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Gene: TNNT2 (HGNC:7139) NM_001276345.2(TNNT2):c.890G>A (p.Trp297Ter)
Condition: hypertrophic cardiomyopathy (MONDO:0005045) NC_000001.11:9.201359217C>T

Inheritance Mode: Autosomal dominant inheritance CM000663.2:9.201359217C>T
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Cardiomyopathy VCEP

NM_001276345.2(TNNT2):c.890G>A (p.Trp297Ter). This variant has been reported in individuals with HCM (LMM data, Richard 2003 PMID:
12707239, Gandjbakhch 2010 PMID: 25575096, Brito 2012 PMID: 22857948, Lopes 2013 PMID: 23396983, Bales 2016 PMID: 26936621,
Walsh 2017 PMID: 27532257, Mademont-Soler 2017 PMID: 28771489, Ho 2018 PMID: 30297972) and has been identified in been identified
in 1 out of 242296 (0.002% FAF 95% CI) of global pan-ethnic chromosomes in gnomAD (PM2_Supporting;
https://gnomad.broadinstitute.org/; v.2.1). This variant is statistically increased in individuals with HCM compared to controls [OR lower
95% CI >10]. Therefore, PS4_Moderate criterion has been applied. This variant segregated with disease in 7 affected relatives from 6
families (PP1_Strong; Richard 2003 PMID: 12707239, Gandjbakhch 2010 PMID: 20439259, Brito 2012 PMID: 22857948, D. Brito pers comm,
GeneDx pers comm; LMM data). This nonsense variant leads to a premature termination codon at position 297. This alteration occurs
within the terminal 50 bases of the last exon and is therefore likely to escape nonsense mediated decay (NMD) and result in a truncated
protein that is missing 2 amino acids (PM4). In summary, this variant meets criteria to be classified as likely pathogenic for hypertrophic
cardiomyopathy in an autosomal dominant manner based on PS4 _Moderate, PM2_Supporting, PP1_Strong and PM4.

Met criteria codes

PM4 D v 2 aa deleted

PP1 Strong D v This variant segregated with disease in 7 affected relatives from 6 families (Richard 2003 PMID: 12707239,
Gandjbakhch 2010 PMID: 20439259, Brito 2012 PMID: 22857948, D. Brito pers comm, GeneDx pers comm; LMM
data)

PM2_Supporting D v


http://clinicalgenome.org/affiliation/50002
https://cspec.genome.network/cspec/ui/svi/doc/GN099?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN099/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50002

gnomad 2.1 Latino 1 33806 Upper 95% CI: 0.01% PM2 not met gnomad 2.1 total 1/242296 Upper 95% Cl 0.002%
Pm2 Met gnomad 4.1 : Admixed American 1 59510 Upper 95% Cl: 0.008% PM2 not met Non-Finnish European 5
1178844 Upper 95% Cl: 0.009% PM2 not met Non-Finnish European 5 1178844

PS4_Moderate a v This variant has been reported in individuals with HCM (LMM data, Richard 2003 PMID: 12707239, Gandjbakhch
2010 PMID: 25575096, Brito 2012 PMID: 22857948, Lopes 2013 PMID: 23396983, Bales 2016 PMID: 26936621,
Walsh 2017 PMID: 27532257, Mademont-Soler 2017 PMID: 28771489, Ho 2018 PMID: 30297972) and has been
identified in been identified in 1 out of 242296 (0.002% FAF 95% ClI) of global pan-ethnic chromosomes in gnomAD
(https://gnomad.broadinstitute.org/; v.2.1). This variant is statistically increased in individuals with HCM compared to
controls [OR lower 95% Cl >10]. Therefore, PS4 _Moderate criteria has been applied and the PM2_Supporting
criterion has been applied (PM2_Supporting).

Not Met criteria codes

BS3 a X none
PVS1 % End codon in 299, this PTC is occuring 2 aa before, so no NMD expected and LOF not dx mechanism
PS3 B X none
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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