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Evidence submitted by expert panel

Platelet Disorders VCEP

The ¢c.18C>T (p.Ala6=) variant in GP9 is a synonymous variant that is not predicted by SpliceAl to impact splicing (score <0.1). In addition,
it occurs at a nucleotide that is not highly conserved as shown by phyloP score of -0.7486 (BP7 and BP4). The Grpmax Filtering allele
frequency in gnomAD v4.1.0 is 0.001318 (based on 68/44866 alleles) in the South Asian population, which is higher than the ClinGen PD
VCEP threshold (>0.001), and therefore meets this criterion (BAl). This variant was observed by lllumina as part of a predisposition screen
in an ostensibly healthy population, however, no cases of the variant segregating in Bernard Soulier Syndrome have been found in the
literature. In summary, this variant meets the criteria to be classified as Benign for autosomal recessive Bernard-Soulier syndrome based
on the ACMG/AMP criteria applied, as specified by the ClinGen PD VCEP: BA1l, BP4 and BP7 (VCEP specifications version 1).
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BP7 a v The ¢.18C>T (p.Ala6=) variant in GP9 is a synonymous variant that is not predicted by SpliceAl to impact splicing
(score <0.1). In addition, it occurs at a nucleotide that is not highly conserved as shown by phyloP score of -0.7486
(BP7).

BP4 E v The computational splicing predictor SpliceAl indicated that the variant has no impact on splicing (score <0.1).

BAl a v The Grpmax Filtering allele frequency in gnomAD v4.1.0 is 0.001318 (based on 68/44866 alleles) in the South Asian

population, which is higher than the ClinGen PD VCEP threshold (>0.001), and therefore meets this criterion (BAL).
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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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