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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The NM_000132.4(F8):c.766T>A; p.Tyr256Asn is a missense variant that is absent from gnomAD v2.1.1/gnomAD v3 meeting
PM2_Supporting. The variant is predicted to have a deleterious effect with a REVEL score of 0.942, which is greater than the ClinGen CFD
threshold for PP3 (>0.6) meeting PP3. This variant has been observed in at least 4 probands in the literature with mild hemophilia A
(PP4_Moderate, PMID:29296726; PS4_Moderate, PMID:29296726, 16786531). In summary, this variant meets the criteria to be classified as


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA414918961.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/618107
https://www.ncbi.nlm.nih.gov/gene/2157
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0010602
http://clinicalgenome.org/affiliation/50041
https://cspec.genome.network/cspec/ui/svi/doc/GN071?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN071/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50041

likely pathogenic for hemophilia A. ACMG/AMP criteria applied, as specified by the Coagulation Factor Deficiency Variant Curation Expert
Panel using v1.0.0 rule specifications for F8: PS4_Moderate, PP4_Moderate, PM2_Supporting, PP3.

Met criteria codes

PP4_Moderate a v The c.766T>A, p.Tyr256Asn variant has been observed in a patient with mild hemophilia A without type 2N von
Willebrand disease ruled out (2 points PP4, PMID:29296726, PP4_Moderate).

PP3 a v The c.766T>A, p.Tyr256Asn variant is predicted to have a deleterious effect (REVEL score of 0.942; PP3), which is
greater than the Clingen CFD threshold for PP3 (>0.6).

PS4 _Moderate B v The c.766T>A, p.Tyr256Asn variant has been observed at least 3 patients with mild hemophilia A without type 2N
von Willebrand disease ruled out (2 points PS4, PMID:29296726, 1 point PS4, PMID:16786531; PS4_Moderate).

PM2_Supporting a v The c.766T>A, p.Tyr256Asn variant is absent from population databases (gnomAD v2.1.1/gnomAD v3;
PM2_Supporting)
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