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CA02342214 HGVS expressions
183108 (ClinVar) (% NM_000527.5:c.1133A>C
Gene: LDLR (HGNC:3949) NM_000527.5(LDLR):c.1133A>C (p.GIn378Pro)
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11111586A>C
Inheritance Mode: Semidominant inheritance CM000681.2:9.11111586A>C
UUID: fcal9a2f-0ac0-4e25-92fc-299cd965e460 NC_000019.9:9.11222262A>C
Approved on: 2022/5/6 CM000681.1:9.11222262A>C
Published on: 2022/12/24 NC_000019.8:9.11083262A>C
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA023422.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/183108
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.1133A>C (p.GIn378Pro) variant is classified as likely pathogenic for Familial Hypercholesterolemia by applying
evidence code PM2, PS4 _Moderate, PM3, PP1_Moderate, PP3, and PP4 as defined by the ClinGen Familial Hypercholesterolemia Expert
Panel LDLR-specific variant curation guidelines (https://doi.org/10.1016/j.gim.2021.09.012). The supporting evidence is as follows: PM2:
PopMax MAF = 0.00001760 (0.001760%) in European (non-Finnish) exomes (gnomAD v2.1.1). PP3: REVEL = 0.754. PP1_moderate: Variant
segregates with FH phenotype in at least 4 informative meiosis from 1 family from Molecular Genetics Laboratory (Centre for
Cardiovascular Surgery and Transplantation). PS4_moderate: Variant meets PM2 and is identified in at least 6 unrelated index cases: 1
case from Molecular Genetics Laboratory (Centre for Cardiovascular Surgery and Transplantation) with Simon Broome definite criteria; 1
case from Cardiovascular Genetics Laboratory (PathWest Laboratory Medicine WA) with Dutch lipid clinic network >=6; 1 case from Mayo
Clinic Atherosclerosis and Lipid Genomics Laboratory with Dutch lipid clinic network >=6; 1 case from South Africa in PMID: 9664576; 1
case from Spain in PMID: 15241806; 1 case from Italy in PMID: 23375686. PM3: PMID: 27784735 - variant identified in two children with
homozygous FH: in one patient confirmed in trans with LDLR p.lle792Thr and in the second patient confirmed in trans with a LP/P LDLR
exonic deletion; given this exonic deletion is LP/P, PM3 applies. PP4: Variant meets PM2 and is identified in >1 index case who fulfill clinical
criteria for FH, after alternative causes of high cholesterol were excluded. Note: BS3 not met: PMID: 32015373 - Level 1 assay:
Heterologous cells, FACS assays - results - cell surface LDLR (96%), binding (101%) were normal; LDL uptake (80%) activity is not above
90%, so BS3 not met. This result suggests this variant may only have a minor effect (i.e. 20% reduction in LDL uptake), although this is not
insignificant.

Met criteria codes

PP3 D v REVEL = 0.754. It is above 0.75

PP4 D v Variant meets PM2 and is identified in >1 index case who fulfill clinical criteria for FH, after alternative causes of
high cholesterol were excluded.

PM3 [:] v PMID: 27784735 - variant identified in two children with homozygous FH: in one patient confirmed in trans with LDLR
p.lle792Thr and in the second patient confirmed in trans with a LP/P LDLR exonic deletion; given this exonic deletion
is LP/P, PM3 applies.

PM2 PopMax MAF = 0.00003 (0.003%) in European non-Finnish exomes (gnomAD v2.1.1).
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PS4_Moderate Variant meets PM2 and is identified in at least 6 unrelated index cases: - 1 case from Molecular Genetics Laboratory
(Centre for Cardiovascular Surgery and Transplantation) with Simon Broome definite criteria - 1 case from
Cardiovascular Genetics Laboratory (PathWest Laboratory Medicine WA) with Dutch lipid clinic network >=6 - 1 case
from Mayo Clinic Atherosclerosis and Lipid Genomics Laboratory with Dutch lipid clinic network >=6 -1 case from

South Africa in PMID: 9664576 -1 case from Spain in PMID: 15241806 -1 case from Italy in PMID: 23375686
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PP1_Moderate [:] v Variant segregates with FH phenotype in at least 4 informative meiosis from 1 family from Molecular Genetics
Laboratory (Centre for Cardiovascular Surgery and Transplantation)


https://cspec.genome.network/cspec/ui/svi/affiliation/50004
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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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