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Case report 

Menetrier's disease is an uncommon disease characterized by diffuse hypertrophy of gastric 

mucosa and giant gastric rugae with an increased risk of gastric cancer. Only a few reports 

supporting its association with gastric cancer have been found.  

Material and methods 

We present the case of signet ring cell adenocarcinoma associated with Menetrier's disease. The 

patient is a 54-year-old Algerian female. 

Results 

A 54-year-old woman was admitted to our hospital with a history of anemia, anorexia, and 10 

kg weight loss. During her hospitalization, the patient presented an extradural hematoma. A 

biopsy was performed, which revealed a bone metastasis of the carcinomatous process. 

Abdominal computed tomography demonstrated diffuse thickening of the gastric wall. A 

gastric biopsy specimen showed thickened gastric mucosa and cystic dilatation of glands 

compatible with Menetrier's disease and diffuse infiltration by signet ring cell adenocarcinoma. 

A total gastrectomy was performed. 

Conclusion 

A patient with signet ring cell adenocarcinoma associated with Menetrier’s disease is reported 

in our case study. 

Keywords: Menetrier's disease, signet ring cell adenocarcinoma, gastrectomy, gastric cancer, 

woman. 

Introduction 
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Menetrier's disease is uncommonly characterized by diffuse hypertrophy of gastric mucosa and 

giant gastric rugae with diminished acid secretory capacity, a protein-losing state, and 

hypoalbuminemia [1]. Fewer than 1000 cases have been reported [1,2], and a dozen reports 

support its association with gastric adenocarcinoma [2]. We present the signet ring cell 

adenocarcinoma case associated with Menetrier’s disease. 

Case report  

A 54-year-old woman was admitted to the Hematology department for further investigations 

in March 2018 with a 2-month history of anemia, anorexia vomiting, nausea, epigastric 

abdominal pain, generalized edema, and 10 kg weight loss, upper gastrointestinal bleeding and 

melena, requiring transfusions of blood concentrates. Physical examination revealed a 

moderately tender abdomen. Total protein and albumin were 6.4 g/dL and 4.2 g/dL, 

respectively. All other laboratory data, including liver function tests, hemoglobin, and 

electrolytes, were average. Serological tests were negative for human immunodeficiency virus. 

Mild normocytic anemia was noted (hematocrit 38%). Tumor markers, such as 

carcinoembryonic antigen and cancer antigen 19-9, were also standard.  The erythrocyte 

sedimentation rate was 100 mm in the 1st hour.  During her hospitalization, the patient 

presented an extradural hematoma. Biopsy revealed a bone metastasis of carcinomatous 

process. Abdominal computed tomography demonstrated diffuse thickening of the gastric wall. 

Upper endoscopy showed a copious amount of mucus in the stomach with enlarged and 

hypertrophic gastric folds. 

The signet ring cell adenocarcinoma was identified in the biopsy material, whereas Menetrier’s 

disease was confirmed two weeks later in the total gastrostomy specimen.  
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Macroscopically, the mucosa was diffusely edematous with diffuse thickening of the gastric 

wall and gastric folds with a cerebroid appearance in the body and the fundus, a tumor localized 

on the border of the body and the fundus of the stomach, which was of 7 cm at the greatest 

diameter and was characterized by exophytic growth (fig.1). 

 

Fig 1. Gross postoperative specimen. An exophytic tumor localized on the border of the body and the fundus of the 
stomach, which was 7 cm at the greatest diameter. Presence of giant, thickened, and tortuous gastric folds resembling 
cerebral convolutions. 

 

A resected specimen was serially sectioned. Histopathology showed thickened gastric mucosa 

and cystic dilatation with tortuosity of the glands localized in the upper and middle third of the 

mucosa (Fig.2). 
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Fig 2. The glands show marked foveolar hyperplasia, elongated and tortuous appearance, and cystic dilatation(HE X20). 

The number of parietal cells increased, and inflammatory infiltration predominantly consisted 

of numerous eosinophils and plasma cells compatible with Menetrier's disease complicated by 

signet ring cell adenocarcinoma (Fig.3a,b) with a poorly differentiated malignancy (G3). 

 

Fig 3.a: Signet ring cells show a mucin vacuole that pushes the nucleus to the periphery of the cell cytoplasm(HE X 20). 
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It was classified histologically using the 8th edition of the Union for International Cancer 

Control classification (UICC) as extending to the serosal mucosa (pT3), metastases to 21/78 

lymph nodes(N3b), brain metastasis (M1), and stage IV according to the 5th TNM staging 

stomach carcinoma. According to Lauren's classification, the tumor was classified as a diffuse 

type. The H. pylori infection was not detected.  

 

Fig 3. b: Signet ring cells show a mucin vacuole that pushes the nucleus to the periphery of the cell cytoplasm(HE X 40). 

Discussion 

Menetrier’s disease is a scarce type of hypertrophic gastropathy; the etiology, clinical features, 

and epidemiology of this disorder, including the risk of gastric cancer, are largely unknown. 

The disease was first described in 1888 by Pierre Ménétrier [1, 3-11] with an incidence of less 

than 1 in 200,000 individuals [4,6]. The link between Menetrier’s disease and cancer remains 

controversial. It is known that Ménétrier’s disease increases the risk of gastric cancer by around 

2 to 15% over a lifetime. Still, this risk's magnitude is not entirely elucidated because of the 

rarity of cases [3,4,12]. In some instances, gastric cancer has been detected several years after 

the diagnosis of Menetrier’s disease [12]. There has been little research on the incidence of 
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concurrent Menetrier’s disease and signet ring cell adenocarcinoma [6], as reported in our 

study. The pathogenesis remains unclear, but recent experimental animal models have shown 

an overexpression of tumor growth factor α, a ligand for the tyrosinase epidermal growth factor 

receptor (EGFR), resulting in a selective expansion of surface mucous cells in the body and 

fundus of the stomach. The long-term may predispose to a malignant hyperproliferative 

disorder [2,3,8,12]. Only a couple of cases of familial clusters in the literature  have been 

reported [8]  

Menetrier’s disease affects primarily adults but can also occur in children. A male predilection 

is often reported [2,3,6,8,10,12]. It usually occurs in patients between 50 and 70 years, with an 

average age of 55 years at diagnosis [2-4,8,11,13], consistent with our findings. The four classic 

symptoms of Menetrier’s disease include abdominal pain, nausea, vomiting, and peripheral 

edema [1,3,4,6-8,12,13]. Our case showed all of these characteristics. Protein-loss gastropathy 

anemia, hypoalbuminemia, and diminished gastric acid secretion (hypochlorhydria) due to 

glandular atrophy[1,3,7,12]. Similar to other studies, our case had albumin levels within normal 

ranges despite having generalized edema. Menetrier’s disease has been associated with some 

gastric diseases, including bacterial and viral infections such as CMV, H. pylori [1,4,6-8,11-

14], herpes simplex [4,6,7,11,12], human immunodeficiency virus HIV, as well as ulcerative 

colitis [7] Our patient did not have a coexistent with an H. pylori infection. For some authors, 

Menetrier’s disease is described as hypertrophy of gastric mucosa without gastritis, and for 

others, Menetrier’s disease is considered hypertrophic gastropathy with hypoproteinaemia, 

regardless of histology [14]. Another issue related to the disease is thrombophilia. There are 

reported cases of unprovoked venous thrombosis associated with protein-losing diseases [1], as 

our patient presented an extradural hematoma.  
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On CT scans or MRIs, the thickened folds protrude into the gastric lumen and distort the 

mucosal surface. The serosal surface remains smooth, and the gastric wall between folds 

remains normal or slightly thickened [2,4,8].  

Endoscopically, the gastric mucosa is characterized by giant, thickened, and tortuous gastric 

folds resembling cerebral convolutions [3,4,12]. The folds are usually less than 1.0 cm thick in 

the fundus and 0.5 cm in the antrum. Sometimes, large and irregular folds can mimic polyps 

[4].  

Endoscopic ultrasound shows that only the second layer (muscularis mucosa) is thickened. The 

mucosa also shows increased echogenicity, while the submucosa and the muscularis propria 

remain normal  [4]. The lesions are mainly seen in the body of the stomach, which can be 

localized or diffuse and are less involved in the gastric antrum [8, 12, 14]. There is frequently 

a poor correlation between endoscopic and or radiological findings and the histological features 

[14].  Histopathological analysis demonstrated mucosal hypertrophy due to foveolar 

hyperplasia and the development of tortuous glandular cysts  [3,5,6,7,9] with a reduction in 

parietal and chief cells, causing reduction of acid secretion [1,4,7,12], infiltration of eosinophils 

and plasma cells, [7] All of these features were seen in our patient as well. For some authors, 

mild or no inflammatory cells [1, 3, 4, 9]. in Menetrier’s disease may be distinguished from 

other gastropathies with thickening of the gastric folds such as the Zollinger–Ellison syndrome, 

lymphocytic gastritis, Cronkhite-Canada syndrome, carcinoma, lymphoma [2,3,5,6,9,12,14], 

stomach stromal tumor,  Gastric mucosal prolapse [8].  

Prognosis depends heavily on the timing of diagnosis, depth of tumor invasion, and lymph node 

metastasis of signet ring cell adenocarcinoma according to the WHO classification of gastric 

tumors 8th edition of the Union for International Cancer Control classification (UICC) [6,15]. 
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Owing to its premalignant potential, annual endoscopy surveillance would be a helpful 

recommendation [3], but there is no consensus regarding screening [4, 12]. There is no specific 

treatment for Menetrier’s disease. First-line treatment usually includes a high-protein diet, 

proton pump inhibitors, helicobacter pylori or CMV eradication, and long-acting octreotide 

release. Several studies reported disease regression after treatment with the monoclonal 

antibody against the EGFR receptor [1, 2, 9, 12]. A total or partial gastrectomy for refractory 

or complicated cases could be suggested [2, 3, 6-9, 12]. 

CONCLUSION  

The present study describes a case of concurrent signet ring cell adenocarcinoma associated 

with Menetrier’s disease and reviews the literature.  
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