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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The ¢.1325G>T (NM_000133.4) variant in F9 is a missense variant predicted to cause substitution of Glycine by Valine at amino acid 442
(p.Gly442Vval). This variant has been reported in at least 2 probands meeting the hemophilia B phenotype criteria specified by the
Coagulation Factor Deficiency VCEP (PS4 _Moderate; PMID: 34590426). This variant is absent from gnomAD v2.1.1 and v3.1.1
(PM2_Supporting). The computational predictor REVEL gives a score of 0.906, which is above the threshold of 0.6, evidence that correlates
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with impact to F9 function (PP3). Another missense variant c.1234G>A, p.Gly442Arg in the same codon has been classified as pathogenic
for hemophilia B by the ClinGen Coagulation Factor Deficiency VCEP (PM5). In summary, this variant meets the criteria to be classified as
Likely Pathogenic for X-linked recessive hemophilia B based on the ACMG/AMP criteria applied, as specified by the ClinGen Coagulation
Factor Deficiency VCEP: PM5, PS4_Moderate, PP3, PM2_Supporting. (ClinGen Coagulation Factor Deficiency Expert Panel Specifications to
the ACMG/AMP Variant Interpretation Guidelines for F9 Version 1.0.0., Released 10/5/2023)

Met criteria codes

PS4 _Moderate B v This variant has been reported in at least 2 probands meeting the hemophilia B phenotype criteria specified by the
Coagulation Factor Deficiency VCEP (PS4 _Moderate; PMID: 34590426).

PP3 B v The computational predictor REVEL gives a score of 0.906, which is above the threshold of 0.6, evidence that
correlates with impact to F9 function (PP3). SpliceAl predicts no impact on splicing with a delta score of 0.

PM5 a v Another missense variant c.1234G>A, p.Gly442Arg in the same codon has been classified as pathogenic for
hemophilia B by the ClinGen Coagulation Factor Deficiency VCEP (PM5).

PM2_Supporting a v This variant is absent from gnomAD v2.1.1 and v3.1.1 (PM2_Supporting).
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ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/56d20b80-5fed-47eb-a200-9a7f1b303bc5/version

