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The NM_000546.6:c.318C>G variant in TP53 is a missense variant predicted to cause substitution of serine by arginine at amino acid 106
(p.Serl06Arg). Splicing assay data provides experimental evidence that this variant results in RNA transcript(s) with loss of function (PVS1
(RNA); PMID: 39780207). This variant has been reported in 3 unrelated probands meeting Revised Chompret criteria. Based on this
evidence, this variant scores 1.5 total points meeting the TP53 VCEP phenotype scoring criteria of 1-1.5 points (PS4_supporting; PMID:
11518751, Internal lab contributors). At least one individual with this variant was found to have a variant allele fraction of 5-35%, which is
a significant predictor of variant pathogenicity (PP4, PMID: 34906512, Internal lab contributor). This variant is absent from gnomAD v4.1.0
(PM2_Supporting). In summary, this variant is classified as Pathogenic for Li Fraumeni syndrome based on the ACMG/AMP criteria applied,
as specified by the ClinGen TP53 VCEP: PVS1 (RNA), PS4_Supporting, PP4, PM2_Supporting (Bayesian Points: 11; VCEP specifications
version 2.3).
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PP4 D v At least one individual with this variant was found to have a variant allele fraction of 5-35%, which is a significant
predictor of variant pathogenicity (PP4, PMID: 34906512, Internal lab contributor).
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This variant has been reported in 3 unrelated probands meeting Revised Chompret criteria. Based on this evidence,
this variant scores 1.5 total points meeting the TP53 VCEP phenotype scoring criteria of 1-1.5 points
(PS4 _supporting; PMID: 11518751, Internal lab contributors).

This variant is absent from gnomAD v4.1.0 (PM2_Supporting).

Splicing assay data provides experimental evidence that this variant results in RNA transcript(s) with loss of function
(PVS1 (RNA); PMID: 39780207).

Code not applied as PVS1 is applied. The computational splicing predictor SpliceAl gives a score of 0.85, predicting
that the variant has an impact on splicing (score threshold > 0.20) (PP3).

This variant does not reside within a region of TP53 that is defined as a mutational hotspot by the ClinGen TP53
VCEP (PM1 not met).

Another missense variant (c.317G>T, p.Serl06lle) in the same codon has been reported (ClinVar Variation ID:
629791). However, this variant does not meet criteria for PM5 code application (PM5 not met).

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

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

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

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

In vitro assays performed in yeast and/or human cell lines showed partially functional transactivation, and retained
growth suppression activity by all available assays indicating that this variant does not impact protein function
(BS3_Supporting; PMIDs: 12826609, 29979965, 30224644, 39774325, 16007150).


https://erepo.genome.network/evrepo/ui/summary/classification/609e5cb1-d182-4f30-aff2-e2d2430efe55/version

Showing 1 to 1 of 1 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/

