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Dedicha kardiovaskularni
onemochneéeni

Risiko srdecni zastavy/nahlé srdecni smrti (SCD)

Kardiomyopatie

Arytmogenni syndromy

Onemocneéni aorty/chlopenni vady/vvv
Familiarni hypercholesterolemie
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Zpusob dédi¢nosti
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Autozomalné dominantni

= prenos vlohy nezavisle na pohlavi

= 50-ti% pravdépodobnost

Riziko SCD u pribuznych!



@ E SC European Heart Journal (2022) 00, 1-130 ESC GUIDELINES

Eu opean Society https:/doiorg/10.1093/eurheartj/ehac262
of Cardiology

2022 ESC Guidelines for the management of

patients with ventricular arrhythmias and the
prevention of sudden cardiac death

Developed by 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)

Endorsed by the Association for European Paediatric and
Congenital Cardiology (AEPC)
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Novinka —vysetreni u mladych zemrelych

< 50 let

3.1.4. S5cenario 4: Sudden death victim
An algorithm for the evaluay jctims is presented in Figure 7.
Potential genetic g
cases of 5CD in
relatives of the dece
portant to collect all availafi -
ities, and farnily history. =" 262263
The main role of autopsy in 5D is to establish the caute of death.
An expert cardiac pathologist alters the initial diagnosis in 41% of
cases, highlighting the need for expert evaluation. " Inherited
cardiac diseases identified at autopsy include cardiomyopathies
(HCM, DCM, ARVC) and premature CAD. %" A raxicalogy
screen can reveal drug overdose or polypharmacy in 31-56% of
young 50 cases. "% In autopsy-negative cases with negative toxi-
cology, the term sudden arrhythmic death syndrome (5ADS5) may be
applied and primary electrical diseases are potential
cauges, "> P Retaining tissue for DMNA extraction is important
for post-mortem genetic analysis, where the yield can be as high as
one out of three, "%

Recommendation Table § — Recommendations for
evaluation of sudden death victims

Class®  Level®

Recommendations

Investigation of unexpectad SO, especially in case
of suspicion of inherited disease, should be made 2
0556

pubdlic health priority.
In cases of 5D, it is recommended to collect a
detailed description of drcumstances of death,
symptoms prior to death, the family history, and
to review prior medical fileg 2558

A comprehensive autopsy is recommended,
ideally, in all cases of unexpected 50, and abways in
thase <50 years of age '*764265267263 370

In cases of SCO, it is recommended to retain
samples suitable for MA extraction and consult a
cardiac pathologist when an inherited cause is
suspected or the cause of death
mph.ined.z“'m

Toxicology screens are recommended in 50 cases
with uncertain cause of death 247252

For SCD where the cause is known or suspected
to be heritable, genetic testing targeted to the
cause is recommended 3555157

Following SADS, post-mortem genetic testing
targetad to primary electrical disease s
recommended when the decedent is young (<50)
and/or the drcumstances and/or family history
support a primary electrical disease 5183123
When an autopsy diagnoses possible heritable
cardiac disease, it is recommended to refer
first-degree relatives for cardiac assessment in a
specialized dlinic '™

In non-autopsied cases of 50 where inherited
cardiac disease is suspected, it & recommended to
refer first-degree relatives for cardiac assessment
in a specialized clinic ™47

Following SADS, post-maortem genetic testing in
the decedent for additional genes may be
considerad.

Following SADS, hypothesis-free post-martem
genetic testing using exome or genome
sequencing is not recommended. TIAITS

'351 ESC 2072

DA, deagribonucieic acid; SADS, sudden arrhythemie death syndromes SC0, sudden | ﬁ
cardiae death; S0, sudden death.

*Class of recommendation.
HLevel of evidence.



> Europace. 2022 Apr 4;euac030. doi: 10.1093/europace/euac030. Online ahead of print.

European Heart Rhythm Association (EHRA)/Heart
Rhythm Society (HRS)/Asia Pacific Heart Rhythm
Society (APHRS)/Latin American Heart Rhythm

Society (LAHRS) Expert Consensus Statement on the

state of genetic tesl State of genetic testing for sudden cardiac death or
survivors of unexplained cardiac arrest

Arthur A M Wilde 1, Christopher Serr

Michael J Ackerman 2, Euan A Ashley

Elijah R Behr 2, Connie R Bezzina 1

Priya Chockalingam #, Lia Crotti 12 Recommendations Consensus Ref.
statement
instruction

Naomasa Makita 22, Seiko Ohno 21,
Eric Schulze-Bahr 24, Wataru Shimizu
David S Winlaw 32, Elizabeth S Kaufr

Unexpected sudden deaths should be investigated with a general faL

autopsy, toxicology, and cardiac pathology (where possible).

Collaborators, Affiliations + expand
PMID: 35373836 DOI: 10.1095/euro

- . : 15,413-416
If a sudden death is likely to be due to a cardiac genetic cause, or ' N

remains unexplained after pathological evaluation, EDTA blood,

Mo abstract available and/or fresh tissue (e.g. liver or spleen) should be retained for
potential genetic analysis. Other sources of DMA such as blood
spots and tissue stored in suitable media at room temperature
may suffice.



Co a jak vysetrovat?

2020 APHRS/HRS expert consensus statement on the
investigation of decedents with sudden unexplained death and
patients with sudden cardiac arrest, and of their families

Martin K. Stiles, | ( Investigation of the family )
Chair)2"*!! Dom
Christine M. Albe
Chugh, MD, FHR!
Ingles, GradDipC
Ming Jimmy Jua:
FHRS'3.1, Andre
MaclLeod, MS, C(
FHRS, CCDS'81,
P20’ Luciana Sa
Mary N. Sheppar

Periorm medical history and physical examinaton. standard and hoh precordial lead |
Jonathan R. Skin ECG, echocardography, and exercise lesting in first degree relatives of SUD subjects.

(Class 2a)

\ J

Wang, MD, PhD?

(Screen select postpubernal famly members of SUD subjects with pharmacological tesong )

"Waikato Clinical ¢
Hamilton, New Ze
Center, Departme
3Boston Children's




Kdy indikovat kardiogenetické vysetreni
(Basso et al. 2017 a 2020)

SUDS/SADS < 50 let

Post mortem kardiomyopatie — bez vékoveého limitu

Akutni disekce aorty — bez vékoveho limitu

Spontanni disekce koronarni cévy — bez vekového limitu

SUDEP (nahlé umrti v epilepsii)

Predcasna arterioskler6za — mu? < AN Lot Hnmis = BN 1ot )

L- dle Spole€nosti pro aterosklerézu < 60 let)
J




Prakticky
|ékaf/spadovy
kardiolog

Neurolog

Multidisciplinarni tym (MDT)

. (détsky/dospély)
’ Fellmann et al. 2020
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Vysledky pilotni studie/grantu NV18-02-
00237: Pfi€iny umrti jedincu <40 let v
CR v letech 2014-2019
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Rucklova et al. 2022
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Souhrnné vysledky pilotni studie

(100 pripadu SCD)

O post mortem vySetfeni pficin SCD ma zajem 93,7%
rodin/pozustalych

—
Celkov
» Odpovida zcela uspésnosti jinych tymu dle literatury (1/5 pfipadd se vyresi)

- /

* Pos B h
mali © Vhodné nabizet kaskadovy rodinny screening u pacientt se srdecnim

e A>E selhanim/zavaznymi arytmiemi nejasné etiologie

\& J

Vytéznost molekularné genetickeho vysetreni se vyrazne zvysi, jestlize
je jasné pozitivni rodinna anamnéza — az 50%

Nutnost vzajemné komunikace (multidisciplinarni tym)

t n IKE
E M



Sit’ regionalnich MDT v CR

MDT UK

I'V' D|T. "‘ MDT

Centralni

MDT FN
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IKEM - Nahla srdecni smrt
nahleumrti.cz

@ Nahla smrt Uvod Nahla smrt Preventivni vySetfeni Onas Pro odborniky 0 onemocnéni Kontakt

—_— Prevence

Pro odborniky

Zjistéte proc vySetrovat pacienty genetickou analyzou a ziskejte viechny

potrebné dokumenty.

Informace ke staZeni Publikace a prezentace

Proc vySetrovat pacienty genet. analyzou

ené studie, které demonstruji potfebu post mortem genetické analyzy u

ledky prove

pfipadi nahlé srdecni smrti, u kterych vyvstalo podezieni na dédicné kardiovaskularni onemocnéni a benefity

uvedena data shrnuji vy

fovani jejich prir pfibuznych.

6-2021 probihala pilotni studie s ndzvem Diagnostika pFi¢in nahlé srde¢ni smrti u lidi ve véku 0-35 let pomoci molekularné-genetickych metod

Vletech

e zemrelych osob (36 Zen a 97 muzd, primérny vék 30,7 let), jejichz Gmrti po
ednalo o

/lo zarazeno celkem 133 pfipadi nahle

(reg. €. NV18-02-00237-2021). Do této studie
odpovidalo nahlé srde¢ni smrti s indikaci genetického vySetreni. Tyto pfipady pochazely z celkem 128 rodin, v
h 58 pfipadu byli fesitelé pfimo kontaktovani pozlstalymi na

rodinach s

provedeni zdravotni pit

vicenasobné amrti. V 75/133 pripadi (56,4 %) se jednalo o pfimou indikaci pitvajicich lékari. U zby
zakladé jejich osobni iniciativy nebo doporuéeni o3etfujiciho |ékare.


https://www.nahleumrti.cz/
https://www.nahleumrti.cz/
https://www.nahleumrti.cz/
https://www.nahleumrti.cz/
https://www.nahleumrti.cz/

Projekt screeningu FH pres pripady
nahle zemrelych

Genova

diSpOZice f

Kardiovaskularni

l

66 % - T
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MedPed v CR

Nové planovany projekt: Prof. MUDr. J. Pithou PhD a Prof. MUDr. T. Freibergerem PhD
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ESC Guidlines 2022, SCA survivors




| B J BISAN N N |

lfl U N |

= 3 .

Dekuji za pozornost — tesime se
na spolupraci!
alice.krebsova@ikem.cz
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