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Abstract
We present two cases of Menétrier’s Disease (MS) referred to our institution due to edema. The prevalence 
of this disease is low. It is a hypertrophic gastropathy which causes loss of proteins and which has unknown 
causes in the majority of cases although it has been associated with infectious processes. It is characterized 
by edema, hypoproteinemia, hypoalbuminemia. In childhood it is benign and self-limited.
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INTRODUCTION

Ménétrier’s disease was first described in adult patients in 
1888 by the French pathologist Pierre Eugene Ménétrier. 
The presentation of the disease in children is rare, with 
less than 100 cases published in the literature. (1) It is 
characterized by a thickening of gastric folds with hypoal-
buminemia secondary to the loss of proteins through the 
gastrointestinal mucosa. The majority of pediatric cases are 
associated with viral infections, among which cytomegalo-
virus (CMV) is the most frequently mentioned etiological 
agent. Unlike the adult disease, this is an acute disorder 
with a benign and self-limiting course.

This disease should be suspected in patients with nons-
pecific gastrointestinal symptoms, hypoproteinemia and 
edema for whom causes related to the liver, kidney and 
heart have been excluded. (2)

CLINICAL CASE 1

The first patient was a 23-month-old male with a personal 
history of asthma and allergic rhinitis who was referred 

to our hospital because of hypoalbuminemia. Two weeks 
before admission, he had developed a flu and fever which 
soon become associated with vomiting, bloating and dia-
rrhea. He went to other health centers which treated his 
symptoms. Then, on the tenth day, he suffered clinical dete-
rioration including asthenia, adynamia, loss of appetite, 
generalized edema, and an objective weight gain of 4 kilos.

Upon admission, general conditions were observed to be 
below normal. His vital signs included arterial pressure of 
95/41/59, heart rate of 140 beats per minute, respiratory 
rate of 24 breaths per minute, 98% oxygen saturation, 15 kg 
weight and 92 cm length. He was pallid with signs of mild 
dehydration, his breathing was rapid, and he had runny 
nose with clear mucus. The generalized edema was striking, 
and he was hospitalized in an intermediate care unit with a 
diagnostic impression of nephrotic syndrome.

A complete blood count had normal red cell and plate-
let series. The white cell series showed a leukocyte count 
of 18,300 with 27% reactive lymphocytes, and erythrocyte 
sedimentation rate (ESR) of two, and a C-reactive protein 
(CRP) level of 0.83. The level of triglycerides was 220, the 
coagulation study was normal, kidney function was normal 
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(creatinine: 0.83 mg/dL), liver functions were normal (ala-
nine aminotransferase [ALT]: 10 IU/L, aspartate amino-
transferase [AST]: 31 IU/L), and the patient had hypopro-
teinemia (total proteins: 3.1 g/dL) and hypoalbuminemia 
(1.9 g/dL). The urine study was normal without evidence 
of proteinuria or hematuria.

The patient’s blood also tested negative for hepatitis B 
(HBV), hepatitis C (HCV), Epstein-Barr virus (EBV), 
human immunodeficiency virus (HIV), leptospira, myco-
plasma, dengue and toxoplasma but tested positive for 
cytomegalovirus (CMV) immunoglobulin M (IgM) and 
immunoglobulin G (IgG). 

Abdominal ultrasound showed bilateral pleural effusion 
and free fluid in the perirenal and perisplenic spaces.

The patient was evaluated by a pediatric nephrologist and 
a hepatologist who ruled out renal causes and acute portal 
thrombosis as explanations for the patient’s condition. An 
infectious disease specialist, consulted because of the fin-
ding of a CMV infection, considered that the patient did 
not merit antiviral treatment despite the evidence of infec-
tion (CMV viral load: 9932 copies/mL) since no involve-
ment of the target organ was demonstrated and the risk of 
toxicity due to the medication was great.

Finally, on the sixth day of hospitalization, a pediatric gas-
troenterologist performed an upper gastrointestinal endos-
copy due to suspicion of gastropathy and/or protein losing 
enteropathy. Eroded hypertrophic folds with friable mucosa 
were found in the corpus, the antral mucosa’s appearance 
was normal, and the fundic mucosa had superficial erosions, 
so Ménétrier’s disease was suspected (Figure 1). With these 
findings, a colonoscopy was postponed indefinitely.

The pathological study found mild esophagitis, hyper-
trophic gastropathy (foveolar hyperplasia, dilatation and 
atrophy of glands, increased muscle fibers in the lamina 
propria, but no Helicobacter pylori) and signs of chronic 
duodenitis. These findings confirmed the diagnosis of 
Ménétrier’s disease (Figure 2).

The patient’s evolution was favorable. Initially, he was 
treated with infusions of albumin and diuretic to improve 
the edema, and he also received nutritional support and 
antisecretory treatment with esomeprazole. He was dis-
charged on day 17 of hospitalization with outpatient 
follow-up 15 days later. At that time he was asymptoma-
tic and with a serum albumin level of 3.6 mg/dL. He was 
scheduled for a follow-up upper endoscopy, but his parents 
decided not to have it performed. Periodic follow-ups have 
continued without relapse.

CLINICAL CASE 2

The second patient was a 5-year-old male who came to a 
second level hospital following 15 days of abdominal pain 

associated with multiple episodes of vomiting and diarrhea 
with mucus but without blood three to four times per day 
usually after meals. Subsequently, he developed edema of 
his eyelids, oliguria and foamy urine. While hospitalized 
there, doctors ruled out nephrotic syndrome and liver cau-
ses as explanations for the edema. They performed a CT 
scan of the abdomen which found multiple mesenteric ade-

Figure 1. Normal appearing esophageal and duodenal mucosa. 
Hypertrophic and eroded body folds.
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The patient evolved favorably after diuretic treatment, 
replacement with intravenous albumin, antisecretory 
management and nutritional management. Biopsy results 
showed hypertrophic gastropathy compatible with 
Ménétrier’s disease, 60 eosinophils per field and H. pylori 
negative (Figure 4). Colonic mucosal biopsies showed 
non-specific chronic inflammation.

After 9 days of hospitalization, he was discharged with 
prescriptions for outpatient management with esomepra-
zole and nutritional recommendations. A follow-up one 
month later found him to be completely asymptomatic. 

Continued antisecretory treatment and a follow-up 
endoscopy were prescribed but the patient did not return 
for the follow-up examination.

DISCUSSION

Ménétrier’s disease is an acquired gastric disorder charac-
terized by giant hyperplastic folds, excess mucus secretion 
and hypoproteinemia due to the selective loss of serum 
proteins through the gastric mucosa. The clinical course 
of the disease in adults is insidious and progressive and is 
associated with malignancy, but in children, the disorder is 
characterized by abrupt onset and spontaneous resolution 
in two to ten weeks with only supportive treatment. (3)

Although its cause is unknown, the literature has descri-
bed possible associations with chemical irritants, toxins, 
dietary factors, neuro-emotional factors, endocrinological 
factors, allergic processes or immunological alterations.

The association with infectious processes has been stron-
gly related to CMV (up to 70% of cases), (4-6) but there are 
also descriptions of association with H. pylori (7), Herpes 

nopathies and thickening of the jejunal and ileal loops, so 
they referred him to our third level center for studies.

His vital signs at admission included a heart rate of 130 
bpm, a respiration rate of 24 breathes per minute, oxygen 
saturation of 97%, arterial pressure of 69/45/56, 19.7 kg 
weight, and 112 cm height. He had generalized edema with 
basal right crepitus, a positive ascitic wave and collateral 
circulation in the upper abdomen.

Results of a complete blood count included normal red 
cell and platelet series and a leukocyte count of 15,100 (A 
peripheral blood smear showed 2% reactive lymphocytes). 
A urinalysis was normal as were kidney functions (creati-
nine: 0.53 mg/dL, blood urea nitrogen 18 mg/dL) and liver 
functions. Coagulation tests were normal, his triglyceride 
level was 135 mg/dL, and he had hypoproteinemia (The 
total serum protein level were 2.7 g/dL and the albumin 
level was 1.6 g/dL). Similarly, a chest x-ray showed mode-
rate right pleural effusion, and an abdominal ultrasound 
showed no alterations.

He was evaluated by a pediatric gastroenterologist who 
suspected protein-losing gastropathy related to inflam-
matory bowel disease (due to abdominal CT findings). 
Upper endoscopy and colonoscopy revealed that the folds 
of the corpus were very thick and friable, the corporeal 
mucosa had pseudopolyps and erosions, the antral mucosa 
had a follicular appearance, the mucosa of the duodenal 
bulb and second portion appeared to be normal, and the 
colonic mucosa appeared normal throughout (Figure 3).

Based on these findings, Ménétrier’s disease was suspec-
ted, and antibodies were requested for CMV even though 
the patient’s test for CMV IgG and IgM were negative and 
his CMV viral load was also negative (77 DNA/mL).

 
Figure 2. Elongation and hyperplasia of foveolar cells, increased muscle fibers in the lamina propria and predominantly mononuclear inflammatory 
infiltrate (200x and 100x).
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stimulates the transforming growth factor alpha (TGF-α) 
signaling pathway which eventually generates overgrowth 
of mucosal epithelial cells, especially in the gastric corpus 
and fundus. (6-8)

Infantile Ménétrier’s disease usually affects children 
under six years of age and usually has an acute onset. The 
initial symptoms are nonspecific and are similar to many 
viral pictures with fatigue, nausea, vomiting and abdominal 
pain. When hypoalbuminemia occurs, peripheral edema 
occurs and subsequently ascites, pleural effusion and even 
pericardial effusion. Patients usually present to the emer-
gency service with anasarca, as was evident in the two cases 
presented here. (6) Analytically, hypoproteinemia and 
hypoalbuminemia are characteristic and make it necessary 
to rule out renal and hepatic involvement. (9)

A diagnosis of Ménétrier’s disease is made by an endosco-
pic study in which thickened folds are observed in the gastric 
fundus and corpus, and the gastric mucosa is slightly nodular 
with small areas of ulcerated or necrotic tissue. In addition, 
an increase in thick, viscous, transparent gastric secretions 
can be seen. (10) During upper endoscopy, samples must 
be taken to correlate with the histopathological study. The 
findings are similar to those of adult Ménétrier’s disease and 
are characterized by hypertrophy of gastric folds and foveolar 
hyperplasia, thickening of the mucosa due to proliferation, 
elongation and cystic dilation of gastric glands, hypersecre-
tion, edema and inflammatory infiltrate. (11, 12)

Associations between  Ménétrier’s disease and acute 
CMV infections are complex. Evidence of a relationship 
with CMV infection is established by a finding of infec-
ted cells in the gastric mucosa by PCR, detection of viral 
antigens by immunohistochemistry, viral cultures of the 
gastric mucosa or by viewing typical viral inclusions. The 
cytomegalovirus (CMV) antigenemia test, PCR of blood, 
and blood tests are less sensitive for detection of gastroin-
testinal involvement, but they can detect the infection and 
establish diagnostic suspicion. In-situ hybridization and 
immunohistochemistry have been proposed as the most 
sensitive laboratory techniques, but there are cases in which 
the presence of the virus has not been identified. The pro-
blem is that CMV infections may be a primary infection, 
a reactivation or a reinfection. Viral excretion in the urine 
and positive IgM serology can be maintained for months, 
so an isolated finding does not confirm that a CMV infec-
tion is the cause of Ménétrier’s disease. (2)

Because of the benign, self-limiting course of Ménétrier’s 
disease in children, it has been determined that only anti-
viral treatment with ganciclovir should be given to those 
patients in whom the presence of CMV can be demonstra-
ted in the gastric mucosa when they do not demonstrate cli-
nical and paraclinical improvement with support measures 
that include hydration, infusion of albumin and diuretics, 

simplex, Giardia intestinalis, Mycoplasma pneumoniae, 
and others. (3)

Recent research suggests that the pathophysiology may 
be explained by the stimulus produced by triggers on the 
epidermal growth factor receptor (EGFR), a transmem-
brane receptor with tyrosine kinase activity. This in turn 

Figure 3. Hypertrophic gastric folds, with pseudopolyps and friability, 
and follicular antral mucosa. Thick, viscous gastric discharge.
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