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Variant: NM_000527.5(LDLR):c.1027G>T (p.Gly343Cys)
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Gene: LDLR (HGNC:3949) NM_000527.5(LDLR):c.1027G>T (p.Gly343Cys)
Condition: hypercholesterolemia, familial (MONDO:0007750) NC_000019.10:9.11110738G>T
Inheritance Mode: Semidominant inheritance CM000681.2:9.11110738G>T
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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

The NM_000527.5 (LDLR):c.1027G>T (p.Gly343Cys) variant is classified as Pathogenic for Familial Hypercholesterolemia by applying
evidence codes (PM2, PP3, PP4, PP1_Strong, PM5, PM3) 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: This variant is
absent in gnomAD (gnomAD v2.1.1). PP3: REVEL=0.92, it is above 0.75. PP4: Variant meets PM2 and is identified in 1 index case who fulfil
criteria for FH after alternative causes of high cholesterol were excluded. The patient had LDL-C level of 16.62 mmol/L with xanthomas and
CHD, reported by Jelassi et al, 2009 and 2010, from Research Unit of Genetic and Biologic Factors of Atherosclerosis, Faculty of Medicine,
Monastir, Tunisia, PMID 18757057 and 20144596. PP1_Strong: Variant segregates with FH phenotype in 6 informative meiosis from 1
family: 5 affected relatives were positive, 1 unaffected relative was negative for the variant, reported by Jelassi et al, PMID 18757057 and
20144596. PM5: Three other variants at the same codon: NM_000527.5(LDLR):c.1028G>T (p.Gly343Val)(ClinVarID 440618) classified as
Likely Pathogenic, NM_000527.5(LDLR):c.1028G>A (p.Gly343Asp)(ClinVarID 251606) is classified as Likely Pathogenic,
NM_000527.5(LDLR):c.1027G>A (p.Gly343Ser)(ClinVariD 183106) is classified as Pathogenic by these guidelines, therefore PM5 is met.
PM3: Variant meets PM2 and is identified in an index case with homozygous FH phenotype with plasma LDL-C 16.62 mmol/L, reported by
Jelassi et al, PMID 18757057. This variant met enough pathogenic criteria toward Pathogenic classification by these guidelines before PM3
code applied. PS4 not met: Variant meets PM2 and is reported in 1 index case fulfil FH criteria and with homozygous FH phenotype, by
Jelassi et al, PMID 18757057 and 20144596. PS3 not met: Functional data is not available.

Met criteria codes

PP1_Strong D v Variant segregates with FH phenotype in 6 informative meiosis from 1 family: 5 affected relatives were positive, 1
unaffected relative was negative for the variant, reported by Jelassi et al, PMID 18757057 and 20144596.

PP3 D v REVEL=0.92, it is above 0.75.

PP4 Variant meets PM2 and is identified in 1 index case who fulfil criteria for FH after alternative causes of high
cholesterol were excluded. The patient had LDL-C level of 16.62 mmol/L with xanthomas and CHD, reported by
Jelassi et al, 2009 and 2010, from Research Unit of Genetic and Biologic Factors of Atherosclerosis, Faculty of

Medicine, Monastir, Tunisia, PMID 18757057 and 20144596.
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PM2 D v This variant is absent in gnomAD (gnomAD v2.1.1).

PM3 D v Variant meets PM2 and is identified in an index case with homozygous FH phenotype with plasma LDL-C 16.62
mmol/L, reported by Jelassi et al, PMID 18757057. This variant met enough pathogenic criteria toward Pathogenic
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classification by these guidelines before PM3 code applied.

PM5 a v Three other variants at the same codon: NM_000527.5(LDLR):c.1028G>T (p.Gly343Val)(ClinVarID 440618) classified
as Likely Pathogenic, NM_000527.5(LDLR):c.1028G>A (p.Gly343Asp)(ClinVarID 251606) is classified as Likely

Pathogenic, NM_000527.5(LDLR):c.1027G>A (p.Gly343Ser)(ClinVarID 183106) is classified as Pathogenic by these
guidelines, therefore PM5 is met.

Not Met criteria codes

PS3 a X Functional data is not available.
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