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Abstract | Case Report

Menetrier’s disease (MD) is a rare hypertrophic gastropathy clinically characterized by digestive signs as epigastric
pain, nausea, vomiting and diarrhea, with hypoalbuminemia and anemia, endoscopically by giant rugal folds and
histologically by tortuous foveolar hyperplasia with dilated glands and hypertrophic muscularis mucosae. The current
study presents a case of MD in 44 year-old-man admitted to the hospital of Hassan Il in Fez, Morocco with
epigastralgia, vomiting and weight loss. Physical examination fond a pale face and anemia in laboratory studies. A
total gastrectomy was performed given the resistance to treatment and the persistence of symptoms, as well as the
suspect endoscopic aspect. Macroscopic examination showed hypertrophic and polyploid gastric mucosa resembles
cerebral convolutions. Histological examination showed a foveolar hyperplasia, tortuosity and dilatation of the glands.
Hypertrophic muscularis mucosae with smooth muscle bundles extending into the lamina propria have also been
observed. MD is considered as precancerous condition, and is associated with an increased risk of gastric cancer.
This is a retrospective study of MD to describe his clinical, endoscopic and histological features, showing also the
difficulty of the histological diagnosis.
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INTRODUCTION

Menetrier’s disease (MD), or hypertrophic
gastropathy, was first described in 1888 by Pierre
Ménétrier [1]. It is a rare clinical entity characterized by
large gastric folds associated with epithelial hyperplasia
of the gastric fundus and body. The etiology of MD
remains unknown, although previous studies have
demonstrated that MD is associated with infections.
MD presents with variable symptoms and signs. Giant
rugal edematous folds are seen on gastroscopy.
Histologically, it can be mistaken for other disorders
showing hypertrophic gastropathy. Considering its
rarity, the incidence and mortality rate data remain
undetermined. Notably, a number of patients with MD
have presented gastric cancer, which may demonstrate
that MD carries an increased risk of cancer [2, 3]. We
report a case of menetrier’s disease of the Stomach and
we describe macroscopic and morphologic features of
this very rare variant, diagnosis difficulties, prognosis
and treatment

CASE PRESENTATION
44 year-old-man was admitted to the university
hospital of Hassan Il in Fez, Morocco with

epigastralgia, vomiting and weight loss. The patient's
medical history included gastritis since 2012, put on
H2-blockers. In physical examination, the patient's face
was pale and no peripheral edema was detected.
Laboratory studies indicated irondeficiency anemia
(hemoglobin=8g/dL; normal range=12, 50-15, 50),
hypoalbuminemia (albumin= 30g/L, normal range=35-
52) and hypoprotidemia (prot= 53g/L, normal range=
66-83).

The patient had undergone a first fibroscopy
wich revealed a budding process extended to the antro-
fundic junction. Biopsies were performed in the body of
the stomach and the anatomopathologic examination
was in favor of hamatomatous and hyperplastic polyps.

To exclude a familial adenomatous polyposis,
a total colonoscopy was performed and was without
anomalies.

A thoraco-abdomino-pelvic computed
tomography (CT) scan was also performed and showed
the presence of a diffuse gastric parietal thickening
involving the entire gastric wall.
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Given the negativity of the first biopsies, a
second fibroscopy was requested showing a
hypertrophy of the fundic folds. Given the persistence
of symptoms under treatment, the diffuse aspect of the
lesion and the suspicious appearance on the fibroscopy
and CT, a total gastrectomy was performed (figure 1).

Macroscopic examination showed
hypertrophic and polyploid gastric mucosa mimicking
cerebral convolutions (figure 2.a). Those lesions were
limited to the mucosa without infiltration (Figure 2.b).

Histological examinationas had showed a
relative preservation of mucosal architecture with
foveolar hyperplasia, tortuosity and dilatation of the
glands (figure 3.a). Hypertrophic muscularis mucosae
with smooth muscle bundles extending into the lamina
propriahave also been observed (figure 3.b).

We should re-examined the specimen looking
for malignant transformation areas, the result of which
was negative. Based on these macroscopic and
histological features, the diagnosis of Menetrier's
disease was retained.

The patient was administered oral folic acid for
his anemia after surgery and received follow-up by
clinical surveillance. The patient had gained weight and
reported no symptoms 3 months after surgery.

Fig-2
a: Total gastrectomy after fixation showing an hypertrophic and polyploid gastric mucosa mimicking cerebral convolutions.
b: polypoid, superficial and non-infiltrative aspect of the lesion

Fig-3
a: Preservation of mucosal architecture with foveolar hyperplasia, tortuosity and dilatation of the glands.
b: Hypertrophic muscularis mucosae with smooth muscle bundles extending into the lamina propriahave.
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DISCUSSION

Menetrier's disease was first described by
Pierre Menetrier in 1888 [4], a French pathologist who
observed enlarged gastric folds during autopsies. He
described two distinct varieties, one form which shows
a diffuse appearance without cystic dilation of glands
(“polyadenomes en nappe”), and a second form with
cystic dilation of ducts and lobulated appearance
(“polyadenomes polypeux”).

It is a rare acquired disorder that occurred
more often in men than in women, and the typical age at
diagnosis is between 30 to 60 years [5].

The etiologies of Menetrie's disease are very
poorly characterized. In the report published by Stolte.
M and al [6], they found that hypertrophic gastropathy
was associated with Helicobacter pylori in more than 90
percent of cases in a retrospective study of 138 patients
with hypertrophic gastropathy. Many other studies have
shown that the eradication of H. pylori may lead to
complete remession [7-10]. However, in most adult
cases of MD, an initial pathogenic agent cannot be
determined like our case.

The research group of Robert Coffey [11]
showed that patients with MD express TGFa, one of
several ligands of the EGFR, significantly higher
compared with the normal gastric mucosa. This
overproduction of TGFa in the stomach has been
suggested to explain several clinical features of MD,
including increased hyperplasia of surface mucous cells
and mucin production, decreased acid production and
oxyntic atrophy.

MD has also been reported in patients with
autoimmune diseases such as inflammatory bowel
disease, ankylosing spondylitis and sclerosing
cholangitis, suggesting an immunological component to
its pathogenesis [12, 13].

Clinical presentations include epigastric pain,
nausea, vomiting, diarrhea, weight loss, and peripheral
edema due to hypoalbuminemia [14]. In addition,
somes published cases of MD have also presented with
severe irondeficiency anemia [15, 16] like our case, but
no peripheral edema or hypoalbuminema  were
detected in physical and in biological examinations in
our patient.

The presence or absence of hypoproteinemia in
MD can only constitutes a distinction of two different
stages of the disease, because, several cases of patients
with  documented  spontaneous  remission  of
hypoalbuminemia and edema have been reported [17-
19], because excessive gastric protein leakage is only a
temporary feature, wusually seen in the early
symptomatic stages of the disease. Noted that our
patient has been on treatment for gastritis since 2012.

Endoscopic  explorations like endoscopic
ultrasonography can show diffuse thickening of the
gastric wall [20-23]. Gastroscopy is the best mean of
exploration showing giant rugal folds predominantly in
the proximal stomach [24], but the diagnostic
confirmation is based on the anatomopathological
examination.

Histological examination shows a tortuous
foveolar hyperplasia with often cystized and dilated
glands, this is associated with hypertrophic muscularis
mucosae with smooth muscle bundles extending into
the lamina propria. In this lamina propria we note the
presence of predominantly chronic inflammatory cell
infiltration prominent eosinophils.

The histological aspect is not always obvious
and several differential diagnoses are proposed, because
some diseases share histologic characteristics with MD,
correlation between microscopic findings, endoscopic
and clinical features is important in order to establish
the correct diagnosis, as well as accurate diagnosis of
some of these diseases requires examination of a large
biopsies that capture the entire thickness of the mucosa.
In our case, the results of the performed biopsies were
an hamartomatous and hyperplastic polyps.

Disease entities that share histological
characteristics with MD include gastritis polyposa
profunda, hypertrophic lymphocytic  gastritis,
hypertrophic hypersecretory gastropathy, Zollinger-
Ellison syndrome (ZES), polyps and polyposis
syndromes.

In the histological examination, the presence
of diffuse thickening of the faveoli by the tourturous
hyperplastic epithelium is the key to differentiated MD
from the localized changes predominantly at the base of
the glands in gastritis polyposa profunda [25, 26].
Hypertrophic lymphocytic gastritis is characterized in
histological examination by the presence of diffuse and
severe inflammation with prominent intraepithelial
lymphocytes in the lamina propria. Foveolar
hyperplasia is confined to areas with inflammation [27].
Hypertrophic hypersecretory gastropathy is a rare
disease that characterized endoscopically by
hypersecretion of mucin with hypertrophic gastric folds.
Histologically, it is differentiated from MD in that
hyperplasia is seen in both the foveolar epithelium and
oxyntic glands [28, 29]. ZES is characterized by
gastrinoma, augmentation of acid secretion with ulcer
disease, and it shows diffusely thickened gastric folds.
Histological ~examination  shows parietal cell
hyperplasia that can extend to the base of the glands and
into the antrum, with a nodular or linear
enterochromaffin-like cell hyperplasia that isassociated
with multiple endocrine neoplasia type 1.

Polyps and polyposis syndromes can manifest
as focal hypertrophic gastropathy and can be numerous
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and diffusely distributed. The differential diagnostic
between this polypes and MD in based on family
history, manifestations outside the stomach, genetic
testing, appearance at endoscopy and histological
examination. Gastric hyperplastic polyps are the most
common, accounting for 70% of gastric epithelial
polyps [30], it usually develops in the background of
other gastric pathology like chronic or atrophic gastritis.
The histological examination shows foveolar
hyperplasia with tortuous and dilated glands like in MD
but this polyp show in addition a loss of parallelism of
the glandular units with distortion of mucosal
architecture. Additionally, lamina propria eosinophils
were less visible and lamina propria smooth muscle
fibres much less hyperplastic than in MD.

Juvenile polyposis syndrome (JPS) is
characterized by hamartomatous polyps and mainly
located in the colon [31]. Patients with JPS will
typically have a history or presence of colonic polyps at
the time of diagnosis and/or a family history of JPS.
Histologically, gastric polyps in JPS are similar to other
hyperplastic polyps and are characterized by foveolar
hyperplasia similar to MD. But, in comparison with
MD, gastric juvenile polyps show a loss of tissue
architecture, edematous stroma with fewer glandular
units and less smooth muscle fibers in the lamina
propria. We note also the presence of a mixed
inflammation with numerous small congested vessels.
All these differential diagnoses remind that the
diagnosis of MD is a challenge for the pathologist and
requires a clinical, radiological, endoscopic and
histological confrontation.

Various treatments have been reported to
provide therapeutic benefit. In the report published by J.
BURDICK [32], they have shown that systemic
blockade of the epidermal growth factor receptor by a
monoclonal antibody against the epidermal growth
factor receptor (C225, ImClone Systems) improved the
clinical and biochemical features of the disease.
Helicobacter pylori eradication can be attempted for
variants associated with Helicobacter pylori infection
[33, 34]. Other than these approaches, several protocols
like, antibiotics, non-steroidal anti-inflammatory drugs,
prednisone and anticholinergic agents have been tried;
however, they have yielded inconsistent benefits and
none has been evaluated in a clinical trial.

A total gastrectomy is indicated in case of
resistance to treatment and persistence of symptoms and
it is often associated with considerable morbidity and
even mortality related to surgical resection.

MD is considered as precancerous condition,
and is associated with an increased risk of gastric
cancer like carcinoma or gastric lymphoma [1, 2]. It is
impossible to estimate the true incidence of malignant
change from this pathology. However, in the report
published by Scharschmidt BF [2], carcinoma

developed in three of the 26 patients who were followed
for more than one year. Therefore, patients should be
followed up for a substantial period of time.

In conclusion, MD is a rare pathology. Its
diagnosis is a challenge for the pathologist. Establishing
a correct clinicopathological diagnosis requires close
communication between the physician, endoscopist and
pathologist as the disease is difficult to identify based
on clinical symptomatology, imaging or histological
appearance alone.
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