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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The ¢c.6542T>A (p.Leu2181His) variant is absent from males in population databases (gnomAD v2.1.1/gnomAD v3) meeting
PM2_Supporting. The c.6542T>A (p.Leu2181His) missense variant has a REVEL score of 0.936 (>0.6) meeting PP3. The variant has been
reported in at least 3 probands meeting phenotypic criteria for F8 meeting PS4_Moderate and PP4_Moderate (PMID: 29296726). In
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summary, this variant meets criteria to be classified as likely pathogenic. ACMG/AMP criteria applied, as specified by the Coagulation
Factor Deficiency Variant Curation Expert Panel for F8/F9: PM2_Supporting, PP3, PS4_Moderate, and PP4_Moderate.

Met criteria codes

PP4_Moderate a v There is at least 1 proband with severe Hemophilia A, meeting phenotypic criteria for F8.

PS4 _Moderate B v The ¢.6542T>A (p.p.Leu2181His) variant has been reported in 3 probands (1-3 probands & 0 gnomAD alleles)
meeting phenotypic criteria for F8.

PP3 a v The c.6542T>A (p.Leu2181His) missense variant has a REVEL score of 0.936 (>0.6) and a CADD score of 26.3 (>21).

PM2_Supporting a v The c.6542T>A (p.Leu2181His) variant is absent from males in population databases (gnomAD v2.1.1/gnomAD v3).
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