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HGVS expressions

NM_000257.3:c.2360G>A

NM_000257.3(MYH7):c.2360G>A (p.Arg787His)

NC_000014.9:g.23425345C>T

CM000676.2:g.23425345C>T

NC_000014.8:g.23894554C>T

CM000676.1:g.23894554C>T

NC_000014.7:g.22964394C>T

NG_007884.1:g.15317G>A

ENST00000355349.4:c.2360G>A

ENST00000355349.3:c.2360G>A

NM_000257.4:c.2360G>A

Benign

Met criteria codes 4

BS4 BP2 BA1 PM1

Not Met criteria codes 9

BS1  BS3  BP4  PS4  PS3  PP3

PP1  PM2  PM5

Evidence Links 3

Expert Panel

Cardiomyopathy VCEP 
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Cardiomyopathy VCEP

NM_000257.4(MYH7):c.2360G>A (p.Arg787His).This variant has been identified in 0.2% (FAF 95% CI; 200/91078) of South Asian

chromosomes, including 1 homozygote, in gnomAD v4.1.0 (BA1; https://gnomad.broadinstitute.org). Additionally, this variant has been

identified in multiple affected individuals with other pathogenic variants (BP2; summarized in ClinVar ID: 42900) and was shown not to

segregate with disease in 2 affected individuals from 2 families (BS4; Oxford Medical Genetics Laboratory (OMGL)). This variant lies in a

region of the protein where variants are statistically more likely to be disease-associated (PM1_Strength; Walsh 2019 PMID: 30696458).

This is not considered to be in conflict with BA1 since benign variation within this region was considered during that analysis. In summary,

https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA012239.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/42900
https://www.ncbi.nlm.nih.gov/gene/4625
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0005045
http://clinicalgenome.org/affiliation/50002
https://cspec.genome.network/cspec/ui/svi/doc/GN002?version=2.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN002/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50002


this variant meets criteria to be is classified as benign for hypertrophic cardiomyopathy in an autosomal dominant manner based on BA1,

BP2, BS4 and PM1.

Met criteria codes

BS4   Additionally, this variant was shown not to segregate with disease in 2 affected individuals from 2 families (BS4;

Oxford Medical Genetics Laboratory (OMGL)). Individual 1: A likely pathogenic variant in MYBPC3 has been identified

in this family following non-segregation in some of the affected relatives. MYH7 variant does not segregate.

Individual 2. Also Homozygous for the Likely path MYBPC3 variant. Affected brother also has MYBPC3 variant but not

MYH7 variant.

BP2   Variant identified in multiple affected individuals with other pathogenic variants (including ClinVar 42900 and SHaRe

data)

Variant identified in 2 probands with HCM - however both carry pathogenic variants in other genes

PubMed:21959974 

BA1   This variant has been identified in 0.2% (FAF 95% CI; 200/91078) of South Asian chromosomes, including 1

homozygote, in gnomAD v4.1.0 (BA1; https://gnomad.broadinstitute.org).

PM1   This variant lies in a region of the protein where variants are statistically more likely to be disease-associated

(PM1_Strength; Walsh 2019 PMID: 30696458). This is not considered to be in conflict with BA1 since benign variation

within this region was considered during that analysis.

Variants in head region of the protein (aa 181-937) are statistically more likely to be disease-associated

PubMed:27532257 

This variant lies in a region of the protein where variants are statistically more likely to be disease-associated

(PM1_Strength; Walsh 2019 PMID: 30696458). PubMed:30696458 

Not Met criteria codes

BS1   This variant has been identified in 0.2% (FAF 95% CI; 200/91078) of South Asian chromosomes, including 1

homozygote, in gnomAD v4.1.0 (BA1; https://gnomad.broadinstitute.org).

BS3   no studies

BP4   Comp and cons conflicting, revel score not low enough

PS4   PM2 not met

PS3   no studies

PP3   Comp and cons conflicting, revel score not low enough

PP1 

https://www.ncbi.nlm.nih.gov/pubmed/?term=21959974
https://www.ncbi.nlm.nih.gov/pubmed/?term=27532257
https://www.ncbi.nlm.nih.gov/pubmed/?term=30696458
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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.

 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM2  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM5   2 VUS, one multiple submitter, 1 single submitter
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