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Abstract
Menetrier’s disease is a rare condition characterized by the presence of gastric hypertrophy due to massive gastric folds, with foveolar infiltration replacing the normal
glandular architecture. We present the case of a 46-year-old male patient who was diagnosed with adenocarcinoma of the esophagogastric junction Siewert type II,
uT3 uN0. The patient received neoadjuvant chemotherapy. A thoraco-abdominal distal esophagectomy and proximal gastrectomy with stomach tube reconstruction
plus local radical lymphadenectomy was performed. Postoperative histopathology revealed Ménetriér’s Disease and a smaller-than-thought adenocarcinoma of the
esophagogastric junction.

Background
Several esophageal/gastric lesions including diffuse heterotopic
gastric glands and granular cell tumors [1], esophageal [2] and gastric
[3] tuberculosis, metastases of other primary cancers like breast [4] and
lung cancer [5] were reported to mimic advanced esophageal/gastric
cancer or adenocarcinoma of the esophagogastric junction (AEG).
Ménétrier’s disease (MD) or giant hypertrophic gastritis was first
described by french pathologist Pierre Eugene Ménétrier in 1888
while performing a series of autopsies [6]. It is a very rare disease,
with only a few hundred published case reports worldwide [7]. MD
is characterized by enlargement of gastric mucosal folds associated
with foveolar hyperplasia, proliferation of gastric glands and mucoussecreting cells replacing normal chief and parietal cells in extensive
cases [8]. The etiology of this disease is still not completely understood
[7,8]. It has been found that overexpression of transforming growth
factor α (TGFα) and enhanced epidermal growth factor receptor
(EGFR) signaling are implicated in the pathophysiology of this disease,
however, the true cause of this abnormal activity in local gastric
mucosal cells remains unknown [7,9].
In a study with whole exome sequencing in individuals from a
family with autosomal dominant Ménétrier disease, it was proposed
that NOTCH pathway might be involved in the pathogenesis of
Ménétrier syndrome [10].
There are variants of MD where cytomegalovirus (CMV), herpes
simplex and Helicobacter pylori infections have been associated as
possible causes [9,11]. This condition is often found in adults between
the ages 40 to 60 years, more commonly in men [7]. Its classical
presentation consists of a set of insidious and progressive-appearing
symptoms including: epigastric abdominal pain, asthenia, anorexia,
vomiting, weight loss, peripheral edema due to hypoalbuminemia
and anemia [8,12]. On endoscopy enlarged gastric folds with erosion
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and thick mucous bridges across these folds are found [12]. There are
no standardized criteria for its diagnosis [12]. Thick mucosa biopsies
should be made in order to look for the typical histopathologic signs that
define MD [9]. Clinical and endoscopic findings should be considered
for supporting the diagnosis. Other diseases such as hypertrophic
lymphocytic gastritis, hypertrophic hypersecretory gastritis, ZollingerEllison syndrome and polyposis syndromes should be ruled out [9].
MD is thought to be a risk factor for developing gastric cancer, although
a measurable statistical association has not been established [7,13].
A wide variety of treatment modalities have been tried. Supportive
measures including pain management and high-protein diet may be
useful in many patients [7]. Octreotide and lanreotide use has been
reported as a successful way of treatment [14,15]. The monoclonal
antibody cetuximab has shown to be effective in small series [16,17].
Total gastrectomy is reserved for some cases where medical therapy is
not effective [18,19].

Case presentation
We present the case of a 46-year-old male patient with a diagnosis
of a Siewert type II esopahogastric adenocarcinoma (AEG II). This
diagnosis was made occasionally during a conventional check-up at
another institution. The patient had always remained asymptomatic.
The patient’s past medical history included an episode of meningitis 24
years earlier, an appendectomy, hemorrhoidectomy and a left inguinal
hernia repair.
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An upper gastrointestinal endoscopy revealed an esophageal
tumor located at 36cm from tongue level (Figure 1A), additionally
polypoid formations in the cardiac region (Figure 1B). The primary
staging investigations classified the tumor as an uT3, uN0 (Figure 2).
CT showed a big tumor volume in the cardiac region of the stomach
(Figure 3). After discussion of the case at the Tumor Board of our
Hospital, the patient received one cycle of FLOT (5-FU, leucovorin,
oxaliplatin and docetaxel) as neoadjuvant chemotherapy. Because of
coronary spasms, the FLOT protocol was changed to 3 cycles of Teysuno
(tegafur, gimeracil, oteracil). The CEA tumor marker level before the
beginning of treatment was measured at 1.88 ng/ml (normal value).
The restaging evaluation including endoscopy, endosonography and
CT after chemotherapy showed no significant response. We performed
a thoraco-abdominal distal esophagectomy and proximal gastrectomy
with stomach tube reconstruction in the dorsal mediastinum plus local
radical lymphadenectomy and simultaneous cholecystectomy.
The postoperative UICC stage of the tumor was a ypT1a(m), ypN0
(0/26 lymph nodes), G1-2 (intestinal type according to Lauren). There
was no regression found at the primary tumor after chemotherapy,
opposing to regression grade 3 according to Becker. A pattern of
hyperthophic gastropathy and massive foveolar polyposis (Figure 4A)
with areas of mucosal dysplasia (Figure 4B) was found in the cardiac
and paracardiac areas of the stomach, corresponding to MD.

Figure 3. Primary staging studies. Computed tomography showed large tumor mass in the
cardiac region of the stomach.
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Figure 4. (A) Histologic overview about the specimen shows massive foveolar polyposis
with (B) areas of high grade dysplasia in higher magnification

1A

The patient developed a pleural exudate postoperatively, and no
surgical complications. Due to a good recovery, he was discharged on
postoperative day 15.
1B

Figure 1. Primary staging studies. Esophagogastroduodenoscopy revealed an AEG Siewert
type II junctional tumor 36-40 cm from tongue level (A), additionally esophagitis grade 2
and macroscopically polypoid formations in inversion (B) without signs of stenosis.

Methods
Representative areas from the esophagectomy and proximal
gastrectomy specimen were sampled in 30 parafin-embedded
blocks for light microscopic analysis and immunohistological
analysis. CKpanMNF116 monoclonal antibodies were used for the
immunohistochemistry study.

Histopathologic findings

Figure 2. Primary staging studies. Endosonography was difficult in the cardiac part of the
stomach because of foveolar hyperplasia, and demonstrated uT3 uN0 tumor.
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The specimen of the distal esophagectomy had the following
dimensions: distal esophagus 7 cm, small curvature of stomach 8 cm,
great curvature of stomach 5cm. The main tumor was found around
the cardiac area (Siewert AEG II type), with an exophytic and polypous
appearance, stenosing the lumen of the esophagus. Small areas of
Barrett‘s esophagus were found in distal esophagus. Microscopically,
the paracardial region of the esophagus, the cardia and the proximal
stomach showed typical changes like Ménétrier’s disease (Fig. 4A and
4B) with hypertrophic gastropathy and massive foveolar polyposis
with low to high grade dysplasia and multifocal an mucosa-invasive
intestinal type adenocarcinoma. AEG was found multifocal in areas of
high grade dysplasia. The surgical margins in the stomach were free of
MD. One lymph node showed regressive changes without detection of
residual tumor cells.
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Discussion and conclusion
The association or coexistence of MD with AEG has not been yet
published in the literature. Within this case report, we describe not
only unusual association, but also a peculiar type of MD. The topic is of
special interest because the number of AEG is increasing [20], even if
MD is a rare gastropathy.
One incongruity with MD description in the literature is the absence
of digestive symptoms, typical for MD – vomiting, nausea, diarrhea,
abdominal pain, weight loss, malnutrition, postprandial emesis and
peripheral edema due to hypoalbuminemia [21]. It is because of this
alike set of symptoms that MD is almost never suspected at first in most
cases. However, the patient in our case report was never symptomatic.
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AEG is usually connected to a mucosal metaplasia and chronic
irritation of esophagus by chlorine acid. The very low secretion of
chlorine acid is typical for MD [6]. Since, small areas of Barrett‘s
esophagus were found in distal esophagus, this mechanism is also valid
in this case.
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The patient in this study did not have a coexistent infection with
CMV, as many other case reports have described, mainly in pediatric
populations [22,23]. Neither did he have an H. pylori infection. This is
consistent with two other cases we found throughout our research [24,25].
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The next incongruity with the literature is based on the extent of
MD. We resected maximum of 5 cm gastric wall in the great curvature.
In this patient, MD was limited to the paracardial region of the
esophagus, the cardia and the proximal stomach. In most of described
cases, MD spares antrum but covers entire stomach till pylorus.
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Along with FDA statement, surgical treatment consists in total
gastrectomy only as no possible boundary of involved / non-involved
gastric wall could be gain. In this case, MD was diagnosed after careful
analysis of the esophagectomy and proximal gastrectomy specimen but
not pre-operatively. The surgical margins in the stomach were free of
MD. This annual endoscopic follow-up demonstrated no signs of MD.
Retrospectively, we can assume that MD mimicked an advanced
AEG in this case, and the neoadjuvant chemotherapy probably was not
necessary. In the postoperative histology, no regression was found at
the primary tumor. Our patient demonstrated a good tumor biology
and still alive three years after the operation.
There are numerous case reports in the literature that describe an
association between MD and gastric carcinomas [26-28], and even one
of them demonstrates association with a hilar cholangiocarcinoma [29].
But to our knowledge, this is the only case report about an AEG and MD.
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