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Met criteria codes @)

Pathogenic PP4_Moderate | PM3_Supporting
PM2_Supporting PVS1
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HGVS expressions

NM_000212.3:c.1402G>T
NC_000017.11:9.47292280G>T
CM000679.2:9.47292280G>T
NC_000017.10:9.45369646G>T
CM000679.1:9.45369646G>T
NC_000017.9:9.42724645G>T
NG_008332.2:9.43439G>T
ENST00000696963.1:c.1402G>T
ENST00000559488.7:¢.1402G>T
ENST00000559488.5:¢.1402G>T
ENST00000560629.1:c.1367G>T
NM_000212.2:c.1402G>T
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The ITGB3 nonsense variant NM_000212.3:¢c.1402G>T (p.Glu468Ter) introduces a premature termination codon in exon 10 of 15 total exons
and the resulting mRNA product is predicted to undergo nonsense mediated decay, leading to loss of normal protein function. This variant
has been observed in homozygosity in one individual with a phenotype specific for Glanzmann's thrombasthenia (GT) (GT34, PMID:
16463284). Furthermore, this variant is absent from population databases. In summary, this variant meets criteria to be classified as
pathogenic for GT. GT-specific criteria applied: PVS1, PM2_Supporting, PM3_Supporting, PP4_Moderate.
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PP4_Moderate B v


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA400029121.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/1330338
https://www.ncbi.nlm.nih.gov/gene/3690
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/affiliation/50040

All requirements for PP4_Moderate are met (GT34 in PMID: 16463284): history of bleeding and impaired aggregation
to at least two agonists, but normal or only mildly reduced agglutination with ristocetin.

PM3_Supporting a v This variant was reported in homozygosity in one individual (GT34 in PMID: 16463284), sufficient to apply
PM3_Supporting.

PM2_Supporting B v This variant is absent from all population cohorts in gnomAD, EXAC, 1000 Genomes, and ESP.

PVS1 G v This variant introduces a termination codon at amino acid position 468 in exon 10 of 15 total exons. The resulting
MRNA product is predicted to undergo nonsense mediated decay, leading to loss of normal protein function.
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of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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