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Variant: NM_000527.5(LDLR):c.2479G>A (p.Val827lle)

Version: 1.0
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CA02367712 HGVS expressions
36462 (Clinvar) (4 NM_000527.5:c.2479G>A
Gene: LDLR (HGNC:3949) NM_000527.5(LDLR):c.2479G>A (p.Val827lle)
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11129602G>A
Inheritance Mode: Semidominant inheritance CM000681.2:9.11129602G>A
UUID: 7013887c-0f2d-4f01-93b1-32e2c36dc390 NC_000019.9:9.11240278G>A
Approved on: 2021-06-22 CM000681.1:9.11240278G>A
Published on: 2021-06-24 NC_000019.8:9.11101278G>A
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ENST00000558518.6:¢.2479G>A
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NM_000527.4:c.2479G>A
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NM_001195803.1:c.1945G>A
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NM_001195800.2:c.1975G>A
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA023677.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/36462
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.2479G>A (p.Val827Ile) variant is classified as variant of Uncertain significance for Familial Hypercholesterolemia by
applying evidence codes (PP1 and PP3) as defined by the ClinGen Familial Hypercholesterolemia Expert Panel LDLR-specific variant
curation guidelines (https://doi.org/10.1101/2021.03.17.21252755). The supporting evidence is as follows: PP1 - Variant segregates with
FH phenotype in 3 informative meiosis from Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and Transplantation). PP3 -
REVEL: 0,771. Score is above 0,75.

Met criteria codes

PP1 v Variant segregates with FH phenotype in 3 informative meiosis from Molecular Genetics Laboratory (Centre for
Cardiovascular Surgery and Transplantation).

PP3 v REVEL: 0,771. Score is above 0,75.

Not Met criteria codes

PVS1 P 4 Missense variant. Not applicable.

PS1 % No variant described that leads to the same amino acid change.

PS2 x No de novo cases were identified.

PS3 P 4 No functional assays performed/found - not applicable.

PS4 P 4 PM2 is not met. Not applicable.

PP2 % Not applicable.

PP4 % PM2 is not met. Not applicable.

BAl P 4 FAF = 0.0007719 (0.08%) in Latino exomes (gnomAD v2.1.1). FAF is not above 0.5%.

PM6 b 4 No de novo cases were identified.


https://cspec.genome.network/cspec/ui/svi/affiliation/50004
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PopMax MAF = 0.01649 (1.65%) in Ashkenazi Jewish exomes (gnomAD v2.1.1). MAF is not below 0.02%.

Missense at codon 827 - it is not exon 4 or any of the 60 Cys residues listed. Not applicable.

PM?2 is not met. Not applicable.

FAF = 0.0007719 (0.08%) in Latino exomes (gnomAD v2.1.1). FAF is not above 0.2%.

insuficient information

No functional assays performed/found - not applicable.

No other missense variants classified as Pathogenic by these guidelines. Two missense variants described in the
same codon (accessed 19 August 2020): (1)NM_000527.4(LDLR):c.2479G>T (p.Val827Phe) (ClinVar ID 375840) -
VUS by these guidelines. (2)NM_000527.5(LDLR):c.2480T>A (p.Val827Asp) (ClinVar ID 963080) - VUS by these
guidelines.

Missense variant. Not applicable.

Two unaffected heterozygous carriers from Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and
Transplantation). At least 3 htz unaffected carriers are needed for adding this point. BS2 not met.

Not applicable.

Missense variant. Not applicable.

REVEL: 0,771. Score is not below 0,15.

Not applicable.

Not applicable.

Not applicable.


https://erepo.genome.network/evrepo/ui/summary/classification/7013887c-0f2d-4f01-93b1-32e2c36dc390/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.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

