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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

NM_000527.5(LDLR):c.1322T>C (p.lle441Thr) variant is classified as Pathogenic for Familial Hypercholesterolemia by applying evidence
codes (PS3, PP1_Strong, PM2, PS4 Moderate, PP3 and PP4) as defined by the ClinGen Familial Hypercholesterolemia Expert Panel LDLR-
specific variant curation guidelines (https://doi.org/10.1101/2021.03.17.21252755). The supporting evidence is as follows: PS3 - Level 1
assay - PMID:25741862 - CHO cells, WB+FACS+CLSM, 7% low-density lipoprotein particle receptor biosynthetic process; 5% low-density
lipoprotein particle binding; 10% low-density lipoprotein particle clearance. PP1_strong - 6 informative meioses in 3 families identified by
Cardiovascular Research Group,Instituto Nacional de Saude Doutor Ricardo Jorge. PM2 - No population data was found for this allele in
gnomAD (gnomAD v2.1.1). PS4_moderate - Variant meets PM2. Variant identified in 9 index cases. PP3 - REVEL: 0,907. PP4 - Variant meets
PM2. Variant identified in 9 index cases fulfilling specific clinical criteria for FH (6 cases with Simon-Broome from Cardiovascular Research
Group,Instituto Nacional de Saude Doutor Ricardo Jorge; 3 cases with Simon-Broome criteria published in PMID: 20538126).

Met criteria codes

PM2 D v No population data was found for this allele in gnomAD (gnomAD v2.1.1).

PS3 D v Level 1 assay - PMID:25741862 - CHO cells, WB+FACS+CLSM, 7% low-density lipoprotein particle receptor
biosynthetic process; 5% low-density lipoprotein particle binding; 10% low-density lipoprotein particle clearance

PP3 [:] v REVEL: 0,907. Score is above 0,75.

PP4 D v Variant meets PM2. Variant identified in 9 index cases fulfilling specific clinical criteria for FH (6 cases with Simon-
Broome from Cardiovascular Research Group,Instituto Nacional de Saude Doutor Ricardo Jorge; 3 cases with Simon-
Broome criteria published in PMID: 20538126).

PP1 Strong D v 6 informative meioses in 3 families identified by Cardiovascular Research Group,Instituto Nacional de Saude Doutor
Ricardo Jorge.

PS4 _Moderate D v Variant meets PM2. Variant identified in 9 index cases (6 cases with Simon-Broome from Cardiovascular Research
Group,Instituto Nacional de Saude Doutor Ricardo Jorge; 3 cases with Simon-Broome criteria published in PMID:
20538126).

Not Met criteria codes

PM1 [:] P 4 Missense at codon 441. PM2 is Met, but it is not exon 4 or any of the 60 Cys residues listed. Not applicable.


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

PM3 a 4 Not identified in individuals with other variants.

PM5 a X No other missense variants classified as Pathogenic in the same codon. Two other missense variants described in the
same codon (accessed 19 August 2020): (1)NM_000527.5(LDLR):c.1322T>A (p.lle441Asn) (ClinVar ID 251782) -
classified as Likely pathogenic by these guidelines. (2)NM_000527.5(LDLR):c.1323C>G (p.lle441Met) (ClinVar ID
251784) - classified as VUS by these guidelines.

PM4 a % Missense variant. Not applicable.

PM6 B X No de novo cases were identified.

PS1 a X No variant described that leads to the same amino acid change.

PS2 B X No de novo cases were identified.

PP2 a X Not applicable.

BAl B % No population data was found for this allele in gnomAD (gnomAD v2.1.1).

PVS1 a X Missense variant. Not applicable.

BS2 B X No unaffected individuals identified with the variant.

BS1 a % No population data was found for this allele in gnomAD (gnomAD v2.1.1).

BS4 B % Only one family with non-segregations reported - at least two families are needed.

BS3 a 4 No functional study showing non-damaging effect on protein function or splicing.

BP5 B X Not applicable.

BP7 a % Missense variant. Not applicable.

BP4 B x REVEL: 0,907. Score is not below 0,15.

BP3 a 4 Not applicable.

BP1 B X Not applicable.

BP2 a 4



1 case has also APOE c.683G>A;p.(Trp228*) variant and has heterozygous FH phenotype (LDL not above 350mg/dl).
Other family members also have the APOE variant (Cardiovascular Research Group,Instituto Nacional de Saude
Doutor Ricardo Jorge). 2nd variant is not in LDLR, APOB or PCSK9, so BP2 is Not Met at this moment.
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