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The NM_000546.6 c.-29+1G>T variant is a TP53 variant within a canonical donor site in the 5' untranslated region. Splicing assay data
provides experimental evidence that this variant results in RNA transcript(s) with loss of function (PVS1l Moderate (RNA); Internal data
contributor). This variant has been reported in 2 families meeting Classic criteria. Based on this evidence, this variant scores 2 total points
meeting the TP53 VCEP phenotype scoring criteria of 2-3.5 points. (PS4_Moderate; PMID: 10980596). The variant has been reported to
segregate with LFS-associated cancers in 3-4 meioses in 2 families (PP1; 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 meets the criteria to be
classified as Likely Pathogenic for Li Fraumeni syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen TP53 VCEP:
PVS1l Moderate (RNA), PS4 _Moderate, PP1, PP4, PM2_Supporting. (Bayesian Points: 7; VCEP specifications version 2.3)
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The variant has been reported to segregate with LFS-associated cancers in 3-4 meioses in 2 families (PP1; Internal

lab contributors).
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The computational splicing predictor SpliceAl gives a score of 0.98, predicting that the variant has an impact on
splicing (score threshold > 0.20) (PP3).

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).

The NM_000546.6 c.-29+1G>C variant is a TP53 variant within a canonical donor site in the 5' untranslated region.
Splicing assay data provides experimental evidence that this variant results in RNA transcript(s) with loss of function
(PVS1_Moderate (RNA); Internal data contributor).

This variant has been reported in 2 families meeting Classic criteria. Based on this evidence, this variant scores 1
total point meeting the TP53 VCEP phenotype scoring criteria of 2-3.5 points. (PS4 _Supporting; PMID: 10980596).

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