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Variant: NM_000527.5(LDLR):c.1837G>A (p.Val613lle)
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CAO23595 1 HGVS expressions
161288 (ClinVar) (4 NM_000527.5(LDLR):c.1837G>A (p.Val613lle)
Gene: LDLR (HGNC:3949) NM_000527.5:c.1837G>A
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11116990G>A
Inheritance Mode: Semidominant inheritance CM000681.2:9.11116990G>A
UUID: 9ea4b7fb-e7b9-43aa-b887-aaedf6ae8270 NC_000019.9:9.11227666G>A
Approved on: 2025/3/28 CM000681.1:9.11227666G>A
Published on: 2025/6/30 NC 000019.8:9.11088666G>A
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Familial Hypercholesterolemia VCEP

The NM_000527.5(LDLR):c.1837G>A (p.Val613lle) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying ACMG/AMP evidence codes PM2, PS4_Supporting and PP4 as defined by the ClinGen Familial
Hypercholesterolemia Expert Panel LDLR-specific variant curation guidelines (specification version 1.2) on 28 March 2025. The supporting
evidence is as follows: PM2: PopMax MAF = 0.00005340 (0.005%) in African/African American exomes+genomes (gnomAD v4.1.0).

PS4 Supporting, PP4: Variant meets PM2 and is identified in 2 unrelated index cases meeting FH criteria (1 case in PMID 19837725
(Whittall et al., 2010), UK; 1 case in PMID 16250003 (Fouchier et al., 2005), Netherlands).
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Variant meets PM2 and is identified in 2 unrelated index cases who fulfill clinical criteria for FH from previous studies
(see PS4 for details), after alternative causes of high cholesterol were excluded. So, PP4 is met.

PopMax MAF = 0.00005340 (0.005%) in African/African American exomes+genomes (gnomAD v4.1.0). So, PM2 is
met.

Variant meets PM2 and is identified in 2 index cases (1 case with Simon Broome criteria of possible/definite FH in
PMID 19837725 (Whittall et al., 2010); 1 case with FH based on Defesche in PMID: 16250003 (Fouchier et al., 2005),
Netherlands). So, PS4 _Supporting is met.

FAF= 0.00001663 in African/African American exomes+genomes (gnomAD v4.1.0).

REVEL= 0.564. It is above 0.5.

No in-frame deletions/insertions.

No data available.

FAF= 0.00001663 in African/African American exomes+genomes (gnomAD v4.1.0).

No data available.


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

BS3 B 4 No data available.

BS2 G X No data available.

PP1 B 4 No data available.

PP3 a X REVEL= 0.564. Functional data on splicing not available. A) variant not on limits. B) variant is exonic and at least
50bp downstream from the canonical acceptor site, but it does not create GT. C) there is no GT nearby. Variant is not
predicted to alter splicing.

PM6 E X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM1 G X Not on exon 4. Not a cysteine residue.

PM3 B 4 No data available.

PM5 a 4 The variant is the only variant found in this codon.

PM4 B 4 No in-frame deletions/insertions.

PS1 a 4 The variant is the only variant found in this codon.

PS2 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 E X No data available.
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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.
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