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Abstract

Menetrier’s disease, a hyperproliferative protein losing gastropathy, is a rare disorder of the gastric foveolar mucosa with a
characteristic endoscopic and histopathologic appearance.  Menetrier’s disease usually is a disease of adult men; however, it
has also been described in children. The etiology of Menetrier’s disease is largely unknown. Increased signaling by transforming
growth factor-α and infection with H. pylori (H.pylori gastritis) have been implicated. The association of Menetrier’s disease with
cytomegalovirus infection has been reported in over sixty cases in pediatric patients; however, this association has been rarely
reported in adults and interestingly all of the latter have been males. We report a case of 22-year old, immunocompetent female
with clinical, endoscopic and histopathologic findings of Menetrier’s disease that demonstrated cytomegalovirus by DNA in-situ
hybridization. This case hence adds to the extremely rare occurrence of Menetrier’s disease associated with CMV in an adult
and to our knowledge is the first report of such a case in an adult female.

INTRODUCTION

Menetrier’s disease, a hyperproliferative protein losing
gastropathy is a rare disorder of the gastric foveolar mucosa.
First described in 1888 it is believed to result from
overexpression of transforming growth factor-α. 1 It is
characterized clinically by epigastric pain, diarrhea, weight
loss, hypoalbuminemia and edema. Histologically, there is
markedly elongated, tortuous and cystically dilated foveolae
with marked hyperplasia of foveolar mucous cells that gives
the glands serrated outlines. Menetrier’s disease usually is a
disease of adult men; however, it has also been described in
children. The association of Menetrier’s disease with
cytomegalovirus infection has been reported in over sixty
cases in pediatric patients in the literature.2-4 interestingly,
this association has been reported only in four adults till
date, all of them males.5-8

REPORT OF A CASE

 A 22-year old female presented to the emergency
department with epigastric and left upper quadrant
abdominal pain accompanied by nausea and vomiting. She
denied any chest pain or shortness of breath, fever or change
in bowel habits. Physical examination revealed an obese
female, who was alert, oriented, and slightly distressed. No
peripheral lymphadenopathy was detected. The chest and

lung were within normal limits. The heart rhythm was
regular with no murmurs. Abdominal examination revealed
epigastric tenderness, but no detectable masses, ascites or
organomegaly. There was mild bilateral pedal edema. The
patient's past medical history was positive for urinary tract
infections. Her hemoglobin was 107 g/L with, platelet count
195 x 10^9 /L, WBC count 5.0 x 10^9 /L. Liver function
tests showed elevated ALT of 87 IU/L and AST of 73 IU/L.
The serum albumin was low, 1.6 gm/dl. The LDH was
mildly elevated at 284 IU/L. Alkaline phosphatase and
bilirubin were within normal limits. Beta-HCG was
negative. Urea and creatinine was within normal limits.
Epstein-Barr virus titers were positive for both IgG and IgM.
Anti-nuclear antibody (ANA) and antimitochondrial
antibodies were negative. Serum amylase and lipase were
within normal limits. Urinalysis was positive for red blood
cells, but negative for white blood cells or protein. An acute
abdominal series was negative. A CT scan of the chest and
abdomen were performed and failed to show any
organomegaly or masses. Endoscopic ultrasound revealed
gastric wall thickening involving the mucosa and
submucosal layers with gastric wall thickness of 6.6 mm.
Esophagogastroduodenoscopy showed Grade 1
gastroesophageal reflux disease and hypertrophy of the rugal
folds of the gastric body and fundus (figure 1A), and
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multiple small umbilicated nodules in the antrum. There was
also poor gastric distensibility with ulcerative changes and
friability of the gastric body mucosa. Multiple biopsies and
large snare mucosal excision were performed. Differential
diagnoses included benign etiologies such as reactive
gastropathy, Helicobacter pylori gastritis and Zollinger-
Ellison syndrome, as well as malignant etiologies, most
notably gastric lymphoma. 

PATHOLOGICAL FINDINGS

 Microscopically, the foveolae were elongated, tortuous and
cystically dilated, and lined with marked hyperplastic
mucous cells (figure 1B). The surface epithelium was intact
without ulcers or erosions. The lamina propria was slightly
expanded by inflammatory cells. H&E, Giemsa and
immunohisotochemical stains for H. pylori were negative.
Immunohistochemical stains and in situ hybridization for
EBV were negative. The original sections failed to show
cytomegalovirus inclusions, however, inclusions were
identified in deeper levels (figure 1C), and confirmed by in
cytomegalovirus in-situ hybridization studies (figure 1D). 

COMMENT

Menetrier’s disease or protein losing gastropathy is a rare
disorder of the gastric mucosa characterized clinically by
epigastric pain, diarrhea, weight loss, edema and
hypoalbuminemia. Histologically, there is diffuse
hyperplasia and thickening of the gastric mucosa with
marked elongation of gastric pits with scattered cystically
dilated glands at the base of the mucosa. There is also
marked hyperplasia of mucus glands producing serrated
outlines. There is no ulceration. Only slight increase in the
inflammatory cells in the lamina can be seen, and intestinal
metaplasia is uncommon. These changes are typically
limited to the fundus and body; however the antrum may
also be involved. In the majority of cases, Menetrier’s
disease occurs in adult men; however, it has also been
described in pediatric patients. The etiology of Menetrier’s
disease is still unknown. Association of Menetrier’s disease
with increased signaling by transforming growth factor-α and
infection with H. pylori (H.pylori gastritis) have been
implicated and repeatedly reported in literature.8 The

association of Menetrier’s disease with cytomegalovirus
infection has been reported in over sixty cases in pediatric
patients; however, this association has been rarely reported
in adults and interestingly all of the latter have been males.
The current case adds to the extremely rare occurrence of
Menetrier’s disease associated with CMV in an adult and to
our knowledge, and the first report of such a case in an adult
female.9-12

References

1. Lambrecht NW. Menetrier's disease of the stomach: a
clinical challenge. Curr Gastroenterol Rep. 2011
13(6):513-517.
2. Eisenstat DD, Griffiths AM, Cutz E, et al. Acute
cytomegalovirus infection in a child with Menetrier's
disease. Gastroenterol.1995;109(2):592-595.
3. Numazaki K, Ikehata M, Chiba S. Role of
cytomegalovirus in Menetrier disease in children. Jl of Ped.
1997;130(4):681-682.
4. Occena RO, Taylor SF, Robinson CC, et al. Association
of cytomegalovirus with Menetrier's disease in childhood:
report of two new cases with a review of literature. Jl Ped
Gastroenterol & Nutrition. 1993;17(2):217-224.
5. Nakagawa M. Tazawa J. Sakai Y. Kakinuma S. Miyasaka
Y. Ohbayashi H. Yamane M. Ikeda
S. Shibata T. Sato C. Acute gastric mucosal lesions
associated with cytomegalovirus infection in an
immunocompetent adult. Jl Gastroenterol & Hepatol.
2001;16(7):842-843.
6. Xiao SY, Hart J. Marked gastric foveolar hyperplasia
associated with active cytomegalovirus infection. Am Jl
Gastroenterol. 2001; 96(1):223-226.
7. Suter WR. Neuweiler J. Borovicka J. Binek J. Fantin AC.
Meyenberger C. Cytomegalovirusinduced transient protein-
losing hypertrophic gastropathy in an immunocompetent
adult. Digestion. 2000; 62(4):276-279.
8. Nakase H, Itani T, Mimura J, et al. Transient protein-
losing enteropathy associated with
cytomegalovirus infection in a noncompromised host: a case
report. Am Jl Gastroenterol. 1998; 93(6):1005-1006.
9. Endo T, Arimura Y, Adachi Y, Mita H, Yamashita K,
Yamamoto H, Shinomura Y Ishii Y. A case of Ménétrier's
disease without Helicobacter pylori infection. Dig Endosc.
2012; 24(4):275-279.
10. Pinho Vaz C, Ibrahim A, Avila G, et al. Protein-losing
gastropathy associated with cytomegalovirus: a rare and late
complication of allogeneic bone marrow transplantation.
Bone Marrow Transplant. 1996;17(5):887-889.
11. Yangho Yoo, Yoon Lee, Yoo Min Lee, and Yon Ho
Choe. Co-Infection with cytomegalovirus and Helicobacter
pylori in a Child with Ménétrier's Disease. Pediatr
Gastroenterol Hepatol Nutr. 2013;16(2): 123–126.
12. Tokuhara D, Okano Y, Asou K, Tamamori A, Yamano
T. Cytomegalovirus and Helicobacter pylori co-infection in a
child with Ménétrier disease. Eur J Pediatr. 2007;166:63–65.



Menetrier’s Disease Associated With Cytomegalovirus In An Adult Female

3 of 3

Author Information

Nasir A Bakshi, MD, FCAP
Department Of Pathology And Laboratory Medicine, King Faisal Specialist Hospital And Research Center
Riyadh, Saudi Arabia
nbakshi@kfshrc.edu.sa

Mouhammad Sharaf El-Dean, MD
Department Of Pathology, Dr. G.B. Cross Memorial Hospital
Clarenville, Newfoundland, Canada


