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Evidence submitted by expert panel

Familial Hypercholesterolemia VCEP

The NM_000527.5(LDLR):c.1952A>T (p.Asp651Val) variant is classified as Uncertain significance - insufficient evidence for Familial
Hypercholesterolemia by applying evidence codes PM2 and PP3 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 from gnomAD (gnomAD v2.1.1), so PM2 is met. PP3: REVEL = 0.793. It is above 0.75, so PP3 is met.

Met criteria codes

PP3 a v REVEL = 0.793. It is above 0.75, so PP3 is met.

PM2 B v This variant is absent from gnomAD (gnomAD v2.1.1), so PM2 is met.

Not Met criteria codes

BS2 a X No data available.

PVS1 a % Not a null variant (nonsense, frameshift, canonical +/- 1 or 2 splice sites, initiation codon, single or multiexon
deletion)

BS1 B X This variant is absent from gnomAD (gnomAD v2.1.1).

BS4 a X No data available.

BS3 B X No data available.

BP4 B0 x REVEL = 0.793 (>0.5)

BP3 B X Not a In-frame deletions/insertions variant

BP2 a X No data available.

PS1 B % No other missense variant in the same codon resulting in the same amino acid change.


https://cspec.genome.network/cspec/ui/svi/doc/GN013?version=1.2.0
https://clinicalgenome.org/docs/clingen-familial-hypercholesterolemia-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-1-2/
https://clinicalgenome.org/docs/clingen-familial-hypercholesterolemia-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-1-2/
https://cspec.genome.network/cspec/ui/svi/doc/GN013/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50004

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

PS3 G 4 No data available.

PS4 B X No data available.

BAl G X This variant is absent from gnomAD (gnomAD v2.1.1).

PP1 B X No data available.

PP4 a X No data available.

PM1 B X Not in exon 4 and not a cysteine residue.

PM3 G 4 No data available.

PM5 B P 4 2 other missense variants in the same codon: - NM_000527.5(LDLR):c.1951G>A (p.Asp651Asn) (ClinVar ID 183128) -
Uncertain significance by these guidelines - NM_000527.5(LDLR):c.1951G>T (p.Asp651Tyr) (ClinVar ID 252127) -
Uncertain significance by these guidelines There are no variant in the same codon classified as Pathogenic by these
guidelines.

PM4 a 4 Not a In-frame deletions/insertions variant

PM6 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.

ClinGen Terms of Use.
» Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

