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A Case of Esophageal MALT Lymphoma Mimicking a Subepithelial Tumor
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Mucosa-associated lymphoid tissue (MALT) lymphoma, also known as extranodal marginal zone lymphoma, is a low-grade B-cell lym-
phoma that can develop in the mucosal layer of various organs, including the gastrointestinal tract, salivary glands, lungs, and skin.
The most common site is the gastrointestinal tract, particularly the stomach. On the other hand, primary esophageal lymphomas are
extremely rare. MALT lymphomas can undergo histological transformation into more aggressive B-cell ymphomas, such as diffuse
large B-cell ymphoma, resulting in a poor prognosis. This paper reports a rare case of primary esophageal MALT lymphoma mimicking
a subepithelial tumor located in the lower esophagus that was treated successfully with radiotherapy. MALT lymphoma should be
included in a differential diagnosis when subepithelial tumors are found in the esophagus, particularly if endoscopic ultrasonography
reveals the tumor to be located in the deep mucosal and submucosal layers. Following the precise diagnosis, accurate staging and
appropriate treatment are crucial. Regular follow-up is necessary to assess the possibility of recurrence or transformation to
high-grade lymphoma. (Korean J Gastroenterol 2024;83:157-162)
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INTRODUCTION

Mucosa-associated lymphoid tissue (MALT) lymphoma, also
known as extranodal marginal zone lymphoma, is a low-grade
B-cell lymphoma that can originate from the mucosal layer
of various organs, such as the gastrointestinal tract, salivary
gland, lung, and skin." The most common site is the gastro-
intestinal tract, particularly the stomach. On the other hand,
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primary esophageal lymphomas are extremely rare.”
Esophageal subepithelial tumors (SETs) are rare mesen-
chymal lesions frequently discovered incidentally during health
checkup esophagogastroduodenoscopy (EGD).3'4 Various histo-
logic types of esophageal SETs have been repor‘ced,s"5 including
leiomyoma, granular cell tumor, gastrointestinal stromal tumor,
duplication cyst, and lymphangjoma. Of these, some SETs have
malignant potential.6 Esophageal MALT lymphoma can present
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with a SET-like appearance,7 and might transform into more
aggressive B-cell lymphomas, such as diffuse large B-cell
Iymphoma.8 Therefore, making a precise differential diagnosis
of esophageal SETs is crucial, and appropriate treatment is
necessary.

This paper reports a rare case of primary esophageal MALT
lymphoma mimicking an SET in the lower esophagus in a
70-year-old woman treated successfully with radiotherapy.

CASE REPORT

A 70-year-old woman with no relevant medical history was
referred to our hospital for the evaluation of an SET measuring
approximately 2 cm in size in the lower esophagus, which
was detected incidentally on a health checkup EGD (Fig. 1A).
She had been taking medication for hypertension and dyslipide-
mia for several years and had no history of alcohol consumption
or smoking, The patient did not present any specific symptoms
or signs. Hematologjcal and biochemical test results were within
the normal ranges. The serological examinations for hepatitis
B, hepatitis C, and human immunodeficiency viruses were neg-
ative, and the real-time polymerase chain reaction test for

the Epstein—Barr virus was also negative. A rapid urease test
for Helicobacter pylori (H. pylori) and the serum anti-H. pylori
1gG antibody were negative. Endoscopic ultrasonography (EUS)
was performed for a differential diagnosis of esophageal SET.
EUS revealed a relatively homogenously hypoechoic lesion with
latticework structures in the deep mucosal and submucosal
layers (Fig. 1B). On EUS elastography, the consistency was
not hard (Fig. 1C). Contrast-enhanced EUS revealed increased
enhancement only in the septal portion of the latticework struc-
tures (Fig. 1D). Endoscopic forceps biopsies were performed
using the bite-on-bite technique. A histological examination
revealed atypical lymphocytes infiltrating the deep mucosa and
submucosa (Fig. 2A), and small lymphocytes characterized by
central nuclei, irregular nuclear membranes, and abundant
clear cytoplasm invaded the epithelium of the esophagus (Fig.
2B). The proliferative lymphoid cells were positive for CD20
(Fig. 2C) and CD21, but negative for CD5 (Fig. 2D) and CD10
(Fig. 2E). The Ki-67 proliferation index was approximately 20%
(Fig. 2F). Based on these findings, the patient was diagnosed
with esophageal MALT lymphoma and referred to the hema-
to-oncology department for staging and treatment.

Chest and abdominal computed tomography (CT), positron

Fig. 1. Endoscopic and endosonographic findings of an esophageal subepithelial tumor. (A) A 2 cm-sized subepithelial tumor covered with
normal mucosa was observed in the lower esophagus. (B) Endoscopic ultrasonography (EUS) shows a relatively homogenously hypoechoic
lesion with latticework structures in the deep mucosal and submucosal layers. (C) On EUS elastography, its consistency is not hard. (D)
Contrast-enhanced EUS shows increased enhancement only in the septal portion of the latticework structures. (E) Follow-up endoscopy
one month after radiotherapy shows complete remission of the previous lesion.
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Fig. 2. Histopathological findings. (A) Atypical lymphocytes infiltrate the deep mucosa and submucosa (H&E stain, x100). (B) Small
lymphocytes characterized by central nuclei, irregular nuclear membranes, and abundant clear cytoplasm invade the epithelium of the
esophagus (H&E stain, x400). (C-E) Tumor cells are positive for CD20 (C) but negative for CD5 (D) and CD10 (E) (immunohistochemical
stain, x100). (F) Ki-67 index is approximately 20% (Ki-67 stain, x100).

Fig. 3. PET-CT findings. (A) Initial PET-CT shows a hypermetabolic lesion (maximum standardized uptake value=5.4, arrow) in the lower
thoracic esophagus. (B) Follow-up PET-CT one month after radiotherapy shows no abnormal glucose metabolism, confirming complete
remission. PET-CT, positron emission tomography-computed tomography.
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emission tomography (PET)-CT, and bone marrow examination
were performed for staging. The final stage was determined
to be IE according to the LUGANO staging because no meta-
static lesions were detected in areas other than the esoph-
agus (Fig. 3A). She underwent radiotherapy (RT) for esoph-
ageal MALT lymphoma, with a total dose of 30 Gy in 15
fractions. Complete remission was achieved on the follow-up
EGD (Fig. 1E) and PET-CT (Fig. 3B) performed one month after
RT. During subsequent follow-up examinations every three
months until the present (13 months from the initial diag-
nosis), the patient has remained asymptomatic, with no clin-

ical or radiological signs of recurrence.

DISCUSSION

MALT lymphoma is a low-grade B-cell non-Hodgkin lympho-
ma that occurs primarily at mucosal sites containing marginal
zone B cells. It is characterized by the infiltration of atypical
lymphoid cells with follicular proliferation, lymphoepithelial le-
sions, and B-cell surface markers.>? According to previous
reports, the stomach (35%) is the most common site of MALT
lymphoma, followed by the ocular adnexa (13%), lungs (8.8%),
salivary glands (8.3%), colorectum (5.2%), and small intestine
(3.4%).8 Esophageal lymphomas arise mainly due to invasion
from the cervical and mediastinal lymph nodes or contiguous
infiltration from gastric lymphoma. Therefore, primary esoph-
ageal lymphoma is very rare, accounting for less than 1%
of primary gastrointestinal Iymphomas.9

Table 1. Summary of Esophageal MALT Lymphoma Cases Reported to Date

The etiology is unclear owing to its rarity.1 Esophageal MALT
lymphoma in H. pylori-infected individuals is rare. Therefore,
H. pylori infection is not a prominent indicator of esophageal
MALT lymphoma.™ In the present case, the patient also had
no current H. pylori infection. Other potential contributing fac-
tors to developing primary esophageal MALT lymphoma may
include mechanical stimuli from food, hot beverages, meal-re-
lated chemicals, additional infections, and reflux esophagitis.
None of these possible causative factors were identified in
the present case. The underlying mechanisms of esophageal
MALT lymphoma remain a subject for further investigation.™

According to previous studies, some cases are discovered
incidentally during an examination without prior symptoms,
as in the present case. In contrast, others present with symp-
toms such as dysphagia, foreign body sensation, heartburn,
melena, hematochezia, and hematemesis.™’ Endoscopic mani-
festations of esophageal lymphomas lack specificity and exhibit
considerable diversity, ranging from polypoid masses, ulcers,
strictures, and thickening of the mucosal folds to SETs."™" Within
these cases, esophageal MALT lymphoma is predominantly
characterized by the appearance of an SET,” as in the present
case. EUS findings also suggest that MALT lymphomas lack
pathognomonic features and can manifest in various findings,
such as hypoechoic or hyperechoic masses. In previous studies
on SET-like gastric MALT lymphomas, these tumors were ob-
served as hypoechoic lesions with latticework structures in
the deep mucosa and submucosa, suggesting the presence
of germinal centers.>*? Therefore, MALT lymphoma should be

Authors Sex  Age (yr) Location Size (cm) Treatment Follow-up period (mo) Outcome
Kishi et al."® M 59 Upper to lower 15 Radiotherapy 36 CR
Kitamoto et al.* M 74 Middle NA EMR, Radiotherapy NA CR
Yano et al.” F 70 Middle 2 EMR, Radiotherapy 36 CR
Baek et al.” F 59 Upper 1.4 EMR 24 CR
Hosaka et al.*® F 83 Upper NA EMR 22 CR
Kudo et al.*® M 66 Lower 15 ESD 12 CR
Kobayashi et al.” F 69 Middle 2 ESD 57 CR
Xia et al.*® F 77 Lower 4.3 ESD 5 CR
Bardisi et al.” M 50 Middle to lower 10 Surgical resection 12 CR
Miyazaki et al.>* M 49 Middle NA Surgical resection 12 CR
Ma et al.! M 75 Upper to lower 14 Surgical resection CR
Lee et al.?? M 49 Middle 0.8 Chemotherapy CR
Present case F 70 Lower 2 Radiotherapy 13 CR

CR, complete remission; EMR, endoscopic mucosal resection; ESD, endoscopic submucosal dissection; NA, not available.
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included in the differential diagnosis when SETs are detected
in the esophagus, particularly when the lesion is located in
the deep mucosal and submucosal layers, according to EUS.
Other differential diagnoses for esophageal SETs originating
from the deep mucosal or submucosal layers on EUS include
leiomyoma, granular cell tumor, gastrointestinal stromal tumor,
duplication cyst, and Iymphangioma.5 A histopathologijcal ex-
amination of endoscopic biopsies and resected specimens con-
tinues to be crucial for diagnosing esophageal SETs.!

MALT lymphomas generally exhibit slow and non-aggressive
clinical progression. Nevertheless, 2% of MALT lymphomas
may transform histologically into more aggressive B-cell lym-
phomas, such as diffuse large B-cell lymphoma, leading to
a poor prognosis.8 Therefore, accurate staging and appro-
priate treatment are essential after a diagnosis. Currently,
there are no established treatment modalities for primary
esophageal MALT lymphomas. According to the NCCN guide-
lines, RT is preferred for stage IE extranodal marginal zone
lymphoma at non-gastric sites. Several studies have sug-
gested other approaches to treating primary esophageal MALT
lymphoma, including endoscopic mucosal resection, endo-
scopic submucosal dissection, surgery, and chemotherapy
(Table 1).2***22 |5 the present case, RT was administered
to the patient, resulting in complete remission. After treat-
ment, regular follow-up is essential to evaluate the recurrence
or transformation into high-grade lymphoma. The NCCN guide-
lines recommend that clinical follow-up, including diagnostic
and imaging tests previously used, be done every three to
six months for five years and then yearly thereafter or as
clinically indicated. In the present case, a follow-up examina-
tion was conducted one month after completing RT and then
every three months; no recurrence was observed.

In conclusion, MALT lymphoma should be included in the
differential diagnosis when SETs are detected in the esoph-
agus, particularly if the lesion is in the deep mucosal and
submucosal layers, according to EUS. Accurate staging and
appropriate treatment are essential after diagnosis. Regular
follow-up is mandatory to evaluate the recurrence or trans-
formation into high-grade lymphoma.
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