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Variant: NM_000527.5(LDLR):c.709C>T (p.Arg237Cys)

CA10585102 4

251421 (Clinvar) 4
Gene: LDLR (HGNC:3949)

Condition: hypercholesterolemia, familial (MONDO:0007750)
Inheritance Mode: Semidominant inheritance
UUID: 0f079b07-dce5-4c8b-9a40-120dc80b5e35

Approved on: 2022/4/30
Published on: 2022/4/30

HGVS expressions

NM_000527.5(LDLR):c.709C>T (p.Arg237Cys)
NM_000527.5:c.709C>T
NC_000019.10:9.11106579C>T
CM000681.2:9.11106579C>T
NC_000019.9:9.11217255C>T
CM000681.1:9.11217255C>T
NC_000019.8:9.11078255C>T
NG_009060.1:9.22199C>T
ENST00000252444.10:c.967C>T
ENST00000559340.2:c.709C>T
ENST00000560467.2:c.709C>T
ENST00000558518.6:c.709C>T
ENST00000252444.9:¢.963C>T
ENST00000455727.6:¢.314-813C>T
ENST00000535915.5:¢.586C>T
ENST00000545707.5:c.328C>T
ENST00000557933.5:c.709C>T
ENST00000558013.5:c.709C>T
ENST00000558518.5:c.709C>T
ENST00000558528.1:n.224C>T
ENST00000560467.1:c.309C>T
NM_000527.4:c.709C>T
NM_001195798.1:c.709C>T
NM_001195799.1:c.586C>T
NM_001195800.1:c.314-813C>T
NM_001195803.1:c.328C>T
NM_001195798.2:c.709C>T
NM_001195799.2:c.586C>T
NM_001195800.2:c.314-813C>T
NM_001195803.2:c.328C>T
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA10585102.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/251421
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

NM_000527.5(LDLR):c.709C>T (p.Arg237Cys) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying evidence code PM2, PS4 Moderate and PP4 as defined by the ClinGen Familial Hypercholesterolemia
Expert Panel LDLR-specific variant curation guidelines (https://doi.org/10.1016/j.gim.2021.09.012). The supporting evidence is as follows:
PM2 - PopMax MAF = 0.00009799 (0.01%) in South Asian exomes (gnomAD v2.1.1). PS4 Supporting - Variant meets PM2 and is reported in
3 unrelated index cases, two with possible SB criteria (PMID 20236128 and Molecular Genetics Laboratory (Centre for Cardiovascular
Surgery and Transplantation)), one with DLCN >= 6 criteria (PMID 30293936). PP4 - Variant meets PM2 and is reported in 3 unrelated index
cases, two with possible SB criteria (PMID 20236128 and Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and
Transplantation)), one with DLCN >= 6 criteria (PMID 30293936).

Met criteria codes

PP4 D v Variant meets PM2 and is reported in 3 unrelated index cases, two with possible SB criteria (PMID 20236128 and
Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and Transplantation)), one with DLCN >= 6
criteria (PMID 30293936).

PM2 D v PopMax MAF = 0.00009799 (0.01%) in South Asian exomes (gnomAD v2.1.1).

PS4 _Supporting [:] v Variant meets PM2 and is reported in 3 unrelated index cases, two with possible SB criteria (PMID 20236128 and
Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and Transplantation)), one with DLCN >= 6
criteria (PMID 30293936).

Not Met criteria codes

PS1 D % no other missense variants at same codon with same aa change

PP3 [:] P 4 REVEL = 0.743. It is not above 0.75, plicing evaluation required. There is no functional data on splicing available.
Variant is exonic, and at least 50 bp upstream from canonical donor site but does not create an AG, so PP3 is not
met.

PM5 D % There is one other missense variant in the same codon NM_000527.5(LDLR):c.710G>A (p.Arg237His). It is

considered as Uncertain significance - insufficient evidence by this guidelines. PM5 is not met.
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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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