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Gene: TP53 (HGNC:7157) NM_001126112.2:c.214_215delinsTG
Condition: Li-Fraumeni syndrome (MONDO:0018875) NC_000017.11:9.7676154_7676155delinsCA
Inheritance Mode: Autosomal dominant inheritance CM000679.2:9.7676154_7676155delinsCA
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TP53 VCEP

The NM_000546.6: c.214 _215delinsTG variant in TP53 is a deletion/insertion variant predicted to cause substitution of proline by cysteine
at amino acid 72 (p.Pro72Cys). Although this variant has been observed in germline cases, to our knowledge, this variant has not been
reported in individuals meeting classical LFS or Chompret criteria (PS4 not met; Internal lab contributors). This variant has been observed
in 4-7 heterozygous unrelated females from the same data source with no personal history of cancer prior to age 60 years and no personal
history of sarcoma at any age (BS2_Moderate; Internal lab contributors). This variant is absent from gnomAD v4.1.0 (PM2_Supporting). In
summary, this variant meets the criteria to be classified as variant of uncertain clinical significance for Li Fraumeni syndrome based on the
ACMG/AMP criteria applied, as specified by the ClinGen TP53 VCEP: BS2_Moderate, PM2_Supporting. (Bayesian Points: -1; VCEP
specifications version 2.2; 2/6/2025).

Met criteria codes

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

Not Met criteria codes

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

BP7 ﬂ D 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 n D 4 No predictions available: https://tp53.cancer.gov/mut_details?mut_id=22552 No impact with SpliceAl:
https://spliceailookup.broadinstitute.org/#variant=NM_000546.6(TP53)%3Ac.214_215delinsTG%20(p.Pro72Cys)&hg=38&bc=basic&distance=500&l

BP3 P 4
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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 data

BS2 MODERATE This variant has been observed in 4-7 heterozygous unrelated females from the same data source
with no personal history of cancer prior to age 60 years and no personal history of sarcoma at any age
(BS2_Moderate; Internal lab contributors).

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

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

No data.

Although this variant has been observed in germline cases, to our knowledge, this variant has not been reported in
individuals meeting classical LFS or Chompret criteria (PS4 not met; Internal lab contributors)

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).

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
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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.
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