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NM_000212.3:c.1646G>C
NC_000017.11:9.47292524G>C
CM000679.2:9.47292524G>C
NC_000017.10:9.45369890G>C
CM000679.1:9.45369890G>C
NC_000017.9:9.42724889G>C
NG_008332.2:9.43683G>C
ENST00000696963.1:c.1646G>C
ENST00000559488.7:¢.1646G>C
ENST00000559488.5:c.1646G>C
ENST00000560629.1:c.1611G>C
NM_000212.2:¢c.1646G>C
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The NM_000212.3(ITGB3):c.1646G>C (p.Cys549Ser) missense variant is reported in at least 2 compound heterozygous GT probands
confirmed in trans with Pathogenic variant c.2113del and Likely Pathogenic variant GIn254Lys respectively (PM3). Both probands of PMID:
31088191 meet the criteria for PP4_Moderate; including mucocutaneous bleeding, and impaired aggregation with all agonists except
ristocetin. Additionally, reduced surface expression of 3 was measured by flow cytometry at ~13% compared to normal. Co-segregation of
compound heterozygous genotype Cys549Ser/GIn254Lys with disease was observed in the proband and one affected sibling (PMID:


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA400030198.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/996174
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/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

31088191; PP1). It is found at an extremely low frequency with a MAF of 0.00005453 in the East Asian gnomADv2.1.1 population
(PM2_Supporting) and it is predicted damaging by in-silico tools (REVEL score of 0.885; PP3). In summary, this variant meets criteria to be
classified as Likely Pathogenic for GT. GT-specific criteria applied: PM2_Supporting, PM3, PP1, PP3, and PP4_Moderate.
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At least 2 compound heterozygous individuals have been reported with this variant in PMID: 31088191 confirmed in
trans with c.2113del (Pathogenic, 1pt) and GIn254Lys (Likely Pathogenic; not included here to avoid circularity)
respectively.

This variant is at an extremely low frequency (below the <1/10,000 threshold) MAF of 0.00007557 (3/ 39696 alleles)
in the gnomADvV4.0 East Asian population.

Both probands of PMID: 31088191 meet the criteria for PP4_Moderate; including mucocutaneous bleeding, and
impaired aggregation with all agonists except ristocetin. Additionally, reduced surface expression of B3 was
measured by flow cytometry at ~13% compared to normal.

Co-segregation of compound heterozygous genotype Cys549Ser and GIn254Lys with disease was observed in the
proband and one affected sibling (PMID: 31088191).

REVEL score of 0.885 is above the >.0.7 threshold in support of a deleterious effect.

Surface expression of allbBf3 measured by flow cytometry in BHK cells transiently co-transfected with Cys549Ser
(here referred to as Cys523Ser) variant B3 and wild type allb showed decreased expression at 55% WT levels of
positive cells. This modest reduction is insufficient to apply PS3 (PMID: 22308022). Similar results with 37% WT
levels of positive cells were reported in PMID: 26514956, which also suggests this variant causes constitutive
activation.

Surface expression of allbB3 measured by flow cytometry in BHK cells transiently co-transfected with Cys549Ser
(here referred to as Cys523Ser) variant B3 and wild type allb showed decreased expression at 56% WT levels of
positive cells. This modest reduction is insufficient to apply PS3 (PMID: 22308022). PubMed:22308022 [
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
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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