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Variant: NM_000527.5(LDLR):c.1189T>C (p.Ser397Pro)
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CA404084655 12 HGVS expressions
923326 (ClinVar) (4 NM_000527.5:c.1189T>C
Gene: LDLR (HGNC:3949) NM_000527.5(LDLR):c.1189T>C (p.Ser397Pro)
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11113280T>C
Inheritance Mode: Semidominant inheritance CM000681.2:9.11113280T>C
UUID: fcdc1140-e906-4094-ae0a-feca9047e230 NC_000019.9:9.11223956T>C
Approved on: 2023/6/23 CM000681.1:9.11223956T>C
Published on: 2025/9/16 NC_000019.8:9.11084956T>C
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https://www.ncbi.nlm.nih.gov/clinvar/variation/923326
https://www.ncbi.nlm.nih.gov/gene/3949
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https://www.clinicalgenome.org/affiliation/50004
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

Familial Hypercholesterolemia VCEP

The NM_000527.5(LDLR):c.1189T>C (p.Ser397Pro) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying ACMG/AMP evidence code PM2 as defined by the ClinGen Familial Hypercholesterolemia Expert Panel
LDLR-specific variant curation guidelines (specification version 1.2) on 23 June 2023. The supporting evidence is as follows: PM2: This
variant is absent from gnomAD (gnomAD v20210610).

Met criteria codes

PM2 a v This variant is absent from gnomAD (gnomAD v20210610).

Not Met criteria codes

PM5 B D 4 2 other missense variants in the same codon: - NM_000527.5(LDLR):c.1189T>A (p.Ser397Thr) (ClinVar ID 251725) -
Uncertain significance by these guidelines - NM_000527.5(LDLR):c.1190C>T (p.Ser397Phe) (ClinVar ID 925475) -
Uncertain significance by these guidelines There are no variants in the same codon classified as Pathogenic by these

guidelines.

BS1 a P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 a X There are no variants causing the same amino acid change classified as Pathogenic by these guidelines.

BP4 B 4 REVEL = 0.502, it is not below 0.50.

BAl a P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP3 a % REVEL = 0.502, it is not above 0.75, splicing evaluation required. Functional data on splicing not available. A) Variant

within limits MES scores: canonical site variant = 7.47; canonical acceptor wt = 6.59. Ratio: 7.47/6.59 = 1.13---- It is
not <0.8. Variant is not predicted to alter splicing
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https://erepo.genome.network/evrepo/ui/summary/classification/fcdc1140-e906-4094-ae0a-feca9047e230/version

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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