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The ITGA2B missense variant NM_000419.4:c.2468G>A replaces the glycine residue with a glutamic acid residue (p.Gly823Glu). This

variant has been observed in a proband (PMID 25728920) with a phenotype specific for Glanzmann's thrombasthenia (PP4_strong) who

also harbors a second ITGA2B variant (c.1413C>G, p.Tyr471Ter) previously classified by the VCEP as pathogenic (phase unconfirmed;

https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA399795351.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/996181
https://www.ncbi.nlm.nih.gov/gene/3674
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0100326
https://www.clinicalgenome.org/affiliation/50040
https://cspec.genome.network/cspec/ui/svi/doc/GN011?version=2.1.0
https://clinicalgenome.org/docs/clingen-platelet-disorders-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-2.1/
https://clinicalgenome.org/docs/clingen-platelet-disorders-expert-panel-specifications-to-the-acmg-amp-variant-interpretation-guidelines-version-2.1/
https://cspec.genome.network/cspec/ui/svi/doc/GN011/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50040


ClinGen Terms of Use.

¤ Powered by BCM's Genboree.

Curation History 

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.

PM3_supporting) . Furthermore, this variant has not been observed in population databases (absent from gnomAD v2.1.1 and v3;

PM2_supporting) and the in silico meta-predictor REVEL score for this variant is 0.746 (above the VCEP-established threshold of 0.7; PP3).

In summary, this variant is classified as likely pathogenic for autosomal recessive Glanzmann thrombasthenia. GT-specific criteria applied:

PM2_supporting, PM3_supporting, PP3, and PP4_strong.

Met criteria codes

PP4_Strong   All requirements for PP4 at an upgraded strength of strong (PP4_Strong) are met by proband GT27 (PMID 25728920):

GI bleeding; absent platelet aggregation in response to physiologic agonists except normal response to ristocetin;

flow cytometry showed 5-10% expression of αIIbβ3 and western blot showed residual expression of αIIb and β3;

direct sequencing of all exons and splice sites of ITGA2B and ITGB3, as well as upstream regions.

PM3_Supporting   This variant has been observed in a proband harboring a second VCEP-classified pathogenic variant (c.1413C>G,

p.Tyr471Ter), however the phase of the variants was unconfirmed (PMID: 25728920).

PP3   This variant has a REVEL score of 0.746, exceeding the VCEP-established threshold of ≥0.7 and meeting the criteria

for PP3. Other in silico tools also predict that this variant is "damaging" (SIFT) and "probably damaging" (PolyPhen2).

Additional structural analysis is detailed in Pillois, et al., 2014 (doi.org/10.1182/blood.V124.21.1452.1452; no PMID

available).

PM2_Supporting   This variant is not observed in gnomAD v2.1.1 or v3, meeting criteria for PM2_supporting.
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