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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The NM_000132.3(F8):c.6744G>T (p.Trp2248Cys) is reported in at least 19 patients with mild, moderate or severe hemophilia A in the
literature reviewed (PMID: 17222201, 18691168, 15921397, 1301932, 17610560). There are several additional probands with the variant
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reported in the EAHAD database, recorded from the literature and unpublished sources. There are also individuals reported with a history
of inhibitor development to factor Vill replacement therapy (EAHAD/CDC Champs Databases). The variant is absent from gnomAD v2.1.1
and v3 meeting PM2_Supporting. This missense variant has a REVEL score of 0.925 (>0.6), meeting criteria for PP3. In summary, this
variant meets criteria to be classified as pathogenic. ACMG/AMP criteria applied, as specified by the Coagulation Factor Deficiency Variant
Curation Expert Panel for F8/F9: PS4 Very Strong, PP3, PM2_Supporting.

Met criteria codes

PP3 B v The ¢c.6744G>T (p.Trp2248Cys) missense variant has a REVEL score of 0.925 (>0.6)

PM2_Supporting a v The c.6744G>T (p.Trp2248Cys) variant is completely absent from population databases (gnomAD v2.1.1/gnomAD
v3)

PS4 a v At least 19 individuals who meet F8 phenotype criteria with mild-severe hemophilia A are reported in the literature

(PMID: 17222201, 18691168, 15921397, 1301932, 17610560), meeting PS4_Very Strong.
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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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