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Uncertain Significance

Met criteria codes 2

PM2_Supporting PP4_Strong
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BP4  PM3  PP3
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Platelet Disorders VCEP

The NM_000419.5(ITGA2B):c.2159T>C (p.Leu720Pro) missense variant has been reported in at least three compound heterozygous GT

proband (PMID: 29675921, GT database 438, and doi.org/10.1182/blood.V110.11.3921.3921). GT5 of PMID: 29675921 meets the criteria for

PP4_Strong; including mucocutaneous bleeding, impaired aggregation with all agonists except ristocetin, and reduced surface expression
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of αIIbβ3 measured by flow cytometry. This variant is absent from all population cohorts in gnomADv4.0 (PM2_supporting) In summary this

variant meets criteria to be classified as uncertain significance for GT. GT-specific criteria applied: PM2_Supporting and PP4_strong.

Met criteria codes

PM2_Supporting   This variant is absent from all population cohorts in gnomADv4.0.

PP4_Strong   GT5 of PMID: 29675921 meets the criteria for PP4_Strong; including mucocutaneous bleeding, impaired aggregation

with all agonists except ristocetin, and reduced surface expression of αIIbβ3 measured by flow cytometry. ITGA2B

and ITGB3 were sequenced across all exons and intron/exon boundaries.

Not Met criteria codes

BP4   The computational predictor REVEL gives a score of 0.672, which is above the ClinGen PD VCEP threshold of <0.25.

PM3   Three compound heterozygous probands have been reported, which do not meet criteria for PM3. One with Pro23His

(VUS without confirmation of phase), one with Ala777Asp (VUS without confirmation of phase), and one with

Arg584Ter (Pathogenic but not meeting PM2).

PP3   The REVEL score of 0.672 is below the threshold of >0.7 and there is no predicted impact on splicing.
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