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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The c.1660A>G (p.Ser554Gly) missense variant has a REVEL score of 0.938 which meets PP3 criteria (threshold >0.6). This variant is
present in 1 hemizygote in gnomAD v2.1.1 and therefore, does not meet criteria for rarity in the population. Fifty-three patients are
reported in Johnsen, et. al. 2107 with mild/moderate hemophilia A and the Gly554Ser variant, meeting F8 phenotype criteria for PS4_Very
strong and PP4_Moderate (PMID: 29296726). The variant has been found to segregate with hemophilia A across 6 meioses among 4
different families, the PP1 criteria at the strong weight (Internal VCEP contributor). This variant has been reported in individuals who
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developed an inhibitor to factor replacement therapy and discrepant chromogenic and one-stage factor VIII activity levels (CDC CHAMPS
database/Internal VCEP contributor). 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: PS4_Very strong, PP1_Strong, PP4_Moderate, PP3.

Met criteria codes

PP1_Strong B v Variant has been seen in 6 meioses across 4 families (VCEP member clinical cohort).
PS4 a v >8 individuals with mild/moderate hemophilia A reported in Johnsen, et al 2019 publication.
PP4_Moderate B v Counting 1 of numerous male probands with mild hemophilia A with full sequencing of the F8 and F9 genes with

deletion and duplication analysis.

PP3 a v The REVEL score is 0.938 (cutoff greater than or equal to 0.6).

Not Met criteria codes

PM2 4 Variant is present in one hemizygote in gnomAD v2.1.1.
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