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Variant: NM_000527.5(LDLR):c.1928C>T (p.Ala643Val)

Version: 1.2
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CA1058568512 HGVS expressions
252115 (ClinVar) 4 NM_000527.5(LDLR):c.1928C>T (p.Ala643Val)
Gene: LDLR (HGNC:3949) NM_000527.5:c.1928C>T
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11120174C>T
Inheritance Mode: Semidominant inheritance CM000681.2:9.11120174C>T
UUID: 656f504a-4c79-4833-b888-b28a2118cd3d NC_000019.9:9.11230850C>T
Approved on: 2024/7/2 CM000681.1:9.11230850C>T
Published on: 2024/9/24 NC_000019.8:9.11091850C>T
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ENST00000558518.6:¢.1928C>T
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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/CA10585683.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/252115
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.1928C>T (p.Ala643Val) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying ACMG/AMP evidence codes PM2, BP4 and PP4 as defined by the ClinGen Familial Hypercholesterolemia
Expert Panel LDLR-specific variant curation guidelines (specification version 1.2) on 2 July 2024. The supporting evidence is as follows:
PM2: This variant is absent from gnomAD (gnomAD v2.1.1). BP4: REVEL = 0.481; score is below 0.50, splicing evaluation required. A). Not
on limits. B). it creates a GT. Variant is exonic and at least 50bp upstream/downstream from canonical donor/acceptor site and creates a de
novo GT. MES scores: variant cryptic site = -9.79, WT cryptic site = -17.54, canonical donor site= 10.28. De novo score is nhegative, so it is
not used. Variant is not predicted to alter splicing. PP4: Variant meets PM2 and is identified in at least 1 index case who fulfills Simon-
Broome criteria for FH (PMID 20809525) after alternative causes of high cholesterol were excluded.

Met criteria codes

PM2 D v This variant is absent from gnomAD (gnomAD v2.1.1)

BP4 D v REVEL = 0.481; score is below BP4 threshold of 0.5 Splicing evaluation required A). Not on limits B). Variant does not
create an AG but it does create a GT Variant is exonic and at least 50bp upstream/downstream from canonical
donor/acceptor site and creates a de novo GT MES scores: variant cryptic site = -9.79, WT cryptic site = -17.54,
canonical donor site= 10.28 Ratio de novo variant/canonical donor = -9.79/10.28 = -0.95 --- it is not above 0.9. It is
below 0.8 --> Variant is not predicted to alter splicing and meets BP4.

PP4 [:] v Variant meets PM2 and is identified in at least 1 index case who fulfills SB definite FH (PMID: 20809525) after
alternative causes of high cholesterol were excluded.

Not Met criteria codes

PM5 [:] X The NM_000527.5(LDLR):c.1927G>C (p.Ala643Pro) is classified as VUS by the FH VCEP guidelines.

PP3 D % REVEL = 0.481; score is below PP3 threshold of 0.75 Splicing evaluation required A). Not on limits B). Variant does
not create an AG but it does create a GT Variant is exonic and at least 50bp upstream/downstream from canonical
donor/acceptor site and creates a de novo GT MES scores: variant cryptic site = -9.79, WT cryptic site = -17.54,
canonical donor site= 10.28 Ratio de novo variant/canonical donor = -9.79/10.28 = -0.95 --- it is not above 0.9. It is
below 0.8, so meets BP4.

Curation History '


https://erepo.genome.network/evrepo/ui/summary/classification/656f504a-4c79-4833-b888-b28a2118cd3d/version
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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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.
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