ldentifikace pacientu s pifevazneé
levostrannou formou arytmogenni
kardiomyopatii (ACM)

v souboru pacientu s familiarni

DCM
MUDr. A. Krebsova PhD

IKEM Praha
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Arytmogenni
kardiomyopatie (ACM)

Biventrikularni
onemocneéeni!

(levostranna forma)

Klinicka diagnoza?!
(odli$eni od jinych
onemocnéni srdecniho

svalu)

LINICKE A EXPERIMENTALNI MEDICINY 4
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v d

ACM-onemocneni
desmosomu (pirevazné)




European Heart Journal (2015) 36, 847855 CLINICAL RESEARCH
funorean  doi10.1093/eurheartj/ehu509 Arrhythmialelectrophysiolog)

CARTROLOCY

Arrhythmialelectrophysiology

Impact of genotype on clinical course
in arrhvythmogenic richt ventricular

We sought to determine the influence of genotype on clinical course and arrhythmic outcome among arrhythmogenic
right ventricular dysplasia/cardiomyopathy (ARVD/C)-associated mutation carriers.

Pathogenic mutations in desmosomal and non-desmosomal genes were identified in 577 patients (241 families) from
USA and Dutch ARVD/C cohorts. Patients with sudden cardiac death (SCD)/ventricular fibrillation (VF) at presentation
(n = 36) were younger (median 23 vs. 36 years; P << 0.001) than those presenting with sustained monomorphic
ventricular tachycardia (VT). Among 541 subjects presenting alive, over amean follow-up of & + 7 years, 12 (2%) patients
died, 162 (30%) had sustained VT/VF, 78 (14%) manifested left ventricular dysfunction (EF << 55%), 28 (5%) experienced
heart failure (HF), and 10 (2%) required cardiac transplantation. Patients (n = 22; 4%) with =1 mutation had significantly
earlier occurrence of sustained VT/VF (mean age 28 + 12 years), lower VT-/VF-free survival (P = 0.037), more frequent
left ventricular dysfunction (29%), HF (19%) and cardiac transplantation (9%) when compared with those with only one
mutation. Desmoplakin mutation carriers experienced more than four-fold occurrence of left ventricular dysfunction
(40%) than PRPZ carrmmmmm
VT/NVF penetrance (P = 0.137) when compared with those with truncating or splice site mutations. Men are more
likely to be probands (P < 0.001), symptomatic (P < 0.001) and have earlier and more severe arrhythmic expression.

_INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY }
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Familiarni DCM

« AZV Grant MUDr. Kubanek (IKEM)
* 110 pacientu/rodin provedeno NGS (prozatim)

* Mutace v desmozomalnim proteinu
u 10/110 pacientu (9%)

* Plakophillin 2 (PKP2

INSTITUT KLINICKE A EXPERIMENTALNI MEDICINY 4
KLINIKA KARDIOLOGIE n H&F
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Klinicka charakteristika
pacientu (retrospektivné)

LV EF < 45% 10/10 (100%)
RV EF normalni 4/10 (40%)
stfedné omezena 5/10 (50%)
vyznamné omezena 1/10 (10%)
HTx 3/10 (30%)
Typické EKG (porucha repolarizace v 3/10 (30%)
prekordidlnich svodech - neg. T ve V2-V4)
ICD ze sekundarni prevence 7/10 (70%)
RFA komorovych arytmii 6/10 (60%)
- endokardialné -2/6
- epikardialné -4/6

KLlNlK\ K*\RDIOLOGIF n IKE



EKG v diff. dg. -
fragmentovany QRS?

 fQORS u 10/10 ACM
pacientu

 fORS 3/10 (30%)
nahodne vybranych
fDCM pacientu s jinou
charakterizovanou

N Fr\v

RS T T RLINICKE A X PR IMENTALNL MEDICINY {
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Magneticka rezonance v

diff. dg.?

* Provedena jen u 3/10 pacientu

P K e Normalni velikost a funkce 3/3
e Neni ,LE“2/3

e Neni dilatace 3/3
o Cirkutarnt;t erikardialné a

subendokardialni myokard

D|ff_dg. 7 & Rozsahla perimyokarditida

e Stradavé onemocnéni
M R e Arytmogenni kardiomyopatie

INSTITUT KLINICKE A EXPERIMENTALN| MEDICINY
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TTE: mira dilatace leve
komory v diff.dg. ACM/DCM?

DCM (13 nahodné vybranych
ACM (mutace DSP- 13 pacientt) pacientd, riizny genotyp)

Vlastnosti LK Pocet (%) Dilatace LK Pocet (%)

LV EF < 45% 11/13 LV EE<A45% 13/13
@atace LK 9/13 (69%) Neni dilatace LK 1/13 (0,7%)>

Lehka dilatace LK  1/13 Cehka difatace LK 1/13

Stredné tézka 2/13 Stredné tézka 2/13

dilatace LK dilatace LK

@llatace LK 1/13 Tezka dilatace LK 9/13 >

KLlNlKA KARDIOLOGIE n IKE



Molekularni pricina ACM
(IKEM, DKC-FN Maotol, NNH, FN Olomouc)

DES

3% DSC2  psG2
4% 39

No significant findings

Celkem pacientd 71 24%
Pricinna varianta 54/71
(74%)
Pricinna varianta 17/71
neidentifikovana (26%) e

TGFB3 SCN5A
3% 4%

INSTITUT KLINICKE A EXPERIMENTALN| MEDICINY -
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Zavery
Diferencialni dg. ACM/DCM klinicky slozita

Rodinna anamneéza!

EKG fQRS?, poruchy depolarizace

TTE normalni LVEDD pfi redukci LV EF?

MR CAVE! perimyokarditida (subperikardialni ,LE")
Arytmie nutnost epikardialni ablace (lateraini sténa LK)
Geneticka Stratifikace!!

1,\7’- I I KLINIC ‘.:l Al .\V‘Fi,"".':.' NI MEDICINY ’
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Podekovani

Klinika kardiologie , IKEM  Détské kardiocentrum UBLG 2. LF UK a FN Motol
* Milo% Kubdnek, MD PhD 2. LF UK a FN Motol * Mgr. Patricia Norambuena

* Petr Peichl MD, PhD * Peter Kubug, MD, PhD * Mgr. Pavel Votypka

* Markéta Segetova MD PhD * Prof. J. Janousek * Mgr. Jana Padérova

e Jan Geryk, PhD

* Michaela Némcikova, MD

* Alena Puchmajerova, MD

* Prof. Milan Macek, MD, PhD

* Prof. J. Kautzner

UDMP 1. LF UK a VFN:
* Ing. Lenka Piherova

* Ing. Viktor Stranecky
* Prof. S. Kmoch

NNH
MUDTr. P. Skoda
Prof. Neuzil

FN Olomouc, Klinika Kardiologie
Jana Petrkova MD PhD
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Dekuji za pozornost!

alice.krebsova@ikem.cz
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Dulezitost co nejpifesnéjsi
rodinné anamnezy

. ‘ . PKPZmutfcei »geneticka stratifikace”

PKP2 mutace
1

/7

2

PKP2 mutace

\ 4

Arytmogenni kardiomyopatie

I-1: draz elektrickym proudem spise nebyl pri¢inou umrti, resilo se soudné
I-2: kvuli arytmii nebyla prijata do policejni sluzby, AV blok I°, cetné VES z RVOT

(elektrofyziologické vysetreni )
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