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generace

DNA Sequencing — lllumina TruSeq
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Posouzeni patogenicity
mutace
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| Short Genetic Variations

Clinvar GaP Nucleotide

Search small variations in dbSNP or large structural variations in dbVar

Protein

Search Entrez | dbSNP v |for |

|

Reference SNP (refSNP) Cluster Report: rs60682848

RefSNP
Organism: human (Homo sapiens)
Molecule Type: Genomic

Created/Updated in build: 137/147

rganism Data

bSNP Homepage
NCBI Variation
Resources

Map to Genome Build: 107/ Weight 1
Validation Status: **

* With Pathogenic allele **

Allele

SNV
single nucleotide variation

RefSNP Alleles: C

.« C:germline
Allele Ogdin: T-germling

Variation Class:
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Posouzeni patogenicity
mutace

eneView via analysis of contig annotation: LMNA /lamin A/C

w View more variation on this gene (click to hide).
W Clinical Source: O in gene region ® c¢SNP O has frequency O double hit
Primary Assembly Mapping

I GeneView

Assembly SNP to Chr Chr Chr position
GRCh3&.p2 Fwd 1 156134838
RefSeqGene Mapping
RefSeqGene Gene (ID) SNP to R
NG_008692.2 LIMMNA (4000) F
Gene Model(s)
unction MRNA
SNP to mRNA Accession Position Allele change
STOP-GAIN Fwd NM_001257374.2 424 C =T
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STOP-GAIN Fwd 0012826261 8922 C =T
STOP-GAIN Fwd NM_005572.3 922 C =T
STOP-GAIN Fwd NM_170707.2 8922 C =T
STOP-GAIN Fwd NM_170707.3 8922 C =T
STOP-GAIN Fwd NM_170708.2 822 C =T
STOMGAIN o NM_170708.3 8922 C =T
STOP-GAIN Fwd XM_011509533.1 419 C =T
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The Genetic Code

How do 64 different codons produce 20 different amino acids?

Second Letter
c A G
Uuu | Phe |ucu UAU | Tyr [uGu |[cys |u
uuc UcC | Sser |UAC uGe c
UUA | oy |UCA UAA Stop |UGA Stop|A
uuG uce UAG Stop |[UGG Trp |G
Ccuu ccu CcAU | His |ceu U
cuc | Leu|cecec | Pro |cAc CGC | arg |C
1t CUA CCA CAA | GIn |CGA A |aq
cuG CCG CAG CGG G
letter AUU ACU AAU | Asn |AGU | ser |uU |letter
Auc | e |Acc | Thr |AAC AGC c
AUA ACA AAA AGA A
L Ar
AUG et | ACG AAG | “Y° |ace |79 |e
GUU GCU GAU | Asp |GGU U
val Ala | GAC GGC | gy |C
GUA GCA GAA | gy |GGA A
GAG GGG G

* The start codon is AUG. Methionine is the

ly amino acid specified by just one codon,

AUG.
» The stop codons are UAA, UAG, and UGA.
pauses and falls off the mRNNA.
The stretch of codons between AUG and ¢
RF). Computer analysis of DNA se

hey encode no amino acid. The ribosome

stop codon is called an open reading frame
nce can predict the existence of genes based on

+ Other dmiyo acids are specifi
third nosition.

y more than one codon-—-usually differing at only the
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Lamin A/C
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Jaka doplnujici vysetreni by jste

indikovali v pripadé podezreni na
laminopatii ?

. Vysetieni MR s cilem nalézt specificky obraz casného/pozdniho syceni myokardu

. Scintigrafické vysetreni srdecniho svalu (Tc 99 — DPD)?

. Neurologické vysetreni?

. Laboratorni vySetreni kreatinkinasy?

. Laboratorni vysetreni Fe, ferritinu a transferinu?

. Podrobné ocni vysetreni oftalmogenetické ambulanci?

. Podrobné kozni vysetreni (cutis laxa, striae, angiokeratomy aj.)?

. Podrobné vysetreni ORL (hypakuse)?
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Lamin A/C - DCM, EDMD, HGPS

Exons 1 i o laminConly
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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.”

lla

A

o rarnne chniilld ha ranciderad j

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

HF = heart failure; ICD = implantable cardioverter defibrillator; LMNA = lamin
AJIC; 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.

®Level of evidence.
“Refer 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).
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Vystupy kardiogenetiky

»geneticka stratifikace onemocneni”

v $ ¥

*Hodnoceni rizikau  °Individualizovana *Preimplantacni
rodinnych prislusniki (presympt. terapie) diagnostika
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