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) Il
CA04536964012 HGVS expressions
428888 (ClinVar) 4 NM_000546.6:c.1179dup
Gene: TP53 (HGNC:7157) NM_000546.6(TP53):c.1179dup (p.Ter394LeuextTer?)
Condition: Li-Fraumeni syndrome (MONDO:0018875) NC_000017.11:9.7669612dup
Inheritance Mode: Autosomal dominant inheritance CM000679.2:9.7669612dup
UUID: 06436fd1l-aele-4dce-a733-08246ea94d07 NC_000017.10:9.7572930dup
Approved on: 2025/12/5 CM000679.1:9.7572930dup
Published on: 2025/12/5 NC_000017.9:9.7513655dup
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ENST00000269305.9:c.1179dup
ENST00000269305.8:c.1179dup
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ENST00000504937.5:c.783dup
ENST00000510385.5:¢.*286dup
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ENST00000620739.4:¢.1062dup
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ENST00000635293.1:¢.983+997dup
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NM_001276695.2:c.*198dup
NM_001276696.2:c.*286dup
NM_001276697.2:c.702dup
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TP53 VCEP

The NM_000546.6 c.1179dup (p.Ter394LeuextTer76) is a TP53 frameshift variant introducing a C-terminal extension of 76 residues in the
protein (PVS1l Moderate). This variant has been identified as a de novo occurrence with confirmed parental relationships in 1 individual
with a strongly LFS-associated cancer totaling 4 phenotype points (PS2_Strong; ClinVar SCV000581133.6 and SCV003327690.3, 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
likely pathogenic for Li Fraumeni syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen TP53 VCEP:

PVS1l Moderate, PS2_Strong, PM2_Supporting. (Bayesian Points: 7; VCEP specifications version 2.3)

Met criteria codes

PS2 D v This variant has been identified as a de novo occurrence with confirmed parental relationships in 1 individual with a
strongly LFS-associated cancer totaling 4 phenotype points (PS2_Strong; ClinVar SCV000581133.6 and
SCV003327690.3, Internal lab contributors).

PVS1l_Moderate D v The NM_000546.6 c.1179dup (p.Ter394LeuextTer76) is a TP53 frameshift variant introducing a C-terminal extension
of 76 residues in the protein (PVS1_Moderate; PMIDs).

PM2 v This variant is absent from gnomAD v4.1.0 (PM2_Supporting).

Not Met criteria codes

PS3 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS4 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PP4 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PM3 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

BS4 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline



BS3 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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