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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The F9 ¢.223C>T; p.Arg75Ter causes a protein truncation that is expected to undergo NMD, meeting PVS1. The variant is completely
absent from gnomAD v2.1.1 and v3.1.1, meeting PM2_Supporting. Over 75 patients are reported in the literature with moderate-severe
hemophilia B, some with a history of inhibitors to factor replacement products, meeting F9 phenotype criteria for PS4_Very strong and


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA340993.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/10572
https://www.ncbi.nlm.nih.gov/gene/2158
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0010604
http://clinicalgenome.org/affiliation/50041
https://cspec.genome.network/cspec/ui/svi/doc/GN080?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN080/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50041

PP4_Moderate (EAHAD database; PMID: 29296726). 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, PS4 Very strong,
PP4_Moderate, PM2_Supporting.

Met criteria codes

PS4 B v Greater than 8 probands reported in the literature, which is consistent with applying this code at the very strong
strength.

PM2_Supporting a v Variant is absent from gnomAD v2.1.1 and v3.1.

PP4_Moderate a v Male with severe hemophilia B with history of an inhibitor who had F8 and F9 full gene sequencing and

deletion/duplication analysis.

PVS1 B v Truncated protein is 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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