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Familial Hypercholesterolemia VCEP [


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA10585474.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/251864
https://www.ncbi.nlm.nih.gov/gene/3949
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0007750
https://www.clinicalgenome.org/affiliation/50004
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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

The NM_000527.5 (LDLR):c.1474G>C (p.Asp492His) variant is classified as Likely Pathogenic for Familial Hypercholesterolemia by applying
ACMG/AMP evidence codes PM2, PM5, PP3 and PP4 as defined by the ClinGen Familial Hypercholesterolemia Expert Panel LDLR-specific
variant curation guidelines (specification version 1.2) on 7 November 2023. The supporting evidence is as follows: PM2: PopMax
MAF=0.00002 in Non-Finnish European population in gnomAD (gnomAD v2.1.1). PP3: REVEL=0.993. PM5: Two other missense variants in
the same codon: NM_000527.5(LDLR):c.1474G>A (p.Asp492Asn), ClinVar 161285, classified as Pathogenic by these guidelines;
NM_000527.5(LDLR):c.1475A>G (p.Asp492Gly), ClinVar 251865, classified as Likely Pathogenic by these guidelines. Therefore PM5 is met.
PP4: Variant meets PM2 and is identified in 1 index case who fulfils Simon Broome criteria for FH diagnosis after alternative causes of high
cholesterol were excluded, reported in PMID 10208479 (Heath et al., 1999), from University College London Medical School, UK.

Met criteria codes

PP3 D v REVEL=0.993.

PP4 D v Variant meets PM2 and is identified in 1 index case who fulfils Simon Broome criteria for FH diagnosis after
alternative causes of high cholesterol were excluded, reported in PMID 10208479 by Heath et al, 1999, from
University College London Medical School, UK.

PM5 [:] v Two other missense variants in the same codon: NM_000527.5(LDLR):c.1474G>A(p.Asp492Asn (ClinVarlD 161285)
classified as Pathogenic by these guidelines. NM_000527.5(LDLR):c.1475A>G(p.Asp492Gly) (ClinVarlD 251865)
classified as Likely Pathogenic by these guidelines. Therefore PM5 is met.

PM2 D v PopMax MAF=0.00002 in Non-Finnish European population in gnomAD (gnomAD v2.1.1).

Not Met criteria codes

PS3 [:] % Functional data is not available.
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https://erepo.genome.network/evrepo/ui/summary/classification/407b6edd-ffe7-4abe-9722-8d4bfc2c0ea1/version
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