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Likely Pathogenic
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BP4  PP3
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA8603305.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/953005
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_0010119
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


Curation History 

The NM_000419.4:c.889G>C variant that results in the Ala297Pro amino acid change is seen in one unpublished homozygous GT individual

with mild mucocutaneous bleeding symptoms and lack of platelet aggregation in response to ADP, collagen, U46619, AA and TRAP, but

normal response to ristocetin (PP4_moderate). As well as their affected homozygous sibling (PP1). A second homozygous individual has

also been reported (PM3; PMID: 32089034). The variant is reported in gnomADv4.1 at a frequency of 0.00004392 (4/91080 alleles) in the

South Asian population, which is lower than the ClinGen PD VCEP threshold (<0.0001; PM2_Supporting). In summary, based on the

available evidence at this time, the variant is classified as likely pathogenic for GT. GT-specific criteria applied: PM2_Supporting, PM3, PP1,

and PP4_Moderate.

Met criteria codes

PP4_Moderate   One unpublished homozygous individual (from internal laboratory data) has mild mucocutaneous bleeding

symptoms and lack of platelet aggregation in response to ADP, collagen, U46619, AA and TRAP, but normal response

to ristocetin (PP4_moderate).

PP1   The homozygous individual from internal laboratory data has a similarly affected sibling who is also homozygous for

the variant. Segregation in 1 affected relative with phase confirmation meets criteria for PP1.

PM2_Supporting   The variant is reported in gnomADv4.1 at a frequency of 0.00004392 (4/91080 alleles) in the South Asian

population, which is lower than the ClinGen PD VCEP threshold (<0.0001; PM2_Supporting).

PM3   1 homozygous individual from internal laboratory data, with parents tested and found to be heterozygous for the

variant and a second homozygote reported in PMID: 32089034 (1pt; PM3).

Not Met criteria codes

BP4   The computational predictor REVEL gives a score of 0.369, which is above the ClinGen PD VCEP PP3 threshold of

<0.25.

PP3   The computational predictor REVEL gives a score of 0.369, which is below the ClinGen PD VCEP PP3 threshold of

>0.7 and does not predict a damaging effect on ITGA2B function. And the computational splicing predictor SpliceAI

indicated that the variant has no predicted impact on splicing.
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