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Variant: NM_000527.5(LDLR):c.1945C>T (p.Pro649S5er)

Version: 1.0
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CA1058568512 HGVS expressions
252121 (ClinVar) [4 NM_000527.5(LDLR):c.1945C>T (p.Pro649Ser)
Gene: LDLR (HGNC:3949) NM_000527.5:c.1945C>T
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11120191C>T
Inheritance Mode: Semidominant inheritance CM000681.2:9.11120191C>T
UUID: 0969c86e-9a9e-4c83-8df7-90c415971ff2 NC_000019.9:9.11230867C>T
Approved on: 2024/10/28 CM000681.1:9.11230867C>T
Published on: 2025/1/13 NC 000019.8:9.11091867C>T
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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

The NM_000527.5(LDLR):c.1945C>T (p.Pro649Ser) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying ACMG/AMP evidence codes PM2, PP3, PP4 and PS4_Supporting as defined by the ClinGen Familial
Hypercholesterolemia Expert Panel LDLR-specific variant curation guidelines (specification version 1.2) on 28 October 2024. The
supporting evidence is as follows: PM2: This variant is absent from gnomAD (gnomAD v4.1.0). PP3: REVEL = 0.766. PS4_Supporting, PP4:
Variant meets PM2 and is identified in at least 4 index cases who fulfill criteria for FH, after alternative causes of high cholesterol were
excluded (1 case with probable FH by Simon Broome criteria and 1 case with DLCN score >=6 from Centre de Génétique Moléculaire et
Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies, APHP.Sorbonne Université, Hopital de la Pitié-Salpétriere, France; 1
case with DLCN score >=6 from Research Lab of Molecular Genetics of Lipid Metabolism, Italy - Prof. M. Arca; 1 case with DLCN score >=6
from Meshkov et al 2021, PMID 33418990).

Met criteria codes

PP3 E] v REVEL = 0.766. It is above 0.75, so PP3 is met.

PP4 D v Variant meets PM2 and is identified in at least 1 index case fulfilling FH criteria (DLCN <=6), after alternative causes
of high cholesterol were excluded, from Centre de Génétique Moléculaire et Chromosomique, Unité de génétique de
I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la Pitié-Salpétriere)

PM2 D v This variant is absent from gnomAD (gnomAD v2.1.1 and v4.1).

PS4 _Supporting [:] v Variant meets PM2 and is identified in at least 4 index cases who fulfill criteria for FH, after alternative causes of high
cholesterol were excluded: 2 index cases from Centre de Génétique Moléculaire et Chromosomique (one fullfiling SB
criteria for probable FH and other fulfilling DLCN>=6) // 1 index case fulfilling DLCN>=6 from the Research Lab of
Molecular Genetics of Lipid Metabolism // 1 index case fulfilling DLCN>=6 from PMID:33418990.

Not Met criteria codes

PS1 [:] X No other variant with same amino acid change
PS2 D X No de novo occurrence

PS3 [:] % not met (no information or reports of functional data).


https://cspec.genome.network/cspec/ui/svi/doc/GN013?version=1.2.0
https://clinicalgenome.org/docs/clingen-familial-hypercholesterolemia-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-1-2/
https://clinicalgenome.org/docs/clingen-familial-hypercholesterolemia-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-1-2/
https://cspec.genome.network/cspec/ui/svi/doc/GN013/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50004

BP5 a X Not applicable

BP7 a X Missense variant

BP4 B0 x REVEL is not below 0.5

BP3 a X Missense variant

BP1 a X Not applicable

BP2 B P 4 Not identified in index cases with more than one variant

PP1 a x Variant segregates with FH phenotype in 1 relative positive for variant with LDL-C >75th percentile from the Centre
de Génétique Moléculaire et Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne
Université, Hopital de la Pitié-Salpétriere) (not in at least 2 informative meiosis, so PP1 is not met)

PP2 a X Not applicable

PM1 a % Variant located on exon 13 (not exon 4) and does not affect any cysteine residues listed on the FH VCEP guidelines

PM3 a % Not identified in index cases with more than one variant

PM5 a % NM_000527.5(LDLR):c.1946C>T (p.Pro649Leu) (ClinVar ID: 252122) considered as VUS by these guidelines.

PM4 a % Missense variant

BA1l a 4 This variant is absent from gnomAD (gnomAD v2.1.1 and v4.1).

PM6 a % No de novo occurrence

BS1 a 4 This variant is absent from gnomAD (gnomAD v2.1.1 and v4.1).

BS4 a % No non-segregation identified.

BS3 a % not met (no information or reports of functional data).

BS2 a % Not identified in normolipidemic individuals

PVS1 a 4 Missense variant
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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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