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The c.6976C>T (p.Arg2326Ter) creates a premature stop codon in exon 26, which is the last exon of the F8 gene. Therefore, protein is not
expected to undergo NMD and meets PVS1_Strong. This variant is completely absent from gnomAD v2.1.1 and v3.1.1, which meets
PM2_Supporting. More than 20 patients are reported in the literature with severe/moderate hemophilia A, meeting F8 phenotype criteria
for PS4_Very strong and PP4_Moderate. The variant was also reported in two affected brothers and their carrier mother, which meets
criteria for PP1 (PMID: 2987704). There is also at least one report of a de novo case where maternity was not confirmed, meeting
PS2_Moderate (PMID: 2104741). 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 F9: PVS1 _Strong, PS4 Very strong, PS2_Moderate,
PP4_Moderate, PM2_Supporting, PP1.

Met criteria codes

PP4 Moderate a v Counting one MLOF proband

PS2_Moderate a v 1 severe hemophilia A patient with de novo variant; maternity not confirmed.

PS4 Very a v Variant has been report in more than 20 individuals in the literature with severe/moderate hemophilia A. Therefore,
Strong criteria for PS4 Very strong is met.

PM2_Supporting B v Variant is absent in males in gnomAD v.2.1.1 and v3.1.

PP1 a v Variant identified in two affected brothers and their mother (2 meioses).

PVS1 Strong B v Variant causes an in frame stop that is not expected to undergo NMD.
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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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