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HGVS expressions

NM_000212.3:c.777+1G>A
NC_000017.11:9.47286423G>A
CM000679.2:9.47286423G>A
NC_000017.10:9.45363789G>A
CM000679.1:9.45363789G>A
NC_000017.9:9.42718788G>A
NG_008332.2:9.37582G>A
ENST00000559488.7:c.777+1G>A
ENST00000559488.5:c.777+1G>A
ENST00000560629.1:n.742+1G>A
ENST00000571680.1:c.777+1G>A
NM_000212.2:c.777+1G>A
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NM_000212.3(ITGB3):c.777+1G>A is a canonical splice donor variant which is predicted to cause skipping of exon 5, with a frameshift
resulting in NMD. It has been reported to occur in one homozygous and one compound heterozygous proband, and at least one of those
individuals satisfies clinical and laboratory criteria for GT phenotype (PMID: 25728920). This variant was reported to co-segregate in at
least two affected members of a family (PMID: 25728970). This variant meets GT specific criteria for PVS1, PP4_strong, and PP1 and is

therefore classified as Pathogenic.

Met criteria codes


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA8623036.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/850886
https://www.ncbi.nlm.nih.gov/gene/3690
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0010119
https://www.clinicalgenome.org/affiliation/50040
https://cspec.genome.network/cspec/ui/svi/affiliation/50040

PVS1 v c.777+1G>A is a canonical splice donor variant which is predicted to cause skipping of exon 5 of 15, causing a
frameshift with a premature stop codon in exon 6, leading to NMD.

PP4_Strong v This variant has been reported in 3 probands by PMID 25728920. And at least one proband (GT30) meets criteria for
PP4_Strong - which includes history of significant mucocutaneous bleeding, absent platelet aggregation with
physiological agonists except ristocetin, flowcytometric demonstration of reduced (<5%)surface expression of allb3
expression. Sanger sequencing was done to ensure full coverage of all exons and intron of the IGTB3 and ITGA2B
genes. ( PMID:25728920) PP4_strong applied

PP1 v c.777+1G>A variant has been reported to segregate in one proband (GT35a) plus one affected relative (sister -
GT35b) in PMID 25728920. Both siblings are compound heterozygous for c.777+1G>A and Argl31Pro. Meets criteria
for PP1_supporting.

Not Met criteria codes

PM2 X Although the overall allele frequency in gnomAD is 0.00008560 (24/280376), the MAF in the Latino subpopulation is
0.0006774 (24/35432), which is above the threshold of <0.01%. Therefore, PM2_supporting is not met.

PM3 X The c.777+1G>A variant was reported in two probands in PMID:25728920, one in the homozygous state (GT30) and
one in the compound heterozygous state (GT35a) along with a missense variant (p.Argl31Pro). PM3 cannot be
applied here because PM2_supporting is not met.

PP3 P 4 Multiple insilico splicing tools(maxentscan,spliceAl) predict this variant to cause disruption of the canonical splice
donor site and exon 5 skipping. However since PVS1 has been applied, PP3 is not applied here.
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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.
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