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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

NM_000133.4(F9):c.224G>A (p.Arg75GIn) missense variant has a REVEL score of 0.904, which meets criteria for PP3. This variant is absent
from males in population databases (gnomAD v2.1.1/gnomAD v3). Approximately 24 patients are reported in the literature with mild
hemophilia B and this variant, meeting F9 phenotype criteria for PS4_Very strong (PMID: 31064749, PMID: 2066105, PMID: 8314564, PMID:
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29296726, PMID: 27213901, PMID: 2773937). 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: PS4 _Very strong, PP4_Moderate, PP3,
PM2_supporting.

Met criteria codes

PP4 Moderate B v Counting one of the MLOF probands

PM2_Supporting a v This variant is absent from males in population databases (gnomAD v2.1.1/gnomAD v3).

PP3 B v REVEL score is 0.904, which is below the 0.6 cutoff.

PS4 Very a v Greater than 16 individuals reported in the literature with mild hemophilia B. The criterion is met at the very strong
Strong evidence level.

Not Met criteria codes

PM1 a X Variant is not within exons 3, 4 or 5.
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