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Komorove arytmie

Ve form¢ komorovych extrasystol se
vyskytuji u kazdého jedince.

Klicova otazka:

Kdy jsou komorove arytmie znamkou
rizika nahl¢é smrti1?
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VySetieni pacienta s komorovymi arytmiemi
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2022 ESC Guidelines for the management of
patients with ventricular arrhythmias and the
prevention of sudden cardiac death

Anamnéza - synkopy, nahla smrt, HF ¢1 PM pod 50 let
EKG - klidové, zatézoveé, Holter, SAECG
Zobrazovaci metody - echokg, cMR

Geneticke testovani - u nemoci s v. s. genetickym podkladem
+ rizikem komorovych arytmii nebo NSS



VySetreni pacienta s komorovymi arytmiemi

Po vylouCeni ICHS je tieba se zam¢rit na
diagnostiku moznych:

- hereditarnich arytmickych syndromu

- kardiomyopatii



Geneticke vySetreni je nezbytne ke stanoveni diagnozy u:

A. VSech arytmickych syndromu 1 kardiomyopatii
B. LQTS

C. Arytmogenni KMP s postiZzenim LK

D. U zadne¢, diagnoza je vzdy klinicka



Diagnostika podle 2022 ESC Guidelines

Recommendation Table 41 — Recommendations for
the management of patients with long QT syndrome

Recommendation Table 45 — Recommendations for
the management of patients with catecholaminergic
polymorphic ventricular tachycardia

Recommendations Class® Level®

Recommendations Class® Level®
Diagnosis

Diagnosis

It is recommended that LQTS is diagnosed with
either QTc >480 ms in repeated 12-lead ECGs

with or without symptoms or LE ;TS diagnostic

score =>3.

It is recommended that CPVT is diagnosed in the

presence of a structurally normal heart, normal

ECG, and exercise- or emotion-induced

Recommendation Table 43 — Recommendations for bidirectional, or PVT.

management of patients with Brugada syndrome

Recommendations Class® Level®

Diagnosis

It is recommended that BrS is diagnosed in
patients with no other heart disease and a I C
spontaneous type 1 Brugada ECG Eattern.?M 76

It is recommended that BrS is diagnosed in

patients with no other heart disease who have

surviveda CAdue to VF or PVT and exhibitatype I C
1 Brugada ECG induced by sodium channel

135,136,975,981,982

blocker challenge or during fever.




Diagnoza arytmogenni KMP — Padovska kriteria

Corrado, et al. J Am Heart Assoc. 2021:10:e021987. DOI: 10.1161/JAHA.121.021987
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Table |5 Genes implicated ir@hmngenic cardiﬂmyﬂ@

Gene Locus Phenotypelsyndrc Taple 14 Genes implicated iR dilated cardiomy@

Gene Locus Phenotype-syndrome Protein (functional effect) Frequency ClinGen classification
12p11.21 Classic ARVC. BiVA

and ALVC inamit - TTN 29314 DCM Titin ~15-25% Definitive
of cases. 1q22 DC Lamin AJSC 7% Definitive
Frequent BIVACMa 149112 HCM Béta Myosin heavy chain ~3-5% Definitive
ALVC. Occasiona 1932.1 HCM, DCM Troponin T ~2% Definitive
and skin features. 10g252 DCM RNA-binding motif protein 20 ~2% Definitive
homozygous vari 6q22.31 DC @ Phospholamban ~1% (more in Netherlands) Definitive
' 7q3 DCM Filamin-C ~3%% Definitive
10g26.11 DCM, myopathy BAG family molecular chaperone regulator 3 ~2% Definitive

bp24.3 ARNVC, DCM Desmoplakin 1-3% Strong
: 15q22.1 HCM, DCM alpha-tropomyosin ~1=2% Moderate
VACM and ALY 15q11q14 HCM, DCM Cardiac alpha-actin <1% Moderate
ALVC. Rignt ventria 1043 HCM, DCM, LVNG Alpha-actinin-2 <1% Moderate
involvement is rar . 2g35 DCM, M}ropath Desmin <1% Definitive
Naxos disease 20q1312 DCM, HCM Junctophilin 2 <1% Moderate
1p31.1 DCM, HCM Mexilin <1% Moderate
3p2l1 LQTS, Brugada, DC @ Sodium channel protein type 5 subunit alpha  <1% Definitive
3p21.1 DCM, HCM Cardiac Troponin C =1% Definitive

199134 HCM, DCM Cardiac roponin | <1% Moderate
10q22.2 DCM Metavinculin <1% Moderate

(cardioectederma
ARVC and BIVACM

Frequent ALVC/DC

Prekryvne syndromy? Progrese z AKMP do DKMP?




Geneticke vySetreni je nutne ke stratifikaci rizika NSS u

A. Vsech arytmickych syndromu 1 kardiomyopatii
B. LOQTS, dilatujici a arytmogenni KMP
C. ICHS

D. U Zadne¢ z diagnoz, stratifikace je vzdy klinicka



5-leté riziko obchove zastavy u neléCenych LQTS pacientu

Mazzanti A et al, JACC 2018, vol. 71, No 15, April 17, 1663-71.

5-year risk of Life-Threatening Arrhythmias
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Genove specificka 1éCba LQTS

Ahn, et al, Plos One 2017

metanalyza zahrnujici 9727 LQT pacientt z 10 studii
u LQT1 funguji atenolol, propranolol, nadolol

u LQT?2 je u¢inny jen nadolol!!!

metoprolol nesnizuje riziko u zadného genotypu

LQTS patients with documented QT interval
prolongation, to reduce risk of arrhythmic
340,945 944

events,”

Mexiletine is indicated in LQT3 patients with a

—~T 348
prolonged Q1 interval.



Geneticke vySetreni zpresni primarni prevenci NSS u DKMP a AKMP

Jhr::-ulcl be considered in DCM/
HMNDCM patients with ﬂ

factors (syncope, LGE on CMR. inducible SMVT at lla

r.,ql '-:.
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{Eﬂr‘l}-': may be considered in ACM patients with
truncations in FLNC _DSP, LMNA, DES and PLN pathogenic variants,
who presentcCwith reduced LV systolic function.




Kazuistika

Muz, 1967, hypertenze, sestra 1972 tspésné resuscitovana pro fi komor
- cetné KES az v NSKT na Holteru

- SKG normalni nalez, echokg EF 50%, jinak v norm¢

- Pf1 ergometrii provokace polymorfnich NSKT

- MRI nalez LGE voln¢ stény LK

- mutace genu FLNC: ¢.3543dupA (p.Glu1182ArgfsTer10)
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Zaverem

oblast kardiogenetiky se dynamicky rozviji

geneticke vySetieni je dnes standartni soucasti
kardiologicke diagnostiky

prinasi klicove rizikove-stratifikaCni informace pro
primarni prevenct NSS a genove¢ specifickou terapii



Kardiogeneticka ambulance IKK FN Brno

Sestra Tereza Chlupova — tel 53223 2980

Prof. MUDr. Tomas Novotny, Ph.D.
MUDr. Irena AndrSova, Ph.D.
MUDr. Katetfina Helanova, Ph.D.

 Komplexni diagnostika véetné genetického vysetieni ve spolupraci s Ustavem 1ékatské
genetiky a genomiky FN Brno od roku 2000 (prvni genotypizovana LQT rodina v CR)

« Kaskadovy screening v rodinach zemielych nahlou srde¢ni smrti (+ spoluprace s
Ustavem soudniho 1ékaistvi FN UsA a LF MU, Brno



