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Familial Hypercholesterolemia VCEP

The NM_000527.5(LDLR):c.898A>G (p.Arg300Gly) variant is classified as likely Pathogenic variant for Familial Hypercholesterolemia by
applying evidence code PM2, PS3 and PS4 supporting 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_Met : PopMax MAF =
0.00003 in European (Non-Finnish) exomes (gnomAD v2.1.1) PS3_Met : Level 1 assay: Study of the whole LDLR cycle in Heterologous cells
(CHO-IdIA7 cells), WB+FACS+CLSM. LDLR expression was not statistically different as compared to control. Conversely, LDL binding (<60%)
and uptake (<60%) were significantly decreased (P<0.001). Interestingly, although the variant affects LDL binding and uptake, do not
affect VLDL uptake. This reveals that the conformational change occurring in the module does not propagate to the whole ligand binding
domain. (from PMID:25545329)

Met criteria codes

PS3 D v Level 1 assay: Study of the whole LDLR cycle in Heterologous cells (CHO-IdIA7 cells), WB+FACS+CLSM. LDLR
expression was not statistically different as compared to control. Conversely, LDL binding (<60%) and uptake
(<60%) were significantly decreased (P<0.001). Interestingly, although the variant affects LDL binding and uptake,
do not affect VLDL uptake. This reveals that the conformational change occurring in the module does not propagate
to the whole ligand binding domain. (from PMID:25545329)

PM2 D v PopMax MAF = 0.00003 in European (Non-Finnish) exomes (gnomAD v2.1.1)

Not Met criteria codes

BP4 B0 x REVEL = 0.556. It is not below 0.50.BP4 is not met

PS4 D X No clear data are reported.

PM1 D P 4 Variant is not located in a mutational hot spot and/or critical and well-established functional domain (exon 6).

PM5 D % There is 1 missense variant in the same codon (c.899G>A (p.Arg300Lys) not classified as pathogenic by these
guidelines.

PP3 D P 4 REVEL = 0.556. It is not above 0.75. Splicing evaluation is required Functional data on splicing not available: A) not
on limits B) does not create GT C) nearby GT MES scores: variant cryptic site=-14.9, wt cryptic site=-15.9, canonical
donor site=10.4 Ratio variant cryptic site/wt criptic site= 0.93 ----it is not above 1.1 Ratio variant cryptic
site/canonical donor site = - 1.43---- it is not above 0.95 PP3 is Not Met

PP4 [:] 4


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

variant met PM2 and was reported in 5 FH patients with DLCN>6 (PMID: 28965616 - LIPIGEN study- and PMID:
19318025). However 4 out 5 patients were compound heterozygotes. Therefore, we cannot exclude alternative
causes of high LDL-C
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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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