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The ¢.2506G>T (p.Glu836*) variant results in a premature stop codon that leads to a truncated protein. While it is located within the
nonsense mediated decay resistance region,it is recognized as the most c-terminal pathogenic variant in CDH1 (PVS1_Strong, PMID:
29798843). This variant is absent in the gnomAD cohort (PM2_Supporting; http://gnomad.broadinstitute.org). There is one known de novo
observation with parental confirmation in a patient with diffuse gastric cancer and/or lobular breast cancer (PS2; PMID: 29798843). In
summary, this variant meets criteria to be classified as likely pathogenic based on the ACMG/AMP criteria applied as specified by the CDH1
Variant Curation Expert Panel: PVS1_Strong, PM2_Supporting, PS2.

Met criteria codes

PS2 D v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM2_Supporting D v Absent from controls in gnomAD

PVS1_Strong D v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
Not Met criteria codes

BP5 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

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

BP3 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP1 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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