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Lamin A/C — DCM, EDMD, HGPS
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Rodina: segregace mutace
LMNA/C - odhad rizika
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European Heart Journal Advance Access published August 29, 2015

European Heart Journal ESC GUIDELI

EUROPEAN doi:10.1093/eurheartj/ehv316
SOCIETY OF
CARDIOLOGY »

2015 ESC Guidelines for the management
of patients with ventricular arrhythmias
and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the
European Society of Cardiology (ESC)

re- ventricular tachycardia
fractory to medical therapy.

An ICD should be considered in patients
with DCM and a confirmed
disease-causing LMNA mutation and
clinical risk factors.” )

ACE = angiotensin-converting enzyme; CAD = coronary artery disease;
DCM = dilated cardiomyopathy; EPS = electrophysiological study;

HF = heart failure; ICD = implantable cardioverter defibrillator; LMNA = lamin
AJ/C; LVEF = left ventricular ejection fraction; MRA = mineralocorticoid
receptor antagonists; NSVT = non-sustained ventricular tachycardia;

NYHA = New York Heart Association; PVS = programmed ventricular
stimulation; SCD = sudden cardiac death; VA = ventricular arrhythmia;

VT = ventricular tachycardia.

*Class of recommendation.
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®Level of evidence.
supporting recommendations.
sk factors in patients with a confirmed LMNA mutation: NSVT during
ambulatory electrocardiogram monitoring, LVEF <<45% at first evaluation, male
sex and non-missense mutations (insertion, deletion, truncations or mutations
affecting splicing).




HCM: Planované rodicovstvi

L.H.: nar. 1985

: st.p. myectomie a mech. AVR

: LV EF 35%, IVS 18 mm, st.p. prim. preventivni implantaci ICD (bez arytmii)
: téhotenstvi pro vysoké riziko nedoporuceno

: rozhoduje se pro moznost nahradni matky a v ramci fertilizace in vitro i preimplantacni diagnostiku
k primarni prevenci HCM

1 2

O

MYBPC3 (clas 4-5)| FHL2 (clas 3-4) *MYBPC3 kauzalni varianta

n L ‘ 2 # (embryo nesmi nést MYBPC3)

MYBPC3/FHL2 *FHL2 pouze varianta bez vyznamu
pro fenotyp HCM

Klinické vysetfeni/anamnéstické udaje:

| 1: LVNC, LV EF 30-35%, st.p. ICD implantaci (sledovan v nem. Usti n. Labem)
| 2: bez znamek hypertrofie

Il 1: postizena probandka

Il 2: asymptomaticka sestra, IVS 14 mm — v.s. hypertroficléa k] lr}(;il ylc{)ga,tie’ n IKE



CPVT: zmeéena dg. a
uprava terapie

RYR 2 ¢.5170G wt 1 2 RYR2c.5170G>A
o (E1724K) - mozaika

RYR 2 ¢.5170G>A
(E1724K) 1 2 Q

RYR 2 ¢.5170G wt

RYR2c. 517OG>A
(E1724K)
RYR 2 ¢.5170G wt

I-1: fibrilace sini pred 50. rokem Zivota a bez jinych rizikovych faktor(
I-2: bez arytmii, v rodinné anamnéze bez SCD

l1-1: CPVT
1I-2 a 3: bez dokumentovanych arytmii
11-1: CPVT pfi emociondlnim vypéti ¢i namaze
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Otec — somaticka
mozaika RYR2 mutace

Cell Harboring Mutation

Early Embryo

Mutace v RYR2 vznikla postzygotické fazi

Srdce Spermie
RYR 2 ¢c.5170G wt RYR 2 c.5170G>A
§ / (E1724K)
U /
/
g /7
e Leukocyty v periferni krvi
. * RYR 2 ¢.5170G>A (E1724K)/RYR 2 c.
/ 5170G wt
/
/7
Healthy N/ Y
Mosaic Parent Mutant Egg Affected
or Sperm Non-Mosaic Child
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Rodokmen AR dédicné

aorto pati € (,arterial tortuosity syndrom®),
SLC2A10

I-1 a 2: pravdépodobné pribuzni rodi¢e (nesou identickou mutaci v SLC2A10) — nepostizeni
Il — 1: postizeny homozygot pro mutaci v SLC2A10

lI-2: nepfibuzna partnerka, bez DNA varianty v SLC2A10

llI-1: potomek bude vzdy nosicem mutace, ale nebude postizen

lI-3: nepostizeny nosi¢ mutace v SLC2A10 IKE
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V.s. AD dedicna aortopatie?

IV ? ?

I-1: zemrel na akutni disekci aorty

II-1: zemfrel na akutni disekci aorty, 6 mésict pred smrti: MVP a Ml 2/4, kofen aorty 34 mm)
lI-2: zemrel na akutni disekci aorty, postmortem 100 mm (obvod je 29r — 100:3,14=32 mm)
l1I-1: normalni rozmér aorty, mirny prolaps nekoronarniho cipu aortalni chlopné

IV-1,2: normalni rozmér aorty e e s IKE
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Aneurysma valsavova sinu
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Rodokmen AD dédicné
aortopatie?

1
|I] FBN1 mutace=Marfan(iv syndrom

IV ? ?

I-1: zemrel na akutni disekci aorty

II-1: zemfrel na akutni disekci aorty, 6 mésict pred smrti: MVP a Ml 2/4, kofen aort
lI-2: zemrel na akutni disekci aorty, postmortem 100 mm (obvod je 29r — 100:3,14
l1I-1: normalni rozmér aorty, mirny prolaps nekoronarniho cipu aortalni chlopné

IV-1,2: normalni rozmér aorty
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Dekuji za pozornost!

alice.krebsova@ikem.cz
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“"YOUR GENES

are NOT
YOUR DESTINY.



Omics Enables Systems Biology

Genomics Epigenomics Transcriptomics Proteomics Slaiatcdon.
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