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Evidence submitted by expert panel

TP53 VCEP

The p.Glu298* variant is predicted to result in a premature stop codon that leads to a truncated or absent protein (PVS1). This variant is
absent in the gnomAD cohort (PM2_Supporting; http://gnomad.broadinstitute.org). This variant has >10 observations as a somatic hotspot
variant in tumors (PM1; cancerhotspots.org v(2)). Additionally, this variant has been reported in at least 2 probands meeting at least
Chompret criteria (PS4_Supporting; PMID: 12610779, SCV000278127.5 ). In summary, TP53 c.892G>T; p.Glu298* meets criteria to be


http://clinicalgenome.org/affiliation/50013
https://genboree.org/cspec/ui/svi/affiliation/50013

classified as pathogenic for Li-Fraumeni syndrome. ACMG/AMP criteria applied, as specified by the TP53 Variant Curation Expert Panel:
PVS1, PM2_Supporting, PM1, PS4_Supporting.

Met criteria codes

PM2_Supporting v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS4 Supporting v 1 LFS classic proband (Hwang, et al) & 1 Chrompret proband (from EP member- SCV000278127.5 = 1.5 pts

32 family members w/33 tumors; authors state family meets LFS criteria. PubMed:12610779 [

PM1 v 36 somatic observations in cancerhotspots.org

PVS1 v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

Curation History '

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.

ClinGen Terms of Use.
» Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://genboree.org/evrepo/ui/summary/classification/42caf4f2-7ef5-45d4-a593-271e92b9ca88/version
https://www.ncbi.nlm.nih.gov/pubmed/?term=12610779

