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The NM_000546.6 :c.206C>G variant in TP53 is a missense variant predicted to cause substitution of alanine by glycine at amino acid 69
(p.Ala69Gly). This variant is absent from gnomAD v4.1.0 (PM2_Supporting). Computational predictor scores (BayesDel = -0.1612; Align
GVGD Class C0O) are below the recommended thresholds (BayesDel = -0.008 and an Align GVGD Class = 55), evidence that does not predict
a damaging effect on TP53 via protein change. SpliceAl predicts that the variant has no impact on splicing (BP4_Moderate). Due to
conflicting evidence, this variant is classified as a variant of unknown significance for Li Fraumeni Syndrome based on the ACMG/AMP
criteria applied, as specified by the ClinGen TP53 VCEP: PM2_Supporting, BP4_Moderate. (Bayesian Points: -1; VCEP specifications version
v2.0; 7/24/2024)
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PM2_Supporting D v This variant is absent from gnomAD v4.1.0 (PM2_Supporting).

BP4 D v BP4 MODERATE APPLIED Computational predictor scores (BayesDel = -0.1612; Align GVGD Class CO) are below the
recommended thresholds (BayesDel = -0.008 and an Align GVGD Class = 55), evidence that does not predict a
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damaging effect on TP53 via protein change. SpliceAl predicts that the variant has no impact on splicing

(BP4_Moderate).

Not Met criteria codes

PM1

PM5

BAl

BS1

BS4

BS3

BS2

PS1

PS2

PS3

PS4

PP1

PP4

o

o

0O 08 0 8 0B 8B B OB B8 O O

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).

3 different missense variants (c.206C>T, p.Ala69Val ; c.205G>C, p.Ala69Pro ; c.205G>A, p.Ala69Thr) in the same
codon have been reported (ClinVar Variation IDs: 528260, 919370 575773). However, these variants have not yet
met the criteria to be classified as pathogenic or likely pathogenic by the ClinGen TP53 VCEP's specifications (PM5
not met).
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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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