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Platelet Disorders VCEP

The ¢.368C>T variant in GP9 is a missense variant predicted to cause substitution of proline by leucine at amino acid 123 (p.Prol123Leu).
The Grpmax Filtering allele frequency in gnomAD v4.1 is 0.001561 (based on 1906/1175218 alleles) in the European (non-Finnish)
population, which is higher than the ClinGen PD VCEP threshold (>0.001), and therefore meets this criterion (BAl). The computational
predictor REVEL gives a score of 0.196, which is below the ClinGen PD VCEP threshold of <0.290 and predicts no damaging effect on GP9
function and the computational splicing predictor SpliceAl reported a delta score 0.01 for acceptor gain (BP4_NotMet). 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: BAl.

HGVS expressions

NM_000174.5:c.368C>T
NM_000174.5(GP9):c.368C>T (p.Prol23Leu)
NC_000003.12:9.129062107C>T
CM000665.2:9.129062107C>T
NC_000003.11:9.128780950C>T
CM000665.1:9.128780950C>T
NC_000003.10:9.130263640C>T
NG_008715.1:9.6306C>T
ENST00000307395.5:¢.368C>T
ENST00000307395.4:¢.368C>T
NM_000174.4:c.368C>T
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Met criteria codes

BAl a v The Grpmax Filtering allele frequency in gnomAD v4.1 is 0.001561 (based on 1906/1175218 alleles) in the European
(non-Finnish) population, which is higher than the ClinGen PD VCEP threshold (>0.001), and therefore meets this
criterion (BA1).

Not Met criteria codes

BP4 B % The computational predictor REVEL gives a score of 0.196, which is below the ClinGen PD VCEP threshold of <0.290
and predicts no damaging effect on GP9 function and the computational splicing predictor SpliceAl reported a delta
score 0.01 for acceptor gain (BP4_NotMet)

PS4 % Internal cases: found this variant in heterozygosis in four cases in IPD series. All four have moderate
macrothrombocytopenia not considered due to high allele frequency and no PP4 meeting BSS patient

PP4 B % PMID: 28561420. Report of two neonates heterozygous for the variant with severe neonatal thrombocytopenia and
life-threatening intra-cranial hemorrhage. This was attributed to the variant causing a new alloantigen that was
incompatible with their mother. Mother was homozygous for the wild-type allele and father was heterozygous for the
variant. Does not meet PP4. PMID: 28748566. Variant found in patient #24 (see table S2). Does not meet PP4, more
details/specifics needed about clinical phenotype of patient. Internal cases: found this variant in heterozygosis in
four cases in IPD series. All four have moderate macrotrombocytopenia
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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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