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Evidence submitted by expert panel

Coagulation Factor Deficiency VCEP

The ¢c.3864A>C (p.Serl288=) variant is reported at an MAF of 0.3377 (6437/19059 alleles) in the South Asian population in gnomAD v2.1.,1
with 3958 hemizygotes and 424 homozygotes, meeting BA1l criteria of MAF > 0.000333. The synonymous variant is predicted to have no
impact on splicing based on SpliceAl score of 0.0, meeting BP4. In summary, this variant meets criteria to be classified as benign.
ACMG/AMP criteria applied, as specified by the Coagulation Factor Deficiency Variant Curation Expert Panel for F8/F9: BAl, BP4.


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA343867.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/41000
https://www.ncbi.nlm.nih.gov/gene/2157
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0010602
http://clinicalgenome.org/affiliation/50041
https://cspec.genome.network/cspec/ui/svi/doc/GN071?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN071/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50041

Met criteria codes

BP4 B v The Ser1288= synonymous variant is predicted to have no impact on splicing based on SpliceAl score of 0.0

BAl B v The ¢c.3864A>C (p.Serl288=) variant is reported at an MAF of 0.3377 (6437/19059 alleles) in the South Asian
population in gnomAD v2.1.1/gnomAD v3/ExXAC/ESP, etc) with 3958 hemizygotes and 424 homozygotes, meeting
BA1 criteria of MAF > 0.000333. Note, MAF in gnomAD v3.1.1 is higher, at 0.35 in the South Asian population with
fewer hemi and homozygotes.

Not Met criteria codes

BP7 a P 4 The Serl288= synonymous variant is predicted to have no impact on splicing based on SpliceAl score of 0.0;
however, the nucleotide is weakly-moderately conserved based on agreement between PhyloP (0.895) and
PhastCons (0.465) scores.
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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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.
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