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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA023654.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/161286
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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Familial Hypercholesterolemia VCEP

NM_000527.5(LDLR):c.2252G>A (p.Arg751GIn) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying evidence codes (PM2, PS4 supporting 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 = 0.0001602 (0.01602%) in African/African American exomes+genomes (ghomAD v2.1.1). PS4 _supporting - Variant
meets PM2 and is identified in 2 unrelated index cases (1 case published in PMID: 16250003 (Fouchier et al., 2005), Netherlands; 1 case
published in PMID: 16159606 (Graham et al., 2005), United Kingdom). PP4 - Variant meets PM2. PMID: 16159606 - 1 case who fulfills
Simon-Broome criteria for FH.

Met criteria codes

PP4 D v Variant meet PM2. PMID: 16159606 - 1 case who fulfills Simon-Broome criteria for FH.
PM2 D v PopMax MAF = 0.0001602 (0.01602%) in African/African American exomes+genomes (gnomAD v2.1.1).
PS4 Supporting D v Variant meets PM2 and is identified in 2 unrelated index cases (1 case published in PMID: 16250003 (Fouchier et al.,

2005), Netherlands; 1 case published in PMID: 16159606 (Graham et al., 2005), United Kingdom).

Not Met criteria codes

PS1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PS3 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PP1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline



PP2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP3 D X REVEL = 0.506, it is not above 0.75, splicing evaluation required. Functional data on splicing not available. Variant is
exonic and at least 50bp downstream from canonical donor site and creates AG. MES scores: de novo variant = 5.2;
canonical acceptor = 8.76. Ratio de novo variant/canonical acceptor = 5.2/8.76 = 0.59 --- it is below 0.8 Variant is
not predicted to be damaging or alter splicing.

PM1 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM3 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 B0 x 1 other missense variant in the same codon: - NM_000527.5(LDLR):c.2251C>T (p.Arg751Trp) (ClinVar ID 926358) -
Uncertain significance by these guidelines There is no variant in the same codon classified as Pathogenic by these
guidelines.

PM4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM6 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS4 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 B0 x REVEL = 0.506, it is not below 0.5.

BP3 E] %



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

BP1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PVS1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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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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