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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

NM_000527.5(LDLR):c.661G>T (p.Asp221Tyr) variant is classified as Pathogenic for Familial Hypercholesterolemia by applying evidence
codes (PP1_Strong, PS3, PM1, PM2, PS4_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: PP1_Strong -
Variant segregates with phenotype in 7 informative meiosis in at least 4 families from different labs (Cardiovascular Research
Group,Instituto Nacional de Saude Doutor Ricardo Jorge; Centre de Génétique Moléculaire et Chromosomique, Unité de génétique de
I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la Pitié-Salpétriere)): 6 affected family members have the variant and
1 non-affected family members do not have the variant. PS3 - PMID: 34167030 - Level 1 assay - Heterologous cells (CHO), FACS: Normal cell
surface LDLR, 5% LDL-LDLR binding and 8% uptake. PM1 - Missense at codon 221. PM2 is Met and it is exon 4. PM2 - This variant is absent
from gnomAD (gnomAD v2.1.1). PS4_moderate - Variant meets PM2. Variant identified in 9 unrelated index cases (1 case with Simon-
Broome published in PMID 32331935; 2 cases with Simon Broome criteria from Cardiovascular Research Group,Instituto Nacional de Saude
Doutor Ricardo Jorge; 6 cases with DLCN/Simon Broome criteria from Centre de Génétique Moléculaire et Chromosomique, Unité de
génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la Pitié-Salpétriere). PP3 - REVEL = 0.978. PP4 - Variant
meets PM2. Variant identified in 9 unrelated index cases (1 case with Simon-Broome published in PMID 32331935; 2 cases with Simon
Broome criteria from Cardiovascular Research Group,Instituto Nacional de Saude Doutor Ricardo Jorge; 6 cases with DLCN/Simon Broome
criteria from Centre de Génétique Moléculaire et Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne
Université, Hopital de la Pitié-Salpétriere).

Met criteria codes

PP1 Strong D v Variant segregates with phenotype in 7 informative meiosis in at least 4 families from different labs (Cardiovascular
Research Group,Instituto Nacional de Saude Doutor Ricardo Jorge; Centre de Génétique Moléculaire et
Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la
Pitié-Salpétriere)): 6 affected family members have the variant and 1 non-affected family members do not have the
variant.

PS3 D v PMID: 34167030 - Level 1 assay - Heterologous cells (CHO), FACS: Normal cell surface LDLR, 5% LDL-LDLR binding
and 8% uptake.

PS4 Moderate D v Variant meets PM2. Variant identified in 9 unrelated index cases (1 case with Simon-Broome published in PMID
32331935; 2 cases with Simon Broome criteria from Cardiovascular Research Group,Instituto Nacional de Saude
Doutor Ricardo Jorge; 6 cases with DLCN/Simon Broome criteria from Centre de Génétique Moléculaire et
Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la
Pitié-Salpétriere).
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https://cspec.genome.network/cspec/ui/svi/affiliation/50004

Variant meets PM2. Variant identified in 9 unrelated index cases (1 case with Simon-Broome published in PMID
32331935; 2 cases with Simon Broome criteria from Cardiovascular Research Group,Instituto Nacional de Saude
Doutor Ricardo Jorge; 6 cases with DLCN/Simon Broome criteria from Centre de Génétique Moléculaire et
Chromosomique, Unité de génétique de I'Obésité et des Dyslipidémies (APHP.Sorbonne Université, Hopital de la
Pitié-Salpétriere).

PM2 D v This variant is absent from gnomAD (gnomAD v2.1.1)

PM1 D v Missense at codon 221. PM2 is Met and it is exon 4

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

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

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

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

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

PM3 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 E] % PM1 is met, PM5 is not applicable

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

the guideline



BS2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

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

BP4 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP3 a % 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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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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