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BACKGROUND
= Pathogenic variants (PVs) in CDH1 cause hereditary diffuse gastric cancer (HDGC) and lobular breast cancer, collectively referred to as
hereditary diffuse gastric and lobular breast cancer syndrome (DGLBC).

= Most CDH1 variants described in DGLBC families are expected to lead to pathogenicity through premature protein truncation or nonsense \_\O M E PO/

mediated decay. \ke
" To date, the only consensus missense CDH1 PVs associated with DGLBC are reported to disrupt splicing. «P
= Herein we present clinical, structural, and RNA evidence supporting the CDH1 p.G212V c.635G>T as a likely PV, whose mechanism of
pathogenicity is through the impact of the protein missense change rather than splicing.

e CDH1 p.G212V (c.635G>T) is a likely pathogenic,
missense variant associated with DGLBC syndrome.
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applied to classify p.G212V and p.G212E.
Figure 3:: A. Sashimi plot illustrating the normal splicing of CDH1 exon 5 in an individual heterozygous for c.635G>T (top orange plot) and a Clinical Bioinformatic Population Deviations from the recommendations by
control individual (red plot). The approximate location of c.635G>T is depicted with an arrow. Splice events with PSI <2% have been filtered for Frequency the CDH1 VCEP® are noted as follows:
clarity. B. Table containing the number of RNA reads supporting normal splicing from each allele. C. Structural modeling of residue G212 in the PMS5 PP3 PMVI2 Green: Applied per CDH1I VCEP
CDH1 EC1 domain2. G212 is buried in a tightly packed region of the EC1 domain and the G212V substitutes for a bulky sidechain into this tightly Strong Supporting guidelines; Blue: Modified weight from
packed region and is strongly disruptive to the structure of the EC1 domain23. D. The change in Gibbs free energy (AAG), is shown for G212V and Moderate Strong Supporting CDH1 VCEP guidelines; Gray: code not

another disease associated variant at the same residue. recommended by CDH1 VCEP.
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