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Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11116902C>A
Inheritance Mode: Semidominant inheritance CM000681.2:9.11116902C>A
UUID: 295fc36b-5d7c-4f30-bf9c-8e36ef2a340b NC_000019.9:9.11227578C>A
Approved on: 2023/11/7 CM000681.1:9.11227578C>A
Published on: 2024/12/24 NC_000019.8:9.11088578C>A

NG_009060.1:9.32522C>A
ENST00000252444.10:¢.2007C>A
ENST00000559340.2:c.1705+690C>A
ENST00000560467.2:c.1629C>A
ENST00000558518.6:c.1749C>A
ENST00000252444.9:c.2003C>A
ENST00000455727.6:c.1245C>A
ENST00000535915.5:c.1626C>A
ENST00000545707.5:c.1368C>A
ENST00000557933.5:c.1749C>A
ENST00000558013.5:c.1749C>A
ENST00000558518.5:c.1749C>A
ENST00000559340.1:¢.426+690C>A
NM_000527.4:c.1749C>A
NM_001195798.1:c.1749C>A
NM_001195799.1:c.1626C>A
NM_001195800.1:c.1245C>A
NM_001195803.1:c.1368C>A
NM_001195798.2:c.1749C>A
NM_001195799.2:c.1626C>A
NM_001195800.2:¢c.1245C>A
NM_001195803.2:c.1368C>A

Met criteria codes )

Not Met criteria codes €I

Expert Panel

Familial Hypercholesterolemia VCEP [

Criteria Specification Information


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA10585596.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/252014
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

(ps1 W ps3 |l psa ff pr1 || PP2 i PM1 | (4 Criteria Specification: ClinGen Familial
[ pm3 | PM4 | [ BS2 | Hypercholesterolemia Expert Panel Specifications to the
(Bs1 |l Bsa ) Bs3 | Bra |f BP3 Jf BP1 | ACMG/AMP Variant Classification Guidelines Version 1.2
7z fors. Z PDF

) ) [4" Criteria Specification Approval History
Evidence Links @ [ Criteria Specifications for this VCEP

Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

NM_000527.5(LDLR):c.1749C>A (p.His583GIn) variant is classified as Likely Pathogenic for Familial Hypercholesterolemia by applying
ACMG/AMP evidence codes PM2, PM5, PP3 and PP4 as defined by the ClinGen Familial Hypercholesterolemia Expert Panel LDLR-specific
variant curation guidelines (specification version 1.2) on 7 November 2023. The supporting evidence is as follows: PM2: This variant is
absent from gnomAD (gnomAD v2.1.1). PP3: REVEL = 0.805. PM5: There is 1 variant in the same codon classified as Pathogenic by these
guidelines, NM_000527.5(LDLR):c.1747C>T (p.His583Tyr) (ClinVar ID: 200921). PP4: Variant meets PM2 and is identified in at least 1 index
case with DLCN score >=6, after alternative causes of high cholesterol were excluded, from PMID 19318025 (Alonso et al., 2009).

Met criteria codes

PP3 E] v REVEL = 0.805. 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 DLCN criteria = 6 for FH, after alternative
causes of high cholesterol are excluded, from PMID: 19318025.

PM2 [:] v This variant is absent from gnomAD (gnomAD v2.1.1).

PM5 D v NM_000527.5(LDLR):c.1747C>T (p.His583Tyr) (ClinVar ID: 200921) considered as pathogenic by these guidelines.

Not Met criteria codes

PS1 D % Another variant gives the same amino acid change, NM_000527.5(LDLR):c.1749C>G (p.His583GIn) (ClinVar ID:
441220), but is classified as uncertain significance by these guidelines.

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

PS4 D % not met, (no information of index cases or report of segregation data/cases).
PP1 [:] P 4 not met, (no information of index cases or report of segregation data/cases).
PP2 D 4 N/A according to FHVCEP guidelines

PM1 [:] X Variant in exon 12 of the LDLR gene (not located at exon 4)


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

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

PM4 B X Missense variant, exon 12 - LDLR gene

BAl a X This variant is absent from gnomAD (gnomAD v2.1.1).

BS2 E P 4 not met, (no information of index cases or report of segregation data/cases).
PVS1 a % Missense variant, exon 12 - LDLR gene

BS1 B % This variant is absent from gnomAD (gnomAD v2.1.1).

BS4 a % not met, (no information of index cases or report of segregation data/cases).
BS3 B % not met (no information or reports of functional data).

BP4 a x REVEL = 0.805. It is not bellow 0.5, so BP4 is not met.

BP3 B % Missense variant, exon 12 - LDLR gene

BP1 a 4 N/A according to FHVCEP guidelines

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

BP5 a X N/A according to FHVCEP guidelines

BP7 B X Missense variant, exon 12 - LDLR gene
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