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CASE REPORT
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Primary Mucosa-associated Lymphoid Tissue Lymphoma of the Esophagus, Manifesting
as a Submucosal Tumor

Jae Gu Jung, Hyoun Woo Kang, Suk Jae Hahn, Jong Sun Choi" and Eung Joong Kim?

Departments of Internal Medicine, Pathologyi, and Thoracic and Cardiovascular SurgeryQ, Dongguk University llsan Hospital, Goyang,
Korea

We report a case of primary mucosa-associated lymphoid tissue (MALT) lymphoma in the esophagus that manifested as a
large submucosal tumor (SMT). Primary esophageal lymphoma is very rare, occurring in less than 1% of all patients with
gastrointestinal lymphoma. Only a few cases of MALT lymphoma in the esophagus have been reported in the English literature.
A 53-year-old man was referred to Dongguk University llsan Hospital (Goyang, Korea) in July 2012 for further evaluation and
treatment of an esophageal SMT. Endoscopy showed a cylindrically elongated submucosal mass with normal overlying mucosa
in the mid esophagus, 25-30 cm from the incisor teeth. He underwent surgery to confirm the diagnosis. Pathologic findings
showed diffuse small atypical lymphoid cells which were stained with Bcl-2, CD20, but not with CD3, CD5, CD23, Bcl-6, or
cyclin D1. These cells showed a positive monoclonal band for immunoglobulin heavy chain gene rearrangement. Based on
the pathological, immunohistochemical, and molecular biological features, the esophageal mass was diagnosed as extranodal
marginal zone B-cell lymphoma of the MALT type. (Korean J Gastroenterol 2013;62:117-121)
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INTRODUCTION phoma.?"4 Within the gastrointestinal tract, the stomach is

the most common site for extranodal non-Hodgkin’s lympho-

In 1983, Isaacson and Wrightl described a new type of ex- ma, but it is a rare site for primary esophageal lymphoma, ac-
tranodal B-cell ymphoma, which they called mucosa-asso- counting for less than 1% of patients with gastrointestinal
ciated lymphoid tissue (MALT) lymphoma. This entity is clin- Iymphoma.e"5 Due to their rarity, only a few cases of MALT lym-
ically and morphologically different from more frequently phoma of the esophagus have been reported in the English
found nodal lymphomas. literature. Here we report a case of primary esophageal MALT
Approximately 24-48% of all non-Hodgkin’s lymphomas lymphoma presenting as a large submucosal tumor (SMT).

manifest extra nodally.2 The gastrointestinal tract is the most
commonly involved extranodal site in non-Hodgkin’s lym-
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A 53-year-old man was referred to Dongguk University
llsan Hospital (Goyang, Korea) in July 2012 for further evalua-
tion and treatment of esophageal SMT that had been de-
tected incidentally by screening endoscopy. The patient de-
nied dysphagia and any systemic symptoms. He had a history
of hypertension and diabetes mellitus for 7 years. He also had
a history of alcohol abuse for 10 years. Physical examination
revealed no marked features; the liver, spleen, and super-
ficial lymph nodes were not palpable. The patient’s main lab-
oratory data showed no abnormalities except mildly elevated
liver transaminases, possibly due to alcoholic liver disease.
Hepatitis B surface antigen, hepatitis C virus antibody and
autoimmune antibodies were all negative.

Endoscopic examination revealed a cylindrically elon-
gated SMT-like lesion of the esophagus 25-30 cm from the
incisor teeth (Fig. 1A). However, the endoscopic biopsy speci-
men did not show any abnormal finding. Findings relevant to

reflux esophagitis or Barrett’'s changes at the esoph-
ageal-gastric junction were not detected. Endoscopic ultra-
sonography showed an ovoid homogenous hypoechoic mass
which was located in the deep mucosal and submucosal lay-
ers (Fig. 1B). Chest computed tomography showed a homo-
genous soft tissue mass of 5 cm length located in the anterior
portion of the mid esophagus. Posterior displacement of the
esophageal lumen by the mass was observed (Fig. 2). There
were no signs of infiltration of significant size of adjacent tis-
sues or lymph nodes.

To confirm the diagnosis and treat the lesion, surgery was
performed. During the surgical process, surgeon decided to
only enucleate the lesion, presuming that the mass was a be-
nign lesion, such as a leiomyoma, based on the surgical
findings. The surgical specimen was fragmented and con-
sisted of grayish pink soft tissue, measuring 3.5x2.5x0.7 cm.

Histologically, the esophageal mucosa was unremark-
able. The lamina propria and the submucosa were replaced
by diffuse infiltration of atypical lymphoid cells (Fig. 3A). On

Fig. 1. Endoscopic findings. (A) Endo-
scopic observation shows a cylin-
drically elongated submucosal mass
in the mid esophagus (25-30 cm from
the incisor teeth). (B) Endoscopic ul-
trasonography shows an ovoid homo-
genous hypoechoic mass (arrow) ori-
ginating from the third hyperechoic
layer (submucosa).

Fig. 2. Chest computed tomography
findings. (A) There is a mediastinal
solid mass arising from the eso-
phagus wall (arrow). Its density is
homogenous. (B) Sagittal reconstruc-
tion view shows a well-circumscribed
longitudinal mass, following the path
of the esophagus (arrow). There is a
posterior displacement of the eso-
phageal lumen by the mass.
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immunohistochemical staining, the tumor cells were positive
for Bcl-2 (Fig. 3B) as well as CD20 (Fig. 3C), and negative for
CD3, CD5, CD23, Bcl-6 and cyclin D1. Chromosomal abnor-
malities were not found. These cells showed a positive mono-

clonal band for immunoglobulin heavy chain gene re-
arrangement.

Based on the pathological, immunohistochemical, and
molecular biological features, the esophageal mass was di-
agnosed as extranodal marginal zone B-cell ymphoma of the
MALT type.

We performed bone marrow biopsy for the staging work-up
of the esophageal MALT lymphoma, and the biopsy revealed
no evidence of bone marrow involvement with the lymphoma.
Follow-up endoscopy with the rapid urease test after surgery
showed erosive gastritis with Helicobacter pylori infection. So
the patient was treated with triple therapy (proton pump in-
hibitor, clarithromycin and amoxicillin for 1 week) success-
fully. We planned subsequent radiotherapy due to the possi-
bility of remnant tumor. He is now alive and in good health.

Fig. 3. Pathologic features. (A) Diffuse
infiltration of atypical lymphoid cells
occupying the marginal zone of the
lymphoid follicle (H&E; left, x12.5;
right, x100). (B) Positive immuno-
reactivity for the bcl-2 protein (immu-
nohistochemistry, x200). (C) Positive
immunoreactivity for the CD20 pro-
tein (immunohistochemistry, x200).

DISCUSSION

According to the World Health Organization classification,’
MALT lymphoma is a type of mature (peripheral) B-cell neo-
plasm, called “extranodal marginal zone B-cell lymphoma of
the MALT type.” MALT is physiologically distributed through-
out the small intestine, appendix, colon and rectum, forming
Peyer’s patches, but is normally not found in the stomach mu-
cosa or the esophagus. MALT lymphoma can develop from or-
gans where lymphocytes are normally absent, by the acquis-
ition of MALT. The acquired MALT develops in association with
chronic inflammation induced by persistent infection or auto-
immune disorders such as H. pylori infection, Sjégren’s syn-
drome, or Hashimoto’s disease.” In the esophagus, acquired
MALT was detected in 5% of patients with Barrett’s esoph-
agus, and it was associated with H. pylori infection.® Although
MALT lymphoma may arise from any organ, the esophagus is
a rare site of origin.

We were able to find 11 case reports of primary esoph-
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Table 1. Clinical Findings of Reported Primary Esophageal MALT Lymphomas

Past Helicobac- Tumor feature Therapy
Patient Age . ) .
No. Author V1) Sex medical Complaint  ter pylori ) ) Endoscopic ) )
history infection Site  Size (cm) finding Primary Adjuvant

1 Chung et al’ 65 Male Dysphagia No U-M 10x3x3 SMT Chemotherapy

(CHOPxB6)

2 Nishryama 63 Female None No M 10 SMT ND

et al.®®

3 Hayashi 62 Female None No ND SMT Chemotherapy

et al.’® (R-CHOPx3)

4 Hosaka 83 Female Heartburn No U 1 and 1 SMT EMR

et al
5 Kishi et al.> 59 Male Tarry stool No UL 15x6.5x6 SMT Radiotherapy
(36 Gy)

6  Kitamoto 74 Male MCTD None No M SMT Radiotherapy

et al.®® (36 Gy)

7  Miyazaki 49 Male None No L SMT Operation

et al.*

8 Shim et al.®® 61 Male Thc, syphilis, None Yes M-L 2x8 SMT Operation H. pylori
autoimmune eradication
thyroiditis

9 Soweid and 61 Male None Yes u 1x2 and 1x2 SMT H. pylori Chemotherapy

Zachary™® (treated) eradication (regimen
unknown)

10  Yano et al.Y’ 70 Female None No M 0.6x0.8 and SMT EMR Radiotherapy

2.0x0.8 (30 Gy)

11 Ogura et al.”® 60 Female Dysphagia UL SMT Chemotherapy

(R-CHOPx6)

MALT, mucosa-associated lymphoid tissue; MCTD, mixed connective tissue disease; Thc, tuberculosis; U, upper; M, middle; L, lower; ND, no
description in the original reports; SMT, submucosal tumor; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; R-CHOP,
rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisolone; EMR, endoscopic mucosal resection.

ageal MALT lymphoma in the English-language literature
(Table 1).°*° Many of these cases were diagnosed surgically.
However, only one case was diagnosed by endoscopic ultra-
sound-guided fine-needle aspiration.19 The average age of
these patients was 64.3 years (range, 49-83 years); there
were six men and five women. Two patients had a history of
autoimmune disease; the other nine had no notable medical
history. No pattern was found among the tumor sites in the
esophagus, but endoscopic findings were similar to those of
1519 but the re-

mainder had no associated symptoms, namely dysphagia.

SMTs. Two of the patients had dysphagia,

Although our patient had a large sized esophageal mass, he
had no symptoms. Only one of the published cases presented
H. pylori infection at the time of diagnosis.15 Another case had
an incidence of previous infection, but not at the time of
diagnosis.™ The other nine cases did not show H. pylori
infection. Our patient was infected with H. pylori and received
H. pylori eradication therapy.

It is known that gastric MALT lymphoma without chromoso-

mal aberration of t(11;18) regresses completely after H. pylo-
ri eradication 1:herapy.20 However, esophageal MALT lympho-
ma is still rare and no standard treatment has been
established. One patient underwent endoscopic mucosal re-
section onIy,11 one underwent endoscopic mucosal re-
section followed by radiotherapy,17 one underwent surgical
resection only,14 one underwent surgical resection followed
by H. pylori eradication therapy,® three underwent chemo-

9,10,19

therapy only, one underwent H. pylori eradication ther-

apy followed by chemotherapy,™ and two underwent radio-

therapy only.">*®

Our patient had surgical resection of the tu-
mor and H. pylori eradication therapy; radiotherapy is sub-
sequently considered for possible remnant tumor.
Barrett’'s esophagus may be associated with MALT.
However, none of the cases of previous esophageal MALT
lymphoma showed Barrett's esophagus. And only two cases
of previous esophageal MALT lymphoma and our case were
positive for H. pylori. We could not confirm a relationship be-

tween esophageal MALT lymphoma and Barrett's esophagus
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or H. pylori infection.

The vast majority of esophageal MALT lymphomas appear
to be of low-grade malignancy, showing slow growth and a low
tendency to spread. Therefore, long term follow-up is needed
to determine the biological and clinical characteristics of this
disease. Thus, it is important to conduct further studies in-
volving more patients with primary esophageal MALT lym-
phoma.

In summary, primary esophageal MALT lymphoma is a very
rare disease. Our case was found incidentally during endo-
scopy. We report a case of esophageal MALT lymphoma with-
out peripheral or mediastinal involvement which presented
itself as a large SMT. This growth feature might be a charac-
teristic of primary esophageal MALT lymphoma. Close atten-
tion should be paid to SMT-like esophageal masses.
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