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ARVC/D

» Geneticky podminené onemocneni
- AD (autosomalne dominantni)

- AR (,Naxos/Carjaval disease” — ¢asto
spojené s koznimi projevy (palmoplantarni

keratoderma, kudrnaté vlasy)
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AD - Deédicnost

Autozomalné dominantni

dalimmpan
dalinmpan
anpan

g = prenos vlohy nezavisle na pohlavi

= 50-ti% pravdépodobnost
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Charakteristiky
dedicnosti

Neulplna penetrance == NE vsichni nosici patologické mutace onemocni
(,kvalitativni® aspekt choroby)

o - - . — Clenové rodiny nesouci identickou mutaci maji
Ruzna expresivita = ¢ vyjadrené znaky onemocnéni diky vliviim
genetického pozadi (genomovy kontext) a/nebo
dosud neznamée vlivy prostredi
(,kvantitativni“ aspekt choroby)

Jen 25% pacientu s ARVC ma pozitivni rodinnou anamnézu
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ARVC/D - onemocneéeni
desmosou (prevainé)
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Struktura desmosomu
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Geny zpusobujici ARVC/D

Desmosom e PKP2, DSP, DSG2, DSC2, JUP

e DES
e TTN

Cytoskelet

Jaderna membrana ERALLY-V:Y(e

e RYR2, PLN

Ca2+/Na+ . SCNGA

Jiné  CTNNA3, TMEM43, TGFB3,
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Sekvenovani nové
generace (NGS)

DNA Sequencing — lllumina TruSeq
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Revoluéni metoda dg. polygennich onemocneéeni, moznost

sekvenovani exomu i genomu (kardiogenetické panely)



Geneticky screening
39 ARVC/D pacientu IKEM

neznama

TRPM2, KCNE3, TRPM4, SCN10A, TRDN, SOS1, FBN1

JJ}

ANK3, LDB 3, TNNT2

*(26/39) 66% jista patogenni mutace

TMEM43

TGFB3

*(13/39) 34% bez jisté patogenni mutac
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SCN5A
8/13 -+ potencionalné patogenni mutace
DSC

v genu pro jiné kardiov. onemocnéni
DES

DSG
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DSP

PKP2
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Kardiogenetika v praxi:
rodina ARVC/D
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PKP 2 gen:
c.1378+1G>C
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|: oba rodice bez projevi ARVC/D, nechtéli genetické testovani

lI-1: proband — ARVC/D

[I-2: nema znamky onemocnéni

l1I-1 a 2: zatim bez znamek onemocnéni, dispenzarizovani ve DKC FN Motol
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Posouzeni patogenicity

N-Cad PKP-2

Control
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Panent |-PKP-
(D4601=X464)

Fig. 2 Immunoflourescence studies staining with specifica or N-cadherin, connexind3, PKP-2 and DSP in right ventricle tissue samples of

Patient 1 and control. All tissue samples were stained using the same primary and secondary antibodies and were incubated for the same period of
time. Blue signal represents cardiomyocyte cell nuclei, visualized with DAPI staining. The white bar corresponds to 10 pm.
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Rodina: ARVC/D
Segregace mutace v rodine
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II-1: proband — ARVC/D, jistd mutace v genu PKP2

[I-2: mutace neprokazana, nema znamky onemocnéni, potomci bez rizika
[1l-1: nosi€ mutace v PKP2 — Gprava Zivotniho stylu (pouze rekreacni sport) ,
pravidelna kardio-dispenzarizace

[1I-2: mutace neprokazana, bez rizika onemocnéni
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Kardiogenetika v praxi:
rodina s DCM a arytmii?

1 Geneticka stratifikace

DSP (Desmoplakin)
c.955 957delCTGinsAAA

1 1 2 5
’ Rodina s ARVC/D - levostranna forma
1l 1
?
I-1: ndhla smrt ve 33 letech ARVC/D - lépe ACM ?

|-2: sestra nahle zemrelé bez obtizi (arytmii)
lI-2: St.p. KPCR, St.p. ICD implantaci, LV EF 30-35%, RV EF normalni, St.p. epikardialni
RFA v oblasti bo¢né stény levé komory
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Nature and Nurture in Arrhythmogenic Right Ventricular Cardiomyopathy
A Clinical Perspective

Cynthia A James

Division of Cardiology, Johns Hopkins University, Baltimore, Maryland, US

Clinical Perspective

« Carriers of mukiple mutations typically have a more severe ARVD/C
phenotype with more frequent and earlier onset arrnythmias, structural
dysfunction, heart failure and need for transplant.

e DSPand PLN carriers are at significant risk of developing LV dysfunction.
Their risk Is significantly higher than that of the large proportion of
ARVD/C patients with PKP2 mutations for whom the risk Is relatively low.

« The data support restricting ARVD/C patients from competitive, frequent,
high-intensity exercise regardless of genotype.

« Unaffected PKP2 carriers of heterozygous mutations may be able to
participate in exercise based on AHA-minimum guidelines for exercise in
healthy adults, thus avoiding risks of a sedentary lifestyle so long as they
are complying with regular ongoing clinical follow-up to detect any early

signs of ARVD/C onset.
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