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Menetrier's Disease in Korea: Report of Two Cases and
Review of Cases in a Gastric Cancer Prevalent Region
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Menetrier’s disease is a rare disease of the stomach
generally described as hypertrophic gastropathy associated
with hypoproteinemia. Gastric resection is still the most
definitive treatment for the disease, but the appropriate extent
of resection has not been determined. One of the major factors
that would determine the extent of gastric resection in
Menetrier’s disease is its malignant potential. We present two
recent cases of Menetrier’s disease treated in our institution
and review cases of the disease reported in Korea where the
incidence of gastric cancer is one of the highest in the world.
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INTRODUCTION

Menetrier's disease is a rare disease of the
stomach, generally described as hypertrophic
gastropathy associated with hypoproteinemia. The
clinical presentation as well as the endoscopic and
radiographic features of the disease are similar to
those of gastric malignancy, hence the need to
understand it better.

Nevertheless, no diagnostic criteria for the
disease have been established since Menetrier’s
report in 1888" and its etiology remains unknown.
Moreover, little agreement has been reached over
its management, although surgical resection is still
the most definitive treatment, especially for
patients with uncontrollable bleeding or protein
loss.”* However, surgeons have yet to agree on

Received September 23, 2003

Accepted November 17, 2003

Reprint address: requests to Dr. Sung Hoon Noh, Department
of Surgery, Yonsei University College of Medicine, 134 Shinchon-
dong, Seodaemun-gu, Seoul 120-752, Korea. Tel: 82-2-361-5549,
Fax: 82-2-313-8289, E-mail: sunghoonn@yumc.yonsei.ac.kr

the most appropriate type of surgical resection.
One of the major issues in the surgical manage-
ment of Menetrier’s disease is its malignant poten-
tial, which would determine the extent of gastric
resection. The risk of malignancy in Menetrier’s
disease, however, is still controversial.”” We
present two cases of Menetrier's disease recently
treated in our institution and review cases of the
disease reported in Korea where the incidence of
gastric cancer is one of the highest in the world.””

CASE REPORT
Case 1

A 47-year-old Korean man with no significant
past medical history presented to Yonsei Uni-
versity Medical Center (YUMC) on March 11th,
2002, complaining of a sudden onset vague inter-
mittent low abdominal pain of 2-week duration.
The pain was alleviated with food. He denied
hematemesis, hematochezia, melena, diarrhea,
weight loss, edema, fever, or any other symptoms.
He was on no medications and denied having any
allergies. His family history was significant for a
brother who had a distal subtotal gastrectomy for
a well-differentiated adenocarcinoma.

Physical examination revealed a well-developed
man with moderate nutritional status and normal
vital signs. Mild pitting edema of the lower ex-
tremities was noted. The rest of his physical exam,
including an abdominal exam, was normal. Labo-
ratory studies were significant for a hemoglobin
level of 7.7g/dl, hematocrit of 26.8%, total protein
level of 3.7g/dl and an albumin level of 1.4g/dl.
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Computed Tomography (CT) of the abdomen
and pelvis showed diffusely thickened gastric
folds (Fig. 1). Multiple endoscopic biopsies of the
stomach showed hypertrophic mucosa and a
tubulovillous adenoma with low grade epithelial
dysplasia in the upper body region. The patient
remained stable and his symptoms improved with
conservative treatment. He was discharged on
antacids and iron & folate supplements on March
22", 2002.

Follow-up EGD with biopsy on January 8%
2003 showed intestinal metaplasia in the body and
fundus of the stomach. The patient was readm-
itted to the hospital on February 3rd, 2003 for a
diagnostic endoscopic mucosal resection (EMR).
Pathology studies of the EMR of a 2 X 1.2cm
polypoid lesion on the upper body of the stomach
showed a well-differentiated adenocarcinoma in-
volving the lateral resection margins (Fig. 1).

On March 5th, 2003, the patient underwent total
gastrectomy with D2 lymph node dissection,
Roux-en-Y esophagojejunostomy, and splenec-
tomy. Grossly, the stomach was enlarged mea-
suring 25 cm along the lesser curvature and 45 cm
along the greater curvature. Hypertrophied gastric
folds resembling cerebral convolutions were noted
(Fig. 2). Enlarged perigastric lymph nodes in-
cluding those at the splenic hilum were also noted
intraoperatively. Histopathologic studies revealed
marked mucosal hypertrophy and foveloar hyper-
plasia with cystic dilatation and confirmed the
EMR diagnosis of a well-differentiated adenocarci-
noma confined to the mucosa (Fig. 3). The spleen
and lymph nodes were free of disease.

The postoperative hospital course was une-
ventful and total protein and albumin levels im-
proved to 4.2 g/dl and 3.1 g/100dl, respectively.
The patient was discharged home, having toler-
ated a soft diet on the 7" postoperative day. He
has been doing well since discharge and has
regained almost all of his usual body weight of 60
kg (currently 56 kg).

Case 2
A 58-year-old Korean man presented to YUMC
on April 6" 2001, complaining of epigastric

discomfort of 3-month duration and weight loss of
4 kg over a 2-month period. The patient had no
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Fig. 1. A. Computed Tomography (CT) of the patient in
Case 1 showing markedly enlarged gastric folds. B.
Esophagogastroduodenoscopy (EGD) of a polypoid lesion
during Endoscopic Mucosal Resection (EMR) of the
patient in Case 1. Note the enlarged gastric folds in the
background.

Fig. 2. Total gastrectomy specimen in Case 1 showing
enlarged gastric folds sparing the antrum. Arrow shows
where a well differentiated adenocarcinoma was diag-
nosed by EMR.
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Fig. 3. A. Low power view of the fundic mucosa of the
patient in Case 1. The normal foveolar (Fv) gland to
fundic (Fd) gland ratio of 1:41 has been reversed due to
marked foveolar hyperplasia. Cystic dilatation was also
noted (small arrows). B. Well differentiated adenocarci-
noma (big arrows) in the fundus of the stomach in Case
1. C. Low power view of the pyloric mucosa of the patient
in Case 2. The normal foveolar gland (Fv) to pyloric gland
(Py) ratio of 1:110 has been disrupted due to foveolar
hyperplasia (Hematoxylin and Eosin. A, X 10; B, x 100; C,
x 10).

significant past medical history and was not on
any medications. His family and social history
were negative for any risk factors. A physical
examination, including an abdominal exam, was
normal. Vital signs were stable.

An EGD exam showed gastric outlet obstruction
due to marked mucosal thickening. CT of the
abdomen and pelvis showed diffusely enlarged
gastric folds especially at the prepyloric antrum.
An upper gastrointestinal (UGI) series with oral
barium contrast was a limited study due to “large
amounts of secretion from the gastric mucosa.”
Laboratory studies were within normal limits
except for a total protein level of 5.4g/dl and an
albumin level of 3.1g/dl.

The patient underwent distal subtotal gastrec-
tomy and Bilroth II gastrojejunostomy on April
10th, 2001 for gastric outlet obstruction and risk of
malignancy. A nasogastric tube was left in place
after Bilroth II gastrojejunostomy due to concern
over the stability of the anastomosis between the
hypertrophied gastric mucosa and the normal
jejunal mucosa.

Histopathologic studies showed marked muco-
sal hypertrophy with gastric cystica profunda

formation consistent with Menetrier’s disease (Fig.
3) without evidence of malignancy.

The patient had an uneventful postoperative
course. Serum total protein levels and albumin
levels were 6.2 g/dl and 3.5 g/dl, respectively, on
the 6th postoperative day. The nasogastric tube
was discontinued on the 7" postoperative day and
the patient was discharged home on the 10"
postoperative day, tolerating soft diet. The patient
has been doing well, tolerating regular diet, and
had regained all of his usual weight of 50 kg.
There was no evidence of malignancy during the
follow-up period.

SELECTION OF CASES IN KOREA

Upon reviewing the Korean literature, we found
20 cases of Menetrier’s disease in Korea. The fol-
lowing criteria were used to confirm the diagnosis
of Menetrier's disease: (1) the presence of dif-
fusely enlarged gastric folds (2) laboratory evi-
dence of hypoproteinemia, and (3) histologic
findings of foveolar hyperplasia.

Nine of the 20 reported cases met our diag-
nostic criteria. We selected 6 surgical cases11-16
from these 9 cases where a full surgical specimen
was available for a definitive pathology study
(Table 1). Follow-up information after surgery
was obtained by directly contacting the authors of
the case reports when necessary.

DISCUSSION

A common problem encountered when
studying Menetrier’s disease is the lack of uni-
versal diagnostic criteria for the disease. In an
effort to be consistent in our diagnosis, we applied
the diagnostic criteria commonly found in the
international literature, namely, (1) the presence of
diffusely enlarged gastric folds, (2) laboratory
evidence of hypoproteinemia, and (3) histologic
findings of foveolar hyperplasia.

Hypertrophic gastropathy can be caused by a
variety of disorders such as malignancy, Zol-
linger-Ellison syndrome, syphilis, sarcoidosis, etc.
However, enlarged gastric folds associated with
hypoproteinemia and foveolar hyperplasia are
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Table 1. Surgical Outcome of Menetrier's Disease Cases in Korea

Case Report Gender Pre-op Diagnosis or Pre-op Serum Extent of Surgical Outcome &
® p & Age Reason for Surgery Laboratory Studies Gastrectomy Post-op. follow-up period
5 CE ot al® M/61 Failed medical T. Protein: 3.6g/dl total Complication: ﬁ;ﬁfﬁ;ﬂ &
ong et al. . .
treatment (50 days) Albumin: 1.6g/dl Follow-up: 1 month
. . Complication: small bowel
Persistent T. Protein: 4.4g/dl .
11
Hwang KM et al."  M/37 hematemesis Albumin: 2.6g/dl total obstruction.
Follow-up: 1 month
Persistent T. Protein: 4.3g/dl Improved.
. 12
Kim JH et al M/39 hematemesis Albumin: 2.5g/dl total Follow-up: 54 months
. . T. Protein: 4.4g/dl Improved.
13
Kang HI et al. M/46  Menetrier's disease Albumin: 2.1g/dl total Follow-up: 60 months.
. T. Protein: 3.7g/dl Improved.
Casel M747  Well diff. adenoCA Albumin: 1.4g/dl total Follow-up: 7 months
Persistent lower GI  T. Protein: 4.0g/dl . Improved.
14
Kang JC et al. M/40 bleed Albumin: 2.0g/dl partial Follow-up: 1 month.
. . T. Protein: 5.4g/dl . Improved.
. 15
Lim KC et al M/56  Menetrier's disease Albumin: 3.0 g/dl partial Follow-up: 50 months.
Gastric outlet T. Protein: 5.4g/dl . Improved.
Case2 M/8 obstruction Albumin: 3.1g/dl partial Follow-up: 24 months.

more likely be due to Menetrier's disease than
other causes of hypertrophic gastropathy.”'*"
Therefore, though it is possible that we have
overlooked some cases of Menetrier’s disease by
applying the above criteria, we feel that the diag-
nosis in the selected cases is consistent with most
reports in the international literature.

Various forms of treatment for Menetrier’s
disease have been suggested in the international
literature, including conservative treatment with
high-protein diet, antacids and anti-cholinergics"™
and even monoclonal antibodies against epider-
mal growth factor receptor.” However, surgical
resection is still the most definitive treatment for
Menetrier’s disease, especially for patients with
uncontrollable protein loss or bleeding. An obvi-
ous question then follows: what should be the
extent of gastric resection?
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Arguments in favor of total gastrectomy include
(1) the difficulty making an anastomosis due to
the hypertrophied mucosa of the diseased gastric
tissue, (2) the risk of malignancy in Menetrier’s
disease, and (3) the good clinical outcomes
achieved by total gastrectomy.””" Those in favor
of partial gastrectomy claim that extensive gastric
resection with its associated morbidity is not
necessary in order to control excessive protein loss
and/or bleeding in Menetrier’s disease.”

Nevertheless, the standard extent of gastric
resection has not been determined yet. In our in-
stitution, for example, the extent of gastric resec-
tion was dictated by the location of a targeted
lesion rather than by the disease itself. Hence, the
patient in case 1 underwent total gastrectomy
because of a cancerous lesion in the upper body
of the stomach whereas the patient in case 2 un-
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derwent distal partial gastrectomy for an ob-
structing lesion in the prepyloric antrum. The fact
that the patient in case 2 had enlarged gastric
folds throughout the stomach did not affect the
extent of gastric resection.

In terms of surgical outcome, patients in both
the partial and total gastrectomy groups tolerated
the procedure well, except for one patient who
had left-sided hemiparesis due to stroke preopera-
tively.”” No postoperative complication was noted
during the follow-up of patients that received
either procedure.

The main concern in the surgical treatment of
Menetrier’s disease appears to be, then, the malig-
nant potential of the disease rather than the
technical feasibility of gastric resection. The risk of
malignancy in Menetrier’s disease, however, re-
mains controversial.”” In their review of eight
large series on Menetrier’s disease, Simson et al.
reported an incidence rate of gastric adenocar-
cinoma ranging from 0% to 8% among patients
with Menetrier’s disease.”

Out of the 9 cases in Korea that met our criteria
for Menetrier’s disease, one case {(case 1) was asso-
ciated with gastric cancer. In this case, gastric
cancer developed during follow-up after the diag-
nosis of Menetrier’s disease, thus suggesting an
increased risk of cancer in Menetrier's disease.
However, the possibility of a coincidental malig-
nant development could not be ruled out either.
Moreover, no malignant development was ob-
served in the remnant stomach of the two patients
who underwent partial gastrectomy. Therefore, it
is still premature to suggest an association be-
tween Menetrier’s disease and gastric cancer at
this time.

In conclusion, it is difficult to derive from our
experience and review of the Korean cases
whether total gastrectomy is more appropriate
than partial gastrectomy for the treatment of
Menetrier’s disease or vice versa. Moreover, the
premalignant potential of the disease remains to
be determined. Additional large scale studies
would be necessary, although such studies would
be very difficult to perform and their value ques-
tionable given the rarity of the disease. In our
opinion, specific diagnostic criteria for Menetrier’s
disease should be established first in order to
facilitate future studies and establish guidelines

for treatment.
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