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Variant: NM_000552.5(VWF):c.3939G>C (p.Trp1313Cys)

Version: 1.0

CA114121 

287 (ClinVar) 

Gene: VWF (HGNC:7450)

Condition: von Willebrand disease type 2B (MONDO:0015629)

Inheritance Mode: Autosomal dominant inheritance
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HGVS expressions

NM_000552.5(VWF):c.3939G>C (p.Trp1313Cys)

NM_000552.5:c.3939G>C

NC_000012.12:g.6019479C>G

CM000674.2:g.6019479C>G

NC_000012.11:g.6128645C>G

CM000674.1:g.6128645C>G

NC_000012.10:g.5998906C>G

NG_009072.1:g.110192G>C

NG_009072.2:g.110192G>C

ENST00000261405.10:c.3939G>C

ENST00000261405.9:c.3939G>C

ENST00000538635.5:n.421-25545G>C

NM_000552.3:c.3939G>C

NM_000552.4:c.3939G>C

Likely Pathogenic

Met criteria codes 4

PS4_Supporting PS3 PP4_Moderate

PM2_Supporting

Not Met criteria codes 1

PP3
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von Willebrand Disease VCEP

The p.Trp1313Cys variant has a REVEL score of 0.629, which is below the VWD VCEP threshold of > 0.644 and therefore, the variant does

not predict a damaging effect on VWF function. The variant is absent from gnomADv4, thus, meeting PM2_Supporting criteria. There is at

least one proband with the variant exhibiting a risk of excessive bleeding, RIPA assay showing GOF, and a loss of HMWM which is

consistent with VWD type 2B (PP4_Moderate). This patient is also a carrier for the p.Val1565Leu variant (PMID: 35772170) which has been

https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA114121.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/287
https://www.ncbi.nlm.nih.gov/gene/7450
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0015629
http://clinicalgenome.org/affiliation/50051
https://cspec.genome.network/cspec/ui/svi/doc/GN081?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN081/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50051


Curation History 

classified as Benign by the VWD VCEP. "Genotyping previously confirmed the diagnosis in each patient with type 2B VWD" (PMID:

35772170). Functional data demonstrated that mammalian CHO-K1 cells transfected with mutant plasmid (p.W1313C) exhibited a 10-fold

affinity to GPIb in the presence of ristocetin compared to wildtype cells (PMID: 2011604) (PS3). This variant has been reported in at least 1

additional proband meeting PP4 laboratory phenotype criteria (PS4_supporting); PMIDs: 31939074. Taken together, the variant has been

classified as likely pathogenic for VWD type 2B by the Von Willebrand Disease variant curation expert panel. PP4_Moderate,

PM2_Supporting, PS3, PS4_Supporting.

Met criteria codes

PS4_Supporting   This variant has been reported in at least 1 additional proband meeting PP4 laboratory phenotype criteria

(PS4_supporting); PMID: 31939074.

PS3   The authors transfected mammalian CHO-K1 cells with mutant plasmid. The Cys mutant demonstrated interaction

with GPIb even in the absence of modulators. In the presence of ristocentin, the Cys mutant had a 10-fold affinity to

GPIb compared to molecules with the normal sequence (PMID: 2011604).

PP4_Moderate   At least 1 patient with this variant displayed excessive mucocutaneous bleeding as well as a laboratory phenotype

of an assay of increased RIPA, showing gain of function, which is highly specific for VWD type 2B (PP4_moderate)

(PMID: 35772170).

PM2_Supporting   The p.Trp1313Cys variant is absent from gnomad v4 (PM2_Supporting).

Not Met criteria codes

PP3   The computational predictor REVEL gives a score of 0.629, which is below the ClinGen VWD VCEP PP3 threshold of

>0.644 and does not predict a damaging effect on VWF function.
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