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Introducao e Epidemiologia

Afeta todas as idades. Mais comum nos
jovens

Morte subita em jovens — Estudos de
autopsia
* 2a42 % dos casos

Criangas ¢/ CMPD

* 46 % dos casos

CMPD nao isquémica + BEM

* 92316 % dos casos

Caforio AL. Eur Heart J. 2013;34:2636-48
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Targeted panel sequencing:
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1, Compare rates of putatively damaging genetic variants (DV) between groups

Fitered to 9) cardiormmyopativy
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= whole exome sequencing:
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2. Assoss for differences in clinical features between DV« and DV- cases

2. No statistical differences
in histologies, viral status
or outcomes for

1. f Rate of DV in
myocarditis patients
vs. controls

Pl
e ¢ Traén
(rmw

NG

Cardtomyocyte ‘

Candidate genes for myocarditis susceptibility

Kontoravich, AR, et al. J Am Coll Cardiol Basic Trans Scence. 2021,6(7):584-592.
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Fisiopatologia Genética
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Cardiomyopathy genotypes Inflammatory and immunogenetic
and phenotypes background
Heart failure
HLA background
Variants in immunity
Nuclear envelope: genes
LMNA, TMEMA43 '
Systemic rheumatic
Sarcomere: diseases (SRDs)
TTN, MYBPC3,
MYHZ7, MYH6 Viral/bacterial
infections
Cytoskeleton: = -
FLNC, DES Toxic insult
Desmosome: Lymphocyte and
DSP, PKP2, JUP, macrophage
DSG2, DSC2 infiltration Infl-CMP
Others: Cytokine milieu
PLN, SCNSA, RBM20, | 7(‘T~F~cf IL-1B, ll.-§ ) 7
BAG3 \ HCM NDLVC / inflammatory and pro-
fibrotic pathways
(NF-xB, Wnt, TGF-B)
— — Arrhythmias
Autoantibodies
(AHA, AIDA)

Peretto G. mmunol Rev. 2026 Mar;338(1):e70105.




Genes Principais
Envolvidos

CENTRAL ILLUSTRATION Prevalence of P/LP Variants in Grdiomyopatly -Asseciated Genes in Patiests
With Myocar ditis

Mords €, ot ol J A Coll Caniol HF. 2004.THEX1WT-TITL
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Indicacoes para

Testes

Geneéticos

CENTRAL ILLUSTRATION Myocarditis Recurrence and Ventricular Arrhythmias in Patients With Acute Myocarditis
Associated With Desmosomal Gene Variants

Acute Myocarditis With Pathogenic/Likely Pathogenic DGV (+)

Commeon Personal History of Myocarditis/Chest 5| pr—arsawen| v eressg <] [ | High inddence of Myocarditis
Pain as Frequent Symptom/increased Troponin ﬂml\ mw. g Outcome/ Recurrence and Ventricular
In All/ infrequent Prodromal Symptoms ! = ¢ ~'BF =3 ! Jﬂlﬂlﬁ | Arrthythmias
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DGV(O) DGV( )] w/fo Genetics
N=25 N=23 N=13

Last Follow-Up
Ammirati E, et al. J Am Coll Cardiol HF. 2022;10(10):714-727.
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Metodologia

Platform | Technology SNV, CNV® | Mito" | Repeat Non- Primary Uze Limitations
Indel' Expanzion® | coding and | Cases
Stroctural
SMP or Hybridization ¥ ¥ Dietechon of CHV; | Limited
CGH array CONTNOn variant climical
polyeenic scoras sensitrvity;
Lo whility of
current FES
BPCE Amplification ¥ Friedreach™s Climzeal
Ataxia; Mvotomie | dizgnosis
Drystrophy
Single Sanger ¥ Enoom familial (ranatic
Crans matation; specific | heterogeneity
ez Fabry's, TTR
amyloidosis
Crane Panel | MGS-panel” o Cardiormvopathies; | Limited or
inharitad no support
arrhythroras; for CINW and
acrienathies: other varant
dvzlipadernias typas; VIS
Exome HNGEE-axome ¥ v ¥ Mon-specific and | Cost, VIR
svadromic
prazantations
Cranome MNGE-genome” ¥ ¥ ¥ ¥ ¥ Comprahen=ive Cost and
testing of maost climecal test
Jinically availability
Imporiznt variant
typas
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Current Cardiology Reports (2024) 26:135-146



Interpretacao e Limitacoes DAsd
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Fendétipos de sobreposicao e

Table 2 Classification of likelihood of pathogenicity of a heterogeneidade genética

variant

Classifiation of ¥ g Likelihood of being Penetrancia incompleta e

vanant Descaription pathogenic Bl expressividade variavel

Class 5 Pathogenic >95%

Class 4 Likely pathogenic >90%

(lass 3 Variant of uncertain 10-90% e Variantes de significado incerto
significance

(lass 2 Likely benign <10%

Class 1 Benign <5%

Teste genético negativo nao afasta

diagnodstico

Towbin JA. Heart Rhythm. 2019 Nov;16(11):e301-e372

Current Cardiology Reports (2024) 26:135-146



Caso clinico

Paciente masculino, 32 a

Quadro gripal + estresse emocional —-dor
toracica em pontada + taquicardia. Evolui com
cansaco. Classe funcional INYHA

Antecedentes -TDAH ; apnéia do sono.
Auséncia de histéria familiar

Exame fisico sem alteracoes
Lab com elevacao da troponina

RM do coracao - DDFVE=70. Disfuncao de VE
grau importante. FE=16%. Auséncia de realce
tardio

Gene | Variante Resultado ’ Patogenicidade ‘ Frequéncia na populagdo
TIN NP_003310.4:p.Lys14057* Heterozigose Patogénica Mutagdo (ndo identificada em
NM_003319.4:¢c.42169A>T (+++) controles)

NC_000002.11:g.179441698T>A
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* Variantes P/PP em genes causadores de cardiomiopatias
hereditarias estao presentes em 15% das miocardites

* Atentar para “red flags” : Historia familiar, miocardite
recorrente padrao ring -like na ressonancia

* A presenca de variantes genéticas causadoras de doenca
piora o prognostico das miocardites
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