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The ITGB3 missense variant NM_000212.3:c.647A>G replaces the tyrosine residue with a cysteine residue (p.Tyr216Cys). This variant has

been observed in homozygosity in a proband (GT-4, PMID: 25539746) with a phenotype specific for Glanzmann's thrombasthenia

(PP4_moderate) and in heterozygosity in an individual with a second pathogenic ITGB3 variant in trans (GT-11, PMID: 25539746; PM3). This

variant has not been reported in population databases (PM2_supporting) and is predicted to be damaging by in silico tools (REVEL 0.953;
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PP3). In summary, this variant meets criteria to be classified as likely pathogenic for GT. GT-specific criteria applied: PM3, PP4_moderate,

PM2_supporting, PP3.

Met criteria codes

PM2_Supporting   This is a rare variant not reported in control population databases, including gnomAD v2.1.1, gnomAD v3, PAGE,

1000 Genomes, and ESP, meeting the criterion to apply PM2_supporting.

PP3   The REVEL score for this variant is 0.953, exceeding the VCEP-established threshold of ≥ 0.7 to apply PP3.

PM3   This variant has been observed in homozygosity in one individual (GT-4, PMID: 25539746) and in a second individual

(GT-11, PMID: 25539746) in trans with ITGB3 variant NM_000212.3:c.665T>C (p.Leu222Pro) classified as pathogenic.

These occurrences are sufficient to apply PM3.

PP4_Moderate   All requirements for PP4_moderate are met (GT-4, PMID: 25539746): history of bleeding; impaired aggregation to at

least two agonists, but normal or only mildly reduced agglutination with ristocetin; flow cytometry showed <5%

expression of αIIbβ3.

Not Met criteria codes

PM5   Another missense variant NM_000212.3(ITGB3):c.646T>C (p.Tyr216His) variant in the same codon has been

classified as likely pathogenic for Glanzmann thrombasthenia by the ClinGen PD VCEP. It is not considered here to

avoid circularity.
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