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e the major monogenic cardiovascular diseases, such as

— cardiomyopathies;

— familial aortopathies;

— familial arrhythmias;

— trisomies, in particular trisomy 21;
— familial dyslipidaemias.

Skills
The ability to:

evaluate relevant family history and construct a family pedigree;
counsel index cases and family members at risk on the probability
of being affected by a genetic cardiovascular disorder;

recognize problems with pedigree interpretation such as incom-
plete penetrance, variable expressivity, and age-related patterns
of expressivity;

manage the uncertainties associated with genetic testing;

direct patients and families when appropriate to major centres
with a specialized interest in their particular disorder.

h ealthﬁ’pod e Gillebert et al. Eur Heart J. 2013



[v] Pasos previos al estudio genetico

September 2015

" Phenotyping
ey Patients for genomic
diagnostics

The realisation of genomic medicine in clinical
practice rests on efficient and accurate interpretation
of genomic data. Descriptions of a patient’s clinical
features - their ‘phenotypes’ - are essential to

drive and target the correct analysis of this data.
Maximising the benefits of genomic testing and
managing the increasing demand for genetic tests
depends on significant improvements in capturing
and exchanging the appropriate phenotypic
information across the NHS.
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"Your domestic problems seem to be genetic
due to the fact your parents reproduced.”
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['] HRS/EHRA Expert Consensus Statement on the
State of Genetic Testing for the Channelopathies
and Cardiomyopathies

Section # - Disease Diagnostic| Prognostic
@| - HCM - ++ >

Section Vill - ACM/ARVC| + +/-

Section IX - DCM +/- -

Section IX -DCM + CCD | ++ 3

Section X - LVNC + -

Section XI - RCM + +

h ealthﬁqud e Ackerman et al. Europace. 2011



Recommendations

Recommendations

Genetic testing is recommended in
patients fulfilling diagnostic criteria
for HCM, when it enables cascade
genetic screening of their relatives.

24,175
178-180

Genetic counselling is
recommended for all patients
with HCM when their disease
cannot be explained solely by

a non-genetic cause, whether
or not clinical or genetic testing
will be used to screen family
members.

169173

It is recommended that genetic
testing be performed in certified
diagnostic laboratories with
expertise in the interpretation of
cardiomyopathy-related mutations.

168,172,183

In the presence of symptoms and
signs of disease suggestive of
specific causes of HCM, genetic
testing is recommended to confirm
the diagnosis.

3640,
43-46,67

Genetic counselling should be
performed by professionals
trained for this specific task
working within a multidisciplinary
specialist team.

168-173

Genetic testing in patients with a
borderline® diagnosis of HCM
should be performed only after
detailed assessment by specialist
teams.

168

Post-mortem genetic analysis of
stored tissue or DNA should be
considered in deceased patients
with pathologically confirmed
HCM, to enable cascade genetic
screening of their relatives.

181,182
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[v] Miocardiopatia hipertréfica
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ORIGINAL ARTICLE

['] Heart failure and cardiomyopathies

Phenotype and prognostic correlations of the
converter region mutations affecting the p myosin

heavy chain
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Funcién de supervivencia
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['] HRS/EHRA Expert Consensus Statement on the
State of Genetic Testing for the Channelopathies
and Cardiomyopathies

Section # - Disease Diagnostic| Prognostic

Section Vil - HCM ++4+ ++
@u - ACM/ARVC] + 4 >

Section IX - DCM +/- -

Section IX -DCM + CCD | ++ ++

Section X - LVNC + -

Section XI - RCM + +
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['] Diagnosis of arrhythmogenic right ventricular
cardiomyopathy/dysplasia

Major criteria

e ARVC/D confirmed in a first-degree relative who meets current Task Force
criteria

e ARVC/D confirmed pathologically at autopsy or surgery in a first-degree relative

e |dentification of a pathogenic mutation’ categorized as associated or probably
associated with ARVC/D in the patient under evaluation
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Age- and Training-Dependent Development of
['] Arrhythmogenic Right Ventricular Cardiomyopathy in
Heterozygous Plakoglobin-Deficient Mice
Ventricular Premature Beats (VPB)
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Exercise Increases Age-Related Penetrance
v and Arthythmic Risk in Arrhythmogenic
Right Ventricular Dysplasia/Cardiomyopathy-

Associated Desmosomal Mutation Carriers
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['] Arrhythmogenic Right Ventricular Dysplasia/Cardiomyopathy
Pathogenic Desmosome Mutations in Index-Patients Predict Outcome of

Family Screening: Dutch Arrhythmogenic Right Ventricular
Dysplasia/Cardiomyopathy Genotype-Phenotype Follow-Up Study
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' Funcion de supervivencia
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mutation in TMEM43
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Section # - Disease Diagnostic| Prognostic
Section Vil - HCM +++ 4
Section VIll - ACM/ARVC| + +/-

Section IX - DCM +/- _\
Section IXX-DCM + CCD | ++ .H./

Section X - LYNC + -

Section X| - RCM + +
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LMNA p.Arg190Trp
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Truncations of Titin Causing Dilated

Cardiomyopathy
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Funcién de supervivencia
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Truncating FLNC Mutations Are
Associated With High-Risk Dilated and
Arrhythmogenic Cardiomyopathies

CONCLUSIONS Truncating mutations in FLNC caused an overlapping phenotype of dilated and left-dominant

arrhythmogenic cardiomyopathies complicated by frequent premature sudden death. Prompt implantation of a cardiac

defibrillator should be considered in affected patients harboring truncating mutations in FLNC.
(J Am Coll Cardiol 2016;68:2440-51) © 2016 by the American College of Cardiology Foundation.
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Section # - Disease Diagnostic| Prognostic

Section VIl - HCM +++ ++

Section Vill - ACM/ARVC]| + +/-

Section IX - DCM +/- -

Section IX-DCM + CCD | ++ ++
@ LVYNC + -

Section X| - RCM + +
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Idiopathic Restrictive
¥| cardiomyopathy

Is Primarily a

Genetic Disease

FIGURE 1 Global Genetic Testing Results and Genetic Evaluation Flowchart in 32 Individuals With Idiopathic RCM

No evidence of
Genetic RCM
Py

Evidence of
Genetic RCM
75%

17 patients with pocitive GT (15 PM*): 19 patlents with positive GT (17 PM*):
* 12 patients with PM previously « 12 patients with PM previously deccribad

dascribed « 4 patients with new truncating mutations
« 3 patients with new missense mutations
and (+) cosegragation

» § patients with new truncating mutations

32 patients with
idiopathic RCM

- 11 patients with inconclusive GT with 17 VUS

NGS (209 genes)

Familal evaluation
(94 relatives from 26 familles)

2 patients with negative GT:
1 patient with negative GT:

= no candidate variants identified

= 1 patient with no candidate variants

= 1 patient with VUS and (-) cosegregation

* 4 patients shared 2 PM (2 patients each)

h e a I t "Iz”p O d e Gallego-Delgado, et al. J Am Coll Cardiol. 2016
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Pedir un estudio genético es muy sencillo...
Lo importante es darle una interpretacion
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Mephrol Dial Transplant (2008) 23: 40444048

doi: 10.1093/ndt/gfn370
Advance Access publication 2 July 2008

Original Article Naphrology Diatysis Transplamtation

Two-tier approach for the detection of alpha-galactosidase A
deficiency in kidney transplant recipients

Gert De Schoenmakere'->*, Bruce Poppe™*, Birgitte Wuyts*, Kathleen Claes®, David Cassiman’,
Bart Maes®?, Dierik Verbeelen®’, Raymond Vanholder', Dirk R. Kuypers®, Norbert Lameire',
Anne De Paepe® and Wim Terryn!--*

278 hombres — 395 mujeres
1 caso (varén) — Alal43Thr

ily members has AFD-related signs or symptoms. Despite
the delayed diagnosis, treatment with recombinant human

AGALA is planned for the index patient, The results of
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Lenders et al. Orphanet Journal of Rare Diseases (2016) 11:54 h | f
DOI 10.1186/513023-016-0441-2 Orphanet Journal o

Rare Diseases

Alpha-Galactosidase A p.A143T, a non- @
Fabry disease-causing variant

Malte Lenders', Frank Weidemann®”, Christine Kurschat®, Sima Canaan-KiihI>, Thomas Duning®, Jérg Stypmann’,
Boris Schmitz®, Stefanie Reiermann’, Johannes Kramer®®, Daniela Blaschke'®, Christoph Wanner?,
Stefan-Martin Brand® and Eva Brand'
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CNN] Health » Misdiagnoses: A hidden risk of genetic testing International Edition + ,Q —_—

Misdiagnoses: A hidden risk of genetic
testing
2000
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MAYO SPECIAL ARTICLE

vl %

The Promise and Peril of Precision Medicine

Jaeger P. Ackerman, BA; Daniel C. Bartos, PhD; Jamie D. Kapplinger, BS;
David |. Tester, BS; Brian P. Delisle, PhD; and Michael . Ackerman, MD, PhD
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The Promise and Peril of Precision Medicine

Jaeger P. Ackerman, BA; Daniel C. Bartos, PhD; Jamie D. Kapplinger, BS;
David |. Tester, BS; Bnan P. Delisle, PhD; and Michael |. Ackerman, MD, PhD
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* El abordaje genético es mucho mas que el estudio genético

Conclusiones

o El estudio genético es util a nivel diagndstico, pronostico,

terapéutico y de aproximacion a la familia

e La Interpretacion genética es compleja, requiere un abordaje

multidisciplinar y alta especializacion

healtl‘[mpode
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