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The NM_000212.3(ITGB3):c.1641C>A (p.Cys547Ter) variant in exon 10/15 is a nonsense variant predicted to lead to nonsense mediated

decay in a gene in which loss-of-function is an established disease mechanism (PVS1). It has been reported homozygous (PM3_supporting)

in at least one GT proband (P18 in PMID: 34275420) who displayed mucocutaneous bleeding and impaired aggregation with all agonists

except ristocetin, which is highly specific for Glanzmann thrombasthenia. Additionally, αIIbβ3 surface expression was absent, as measured
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by flow cytometry (PP4_strong). This variant is absent from gnomAD v2.1.1 (PM2_Supporting). In summary, based on the available

evidence at this time, the variant is classified as pathogenic for GT. GT-specific criteria applied: PVS1, PM2_Supporting, PM3_supporting,

PP4_strong.

Met criteria codes

PM3_Supporting   P18 is homozygous for this variant (PMID: 34275420; PM3_supporting)

PVS1   The c.1641C>A (p.Cys547Ter) variant in exon 10/15 is a nonsense variant predicted to lead to nonsense mediated

decay in a gene in which loss-of-function is an established disease mechanism (PVS1).

PP4_Strong   At least one patient (P18 in PMID: 34275420) with this variant displayed mucocutaneous bleeding and impaired

aggregation with all agonists except ristocetin, which is highly specific for Glanzmann thrombasthenia. Additionally,

αIIbβ3 surface expression was reduced to <5%, as measured by flow cytometry. ITGA2B and ITGB3 were sequenced

across all exons and intron/exon boundaries. (PP4_strong)

PM2_Supporting   This variant is absent from gnomAD v2.1.1 (PM2_Supporting).

Showing 1 to 1 of 1 rows

   

f d i i l l ifi i  di i bli h d i  i i ifi i

https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/08d055ef-9deb-4c6a-bd3b-7d6bc0b854f4/version

