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Established diagnostic criteria 
 

Families with two or more gastric cancer diagnoses regardless of age 
in 1st and 2nd degree relatives, one confirmed DGC 
 

One case of DGC diagnosed before age 40 
 

Families with diagnoses of both DGC and LBC, one diagnosis before 
age 50 
 

When genetic testing should be considered 
 

Personal history of bilateral LBC before age 50 or family history of 
two or more cases of LBC before age 50 
 

Patients with cleft lip/palate and DGC 
 

Presence of in situ signet ring cells and/or pagetoid spread of signet 
ring cells in the stomach 
 

DGC: diffuse gastric cancer; LBC: lobular breast cancer 

 

CDH1 alteration 
(NM_004360.3) 

PTC location Ambry Classification Proband Meets IGCLC criteria Proband history Cancer family history and familial testing 

c. 2506G>T (p.E836*) 
confirmed de novo 

p.836 VLP 1A No ILC, 54 Mother, father  CDH1-, UA 
None 

c.2490dupG (p.L831Afs*4) p.834 VLP 2A Yes DGC, 31 None 

c.2474dupC (p.P826Afs*3) p.828 VLP 3A No ILC, 52 Father GI junction adenocarcinoma, 42 
Pat GM breast, 60s 
Pat GGM breast, 60s 
Mother, sister CDH1-, UA 

c.2430delT (p.F810Lfs*6) 
 

p.815 Mutation 4A No LCIS, 39 Sister CDH1+, bilat breast (DCIS/IDC), 50 
Father, CDH1-, UA 
Mother bilat lobular breast, 62, 68 

c.2430delT (p.F810Lfs*6) 
 

p.815 
 

Mutation 4B Yes DGC, 68 Daughter CDH1+, UA, 40 
Son CDH1-, UA 
Brother DGC, 69 (*obligate carrier) 
Niece CDH1+, UA, 44 
Niece CDH1-, UA 
Nephew CDH1-, UA 
Granddaughter CDH1+, UA, 22 
Mat aunt breast, 70s 
Mat cousin x 2 breast, gastric 62, 78 
Father mesothelioma, 53 
Pat aunt uterine, 50s, CRC, 80s 

c.2430delT (p.F810Lfs*6) 
 

p.815 
 

Mutation 4C No ILC, 37 Mat aunt x 2 breast, 45, 52 
Mat great aunt breast, 55 
Mat great aunt ovarian, 70 
Pat GM breast, 60s 
Pat GF prostate, 60s 
Pat great aunt ovarian, 70s 

c.2430delT (p.F810Lfs*6) 
 

p.815 
 

Mutation 4D No IDC, 45 No pat family history available 
Son CDH1-, UA 
Mat GM breast, 73 
Mat GF pancreatic (possible gastric?), 54 
Mat GGM gastric, 40s 
Mat great aunt breast, 75 

c.2398delC (p.R800Afs*16) 
 

p.815 Mutation 5A Unsure, but seen in  multiple 
DGC/LBC families in literature 

No history provided, 20s Mother CDH1+ 
No history provided 

c.2647T>C (p.*883Qext*29) 
 

p.912 VUS 6A No None, 55 Sister breast, 40s 
Mother breast, 60s 

The catenin binding domain in the C-terminal region of CDH1 
has been experimentally determined using X-ray diffraction and 
is deposited in the RCSB databank. The beta-catenin is shown in 
orange with ligated Zn cations shown in magenta ,and the C-
terminus of CDH1 is shown in rainbow with the extension 
shown in grey 
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