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» Onemocneéni sodikového kanalu (SCN5A — ,loss of function®)
- Brugada syndrom
- MEPPC
- (P)CCD
- SSS/FAF
- AC/DCM
- ,overlapping syndroms® — kombinace vseho

» Idiopaticka komorova tachykardie?
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LQT: 1 - 3 (80% v$ech diagnéz)

A.

Normal :

LQT1 — arytmie pfri fyzické namaze

LQT1

LQT2 — nejvice farmakosenzitivni
- arytmie pfi zvukovych signdlech

QT3 — arytmie ve spanku

Giudicessi, Ackermann 2013
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LQT:

Genetika

LQTS Culprit Protein Functional effect of mutation Frequency

subtype gene of cases (%)

LQTI KCNQI®  Alpha-subunit of |, Loss-of-function, reduced |, 30-35

LQT2 KCNH2*' Alpha-subunit of |, Loss-of-function, reduced lKr 25-30

LQT3 SCN5A%? Alpha-subunit of ’hh Gain-of-function, increased late ’Na inward current  5-10

LQT4 ANK2¥ Ankyrin-B; links membrane proteins with underlying  Loss-of-function, disrupts multiple ion channels <|
cytoskeleton

LQTS KCNE % Beta-subunit of |, Loss-of-function, reduced |, <|

LQTé KCNE2% Beta-subunit of |, Loss-of-function, reduced |, _ <|

LQT7 KCNJ2% Alpha-subunit of |, Loss-of-function, reduced |, <|

LQTS CACNAIS®  Alpha-subunit of IQL Gain-of-function, increased !QL Rare

LQT? CAV3* Caveolin-3; a scaffolding protein in caveolae Increased late |, inward current <l|

LQTIO SCN4B” Beta 4-subunit of |, Gain-of-function, increased late INa inward current  Rare

LQTII AKAP9*® A kinase-anchor protein-9; sympathetic | _activation  Loss-of-function, reduced | . Rare

LQTI2 SNTA[* Alphal-syntrophin; regulation of I, Increased late |, inward current Rare

LQTI3 KCNJ5* Kir 3.4 Loss-of-function, reduced IKAG‘ Rare

LQTI4 CAMI¥ Calmodulin-1 Altered calcium signaling <|

LQTIS CALM2¥ Calmodulin-2 Altered calcium signaling <|

LQT16  CALMS3 Calmodulin-3 Altered calcium signaling I -, <1
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IVF? = Zena, 64 let, na vylet
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» LQT2, KCNH2 (c.1600C>T, p. Arg534Cys, class 5)
»  Dokumentovany TdP
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Genetika CPVT

> RYR2 gen - 60%

» CASQ2 gen — 2-5%
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SCN5A kanalopatle
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» ,,de novo“ SCN5A (c.5315T>G, class 5)
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» MEPPC+DCM, SCN5A (c.2440C>T, class 5)
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SQT (QTc <340 ms, < 360 ms)
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» Muz, 28 let, KPR, KCNH2 (c.46G>C, p.Aspl6His,

class 3- 4)
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Idiopaticka komorova
tachykardie?

Rodinna anamnéza

(nahlé umrti — pitva?, srdecni selhani, KSTM, ICD, SSS, afib, neuromuskularni onemocnéni,
epilepsie)

Osobni anamnéza - v jaké situaci arytmie/KPCR (sport, fyzicka aktivita, noc)

- pred tim léky, alkohol, drogy
- infekéni onemocnéni, poceni, gastrointestinali infekt

- pred tim synkopa, kolaps, subjektivni poruchy srdec¢niho rytmu,

Kardiologické vy§et‘r’ovaci metody - EKG (opakované, ne pfi chlazeni)
- SAECG
- Ergometrie, - ajmalin/epinefrin
- Zobrazovaci metody: TTE, MR, SKG
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Souhrn - kanalopatie

« Dédi¢né zmeény funkce transportu Na*, K*, Ca?*
* Mozna kombinace klinickeho obrazu intra-
/interindividualni u pfibuznych

* Geneticke vysetreni mozné — CAVE ! (hodnoceni
vyznamnosti DNA variant)

* Nutno vysSetrovat pribuzne!!!

» 2vySeni validity mol-gen vystupu (segregace)
» Primarni prevence SCD a individualizace péce
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Dekuji za pozornost!
alice.krebsova@ikem.cz
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> LQT7, KCNJ2 (p.Arg218Trp, class 5)
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KCNJ2 - LQTZ7/CPVT
(Anderson Tawil syndrom)
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