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Background

* Individuals with a germline pathogenic variant in the
CDH1 gene have a high risk of signet ring cell (SRC)
diffuse gastric cancer (DGC) and lobular breast cancer

* Cumulative risk of DGC by age 80 y:
. &@42-70%
. E¥33-56%

* Management of the DGC risk in CDH1 PV carrier:

Family history of

Family history of DGC
Y Y breast cancer
Prophylactic total gastrectomy (PTG) Annual EGD
If declined, annual EGD If SRC detected, TG

If SRC detected, total gastrectomy (TG) Consider PTG

* CDHI1 related EGD standard: Cambridge protocol
 White-light HD EGD
* [nflate and deflate
* Targeted biopsies of endoscopically visible lesions —
attention to pale areas
 + 30 random biopsies in 5 areas of stomach

* Detection of SRC is highly variable, even in expert
hands: 40-61%

Describe the diagnostic yield of a 77-random biopsy
protocol to detect SRC pre-operatively in patients with
CDH1 PV compared to their gastrectomy specimens

Secondary: Describe the anatomic locations where the
SRC are most found
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 Consecutive patients with CDH1 PV seen at the Weiss
Center with > 1 EGD from 2007 to 2022 were included

* EGD was performed with HD white-light, and narrow
band imaging

* The Weiss protocol involved a 30-minute exam with

targeted biopsies of pale areas plus 7 random 4
guadrant biopsies from 11 areas
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* The EGD yield was compared to surgery as gold
standard

61 carriers of CDH1 PV
from 39 families identified

Excluded 12:

6 had symptomatic DGC on
1st EGD

6 did not undergo EGD

49 patients included

TABLE 1. DEMOGRAPHIC CHARACTERISTICS

No. Patients

Females 67%
Ethnicity
 White 77.5%
e Black/Asian 8%/8%
e Other 6.5%
Age yrs, median [interquartile range]
At CDH1 testing 45.5 [33.0-57.5
e 1st EGD 46.5 [31.8-57.7]
e Last EGD 46.9 [32.1-58.7
Personal History breast cancer 26%
Family history of gastric cancer
* No 17 (35%)
* Yes 32 (65%)

* First degree relative 22 (69%)

e Second degree relative 22 (69%)
History cleft palate 2%

TABLE 2. ENDOSCOPIC CHARACTERISTICS

No. Endoscopies N=101

Number of EGDs per patient, n (%)

o ] 24

o ) 11

o >3 14
#EGDs per endoscopist, n (%)

e Endoscopist 1 83 (82%)
e 14 other endoscopists 18 (18%)

Complications 0
Procedure time, median minutes [IQR] 29 [24-35]
IQR = interquartile range

Fig 2. Suspicious pale patch

Fig 1. Signet ring cells (arrows)
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Graph 1. Diagnostic yield of 77-biopsy EGD protocol

SRC* on
Gastrectomy
EGD Gastrectomy N =22 (88%)
N =49 N =25
SRC* on EGD
N=17 (77%)
*All cancers
were T1a

Graph 2. Location of SRC

Surgical specimen

EGD surveillance

Conclusions

An endoscopic protocol including targeted plus 77
random biopsies in 11 areas of the stomach increases
the preoperative detection of SRC in patients with
CDH1 PV

SRC were found diffusely in the stomach both on EGD
and total gastrectomy. Two thirds of SRC were found
in the proximal stomach
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