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Opinion

Germline mutations in CDH1 gene have been implied
in the development of early-onset diffuse gastric cancer
which often presents with multiple foci of signet ring cell
carcinoma not effectively detected by endoscopy.
Accordingly, prophylactic total gastrectomy is the only
risk-reducing measure for gastric cancer in CDH1
mutation carriers [1-3]. Although the vast majority of
gastric specimens already present signet ring cell
carcinoma foci, this surgical approach potentially
eradicate gastric mucosa and no reports of malignant
recurrence has been described [4]. However, the presence
of gastric heterotopic mucosal in esophagus is not a rare
endoscopic finding and, to our knowledge, there are no
recommendations regarding the presence of gastric
heterotopic mucosal in CDH1 mutation carriers [5]. In our
department of Gastroenterology, we are currently
following 18 patients with CDH1 mutation. In this
manuscript we are going to focus on two of those patients.
Accordingly to current guidelines, they were first
submitted to a baseline upper endoscopy (using
Cambridge protocol) without no endoscopic or
histological lesions. However in these two patients, we
observed small inlet salmon colored patches just below
the upper esophageal sphincter suggesting heterotopic
gastric mucosal (Figure 1). These findings were confirmed
after histologic assessment: gastric heterotopic mucosal
without malignancy. After careful counseling and
multidisciplinary discussion they were submitted to a
prophylactic total gastrectomy. The histopatological
evaluation revealed a pT1aNOMO tumor in both cases.
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Figure 1: Heterotrophic gastric mucosal.

How to manage these cases? The risk of diffuse gastric
cancer is still present in these patients? We think that this
case constitutes a unique opportunity to debate which is
the best clinical approach to CHD1 mutation carriers with
heterotopic gastric mucosal.

Less than 50 cases of primary adenocarcinoma arising
from heterotopic gastric mucosa have been described,
mostly surgically treated, but endoscopic resection
appears safe and efficacious in recent published cases
[6,7]. In this particular case, a proximal surgical extension
may be not an ideal approach in a benign setting
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considering non-negligible morbidity and mortality.
Endoscopic ablative techniques may not guarantee a
complete mucosal eradication, local recurrence or allow
the access to a precise histopathological evaluation.
Probably only an endoscopic resection can ensure
complete resectability and a histopathological evaluation
capable of defining the subsequent therapeutic and
follow-up strategy. In conclusion, despite the Cambridge
protocol, only a meticulous evaluation, outside gastric

cavity

and gastroesophageal junction in initial

surveillance endoscopy may detect these findings. Not
only esophageal, but also duodenal heterotopic mucosa,
are within range of upper endoscopic observation which
may alter the extent of the prophylactic resection. All
these areas may well be included for further biopsies and

managed accordingly.

With no clear evidence of

carcinoma rising in these patients, but with a not
negligible risk of cancer, endoscopic resection through
piecemeal EMR seems to be the most convenient and safe
procedure to consider.
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