref.”
5QT5 is diagnosed in the presence of a This
2Tc <340 ms. nanel of
erts
SQTS should be considered in the
presence of a QTc <380 ms and one or
more of the following:
(2) A confirmed pathogenic mutation This
(b) A family kistory of SQTS nanel of
() A family history of sudden death at experts
age <40 years
(d) Survival from a VT/VF episcde in the
absence of heart disease.

Short QT sendromu olanlarda atrial ve ventrikiiler fibrilasyon sik
AF nin oran olarak en sik goruldugii kanalopati

HRS/EHRA/APHRS inherited primary arrhythmia syndromes, Europace (2013) 15, 1389-1406 2015 ESC Guidelines for the management of patients with
ventricular arrhythmias EHJ29, 2015



Short QT AF Siklig

* Nadir bir kanolopati ancak AF sik %24 — 70 ve ortalama %25
°* Lone AF

* Sikhgi geng yasta AF, senkop ve ani 6lum ile basvuru

Gaita et al. Circulation 2003;108:965-970. Gussak et al. Cardiology 2000;94:99-102. ad Herg Brugada et
al. HERG. Circulation 2004;109:30-35. 7.



Short QT AF Patofizyolojisi

* Potasyum kanal gen mutasyonu

* KCNQ1 - IKs

* KCNH2 veya HERG- IKr

* KCNJ2 - IK1
* L tip kalsiyum kanal mutasyonu ile fonksiyon bozuklugu
* Reentri ile AF ve VF

* Atriyal ve ventrikiiler ERP ve AP siiresi kisalir (Atrial ERP 120-180)

e AF genellikle programli stimulasyon ile uyarilabilir

Templin C et al. Eur Heart Journal 2011:32:1077-1088



Short QT AF Risk Faktorii

 AF en stk SQT2 (KCNQ1) olur (sirasi ile % 63 — 21)

e HERG gen mutasyonu da sik AF ile iliskili

Giustetto C et al. ] Am Coll Cardiol 2011:58:587-595



Short QT AF Tedavi

e Sinif | C ajanlar ve ozellikle propafenon ilk secenek tedavi

e KCNH2 mutasyonu olan 2 farkl calismada net faydali

e QT intervalini modifiye etmez ve proaritmi yapmaz

e Calismalar Kinidin tedavisin de etkili oldugunu gostermis

Bjerregaard P et al. Heart Rhythm 2004:1:5165, Hong K et al. J Cardiovasc Electrophysiology 2005:16:394-39



Short QT Sendromunda AF
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Heart Rhythm, Volume 13, Issue 9, 1878-1884



Brugada Sendromu Tanisi

Recommendations Class® | Level® | Ref.c

Brugada syndrome is diagnosed in
patients with ST-segment elevation with
type 1 morphology =2 mm in one or
more leads among the right precordial

leads V1 and/or V2 positioned in the This
second, third, or fourth intercostal panel of
space, occurring either spontaneously or experts

after provocative drug test with
intravenous administration of sodium
channel blockers (such as ajmaline,
flecainide, procainamide or pilsicainide).

Asemptomatik Brugada sendromu AF on belirti olabilir
Spontan AF varhligi %10 — 53 ve prognostik 6nemi var.
Daha fazla senkop ve dokiimente VT

HRS/EHRA/APHRS inherited primary arrhythmia syndromes, Europace (2013) 15, 1389-1406 2015 ESC Guidelines for the management of patients with
ventricular arrhythmias EHJ29, 2015



Brugada Sendromu AF Sikligi

* En sik gorulen atrial aritmi AF dir
* Farkli ¢alismalarda %6-53

* AF ataklari %70 oraninda gece (Artan vagal tona bagh)

Francis J et al. ] Am Coll Cardiol 2008:51:1149 — 1153, Kusuno KF et al. J Am Coll Cardiol 2008



Brugada Sendromu AF Patofizyolojisi

* SCN5A geninde 2300 mutasyon ile Na kanal fonsiyon bozulur

* Repolarizasyon hipotezi: RV epikard-endokard repolarizasyon farki
* Na kanal mutasyonu ile Diga K akimi (l,,)= ice Na ve Ca akimi

» Ozellikle RV ¢ikis yolu epikardinda I., daha fazla

* Transmural voltaj gradiyenti ST segment elevasyonu yapar

* I,, atriyumda da ¢ok ve AF sik

* SCN5A mutasyonunda ayrica intraatrial ileti de uzar ve AF devamli

Nielsen MW et al. Front Physiol 2013:4:179, Amin AS et al. Europace 2011:13:968-975



Brugada Sendromu AF Risk Faktoru

e Onceki yasam tehdit eden olaylar AF igin risk

e P dalga suiresi, P dalga dispersiyonu, AH ve HV intervali AF

icin risk faktoru

e Spontan Tip | olan ilac ile proveke edilene gore daha riskli

Pappone C et al. Eur Heart ) 2009:30:2985-2992



Brugada Sendromunda AF Tedavi

e Sinif | C ajanlar glivensiz ve ka¢iniimali

e Amiadarone az ve zayif ¢calisma var ve yan etki ¢cok

 VF korunmada etkili olan Kinidin, AF etkili olabilir

e PV izolasyonu 2 yil %67 basarili

e BS uygunsuz sok onemli ve VF zon 2210 — 220 olmali

Kusano KF et al. ] Am Coll Cardiol 2008:30:2985 — 2992, Conte G et al. Europace 2014:16:528 — 532
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Atrial fibrillation in inherited cardiac channelopathies: From mechanisms to management Enriquez,
Andres, MD, Heart Rhythm, Volume 13, Issue 9, 1878-1884



Katekolaminerijik polimorfik VT Tanisi

Recommendations Class® | Level® | Ref.©

CPVT is diagnosed in the presence of a
structurally normal heart, normal ECG

14,52,

and exercise- or emotion-induced 457
bidirectional or polymorphic VT.

CPVT is diagnosed in patients who are

carriers of a pathogenic mutation(s) in 14,52

the genes RyR2 or CASQ2.

Adrenarjik aktivite ile iliskili atrial aritmiler artar
PAK, AT ve AF sik olarak meydana gelir

HRS/EHRA/APHRS inherited primary arrhythmia syndromes, Europace (2013) 15, 1389-1406 2015 ESC Guidelines for the management of patients with
ventricular arrhythmias EHJ29, 2015



CPVT AF Sikhgi

 CPVT 8 hastadan 3 de AF

* SVT prevelansi %26

Pizzale S et al. J Cardivasc Electrophysiology 2005:16:394 — 396.
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* Hastalarin %60 da kalsiyum saliniminda sorun

* RYR2 veya CASQ2 geninde mutasyon

* RYR2 dihidropirin reseptoriine Ca ile SR dan Ca salinimi yapar
* Asiri Ca salinimi ile Ca yuku artar

* Gecikmis afterdepalarizasyon ile AES olur

Ackerman MJ et al. Europace 2011:13:1077-1109



CPVT AF Risk Faktoru

e AF gelisimi tam bilinmiyor

* Ama atrial miyosit de de Ca birikimi

e AF genellikle duisuik atrial pace ile uyarihr

Sumitomo N et al. CircJ 2007:71:1606 — 1609



CPVT AF Tedavi

Atrial aritmi tedavisi uygunsuz sok azaltir

Beta bloker ilk se¢enek tedavi

Flekainid AF sikhigini azaltir (RyR2 inhibisyonu)

PVI tedavide diistinulmeli

PVI ayrica SSS aktivite azalmasi ile VT sikliginida azaltir

Di Pino et al. Heart Ryhthm 2014:11:1480 — 1483,



AF VE Kanolopati Mesajlar

» Tedavi vaka serileri ile sinirh

e Cogu ajan kontrendike (Sinif | Brugada ve QT uzatan LQT)

e Amiodarone ulasilabilir tek ilac ama yan etki ¢ok

e Bu hastalarda ICD cihaz programlama onemli

 Kanolopatide AF unutulmamasi gereken MORBIDITE nedeni

e AF, ventrikuler aritmi olmayan élumcul kanolopatileri maskeler

 LONE AF hastalarinda kanolopati gozden gegirilmeli



TESEKKURLER...




AF and Inappropriate Shocks

Especially in short QT syndrome and Brugada
syndrome, but also in other cardiomyopathies,
AF and supraventricular tachycardias

with rapid ventricular response can lead to
inappropriate shocks in patients with ICD, often
requiring strict rate control.



28 AF in Arrhythmogenic Right Ventricular Cardiomyopathy

14% of ARVC patients experienced atrial arrhythmias during 5 year
follow-up, mostly atrial fibrillation at mean age of 43 years.

Camm CF et al. Heart Rhythm 2013 Nov;10(11):1661-8

Poster: Atrial arrhythmia susceptibility and electrical remodelling with endurance
training in a mouse model of arrhythmogenic right ventricular cardiomyopathy
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CF et al. Heart Rhythm 2013 Nov;10(11):1661-8.



Sunum Akisi

e Kanolopatilerde AF sikhgi

o iliskili genler

e AF mekanizmasi

e Long QT sendromu (tani-AF prevelansi-tedavi)
e Short QT sendromu

e Brugada sendromu

e Katekolaminerjik polimorfik VT
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American Journal of Emergency Medicine, Volume 31, Issue 2, 451.e3-451.e6



