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HGVS expressions

NM_000212.3:c.792G>A
NC_000017.11:9.47287084G>A
CM000679.2:9.47287084G>A
NC_000017.10:9.45364450G>A
CM000679.1:9.45364450G>A
NC_000017.9:9.42719449G>A
NG_008332.2:9.38243G>A
ENST00000696963.1:c.792G>A
ENST00000559488.7:c.792G>A
ENST00000559488.5:c.792G>A
ENST00000560629.1:c.757G>A
ENST00000571680.1:c.792G>A
NM_000212.2:c.792G>A
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The ITGB3 variant c.792G>A (p.Trp264Ter) is a nonsense variant causing a premature stop codon in exon 6/15, and is predicted to undergo
nonsense mediated decay (PVS1). The highest population minor allele frequency in gnomAD v2.1.1 is 0.00005782 (2/34590 alleles) in the
Latino population, which meets threshold for PM2_supporting. At least one homozygous patient (Patient 11-2 in PMID:24357714) with this
variant displayed mucocutaneous bleeding and impaired aggregation with all agonists with no allb3 surface expression as measured by
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flow cytometry (PM3_supporting). This patient was also diagnosed with primary ciliary dyskinesia. In summary, based on the available
evidence at this time, the c.792G>A variant is classified Pathogenic. GT-specific criteria applied: PM3_supporting, PM2_Supporting, PVS1.

Met criteria codes

PM2_Supporting a v The highest population minor allele frequency in gnomAD v2.1.1 is 0.00005782 (2/34590 alleles) in the Latino
population, which is lower than the ClinGen PD VCEP threshold (<0.0001; PM2_Supporting).

PVS1 a v The ¢.792G>A (p.Trp264Ter) variant in exon 6 is a nonsense variant predicted to cause a premature stop codon in
biologically-relevant-exon 6/15 and is predicted to lead to nonsense mediated decay in a gene in which loss-of-
function is an established mechanism (PVS1).

PM3_Supporting a v One proband was homozygous for the variant (PMID:24357714). Total points: .5 (PM3_Supporting).

Not Met criteria codes

PP4 a % At least one patient (Patient II-2 in PMID:24357714) with this variant displayed mucocutaneous bleeding and
impaired aggregation with all agonists. However, response to ristocetin was not reported. Additionally, allbf3
surface expression was reduced to 0% (<25%), as measured by flow cytometry.

Curation History (4"

Showing 1 to 2 of 2 rows

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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