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The missense variant NM_000419.5(ITGA2B):c.2444A>G (p.Tyr815Cys) has been reported, in the homozygous state (PM3_supporting), in at
least one GT proband (P15 in PMID: 34275420) who displayed mucocutaneous bleeding and impaired aggregation with all agonists except
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ristocetin, which is highly specific for Glanzmann thrombasthenia. Additionally, allbf3 surface expression was reduced to <5%, as
measured by flow cytometry (PP4_strong). The highest population minor allele frequency in gnomAD v4.1 is 0.00001333 (1/75002 alleles)
in the African/African-American genetic ancestry group, which is lower than the ClinGen PD VCEP threshold (<0.0001; PM2_Supporting). In
summary, this variant meets criteria to be classified as Likely Pathogenic for GT. GT-specific criteria applied: PM2_supporting,
PM3_supporting, PP4_strong.

Met criteria codes

PM3_Supporting D v P15 is homozygous for this variant (PMID: 34275420; PM3_supporting)

PP4_Strong D v At least one patient (P15 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,
allbB3 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 D v The highest population minor allele frequency in gnomAD v4.1 is 0.00001333 (1/75002 alleles) in the
African/African-American genetic ancestry group, which is lower than the ClinGen PD VCEP threshold (<0.0001;
PM2_Supporting).

PS3 Supporting D v Surface expression of allbB3 measured by flow cytometry in COS-7 cells transiently co-transfected with Gly454Asp
variant allb and wild type B3 showed impaired expression levels. There is a clear decrease in percent positive cells
shown in Figure 1, interpreted as <25% (PMID: 34275420; PS3 supporting). This evidence was downgraded to
PS3_Supporting because the level of allb, B3, and allbB3 cell surface expression was not reported, only whether cells
were positive or negative for surface allb, B3, and allbB3.

Surface expression of allbBf3 measured by flow cytometry in HEK-293 cells transiently co-transfected with Tyr815Cys
variant allb and wild type B3 showed impaired expression levels. There is a clear decrease in percent positive cells
shown in Figure 1, however this is not quantified (PS3_NotMet). PubMed:34275420 [

Not Met criteria codes

PP3 D X The REVEL score of 0.516 is intermediate between the >0.7 threshold for PP3 and the <0.25 threshold for BP4. No
impact on splicing is predicted by SpliceAl or MaxEntScan.
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