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TP53 VCEP

The p.R213fs 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 been reported in 2 probands meeting
Chompret criteria (PS4_Supporting; PMID: 11370630, NIH). In summary, TP53 c.636del (p.R213fs) meets criteria to be classified as
pathogenic for Li-Fraumeni syndrome. ACMG/AMP criteria applied, as specified by the TP53 Variant Curation Expert Panel: PVS1,
PM2_Supporting, PS4_Supporting.

Met criteria codes

PVS1 v Frameshift in exon 6 of 11 in core/DNA-binding domain
PM2_Supporting v Absent from gnomAD (non-cancer). Supporting per VCEP
PS4 Supporting v NIH cohort: Chompret (0.5 pts); PMID 11370630: Chompret (0.5 pts) Total = 1 pts.

Not Met criteria codes

BAl P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 % Absent from FLOSSIES. Internal lab data not provided for evaluation.

PP1 4 2 meioses in one family. Need 3+ to count.
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