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Abstract

A 77-year-old female who had an acute severe abdominal pain was taken to the emergency
room in the previous hospital. CT scans showed jejunum and ileum wall thickening and fatty
deposits around the small intestinal tract, and gastrointestinal perforation could not be ruled
out. By using single anal and oral balloon endoscopy, we observed mild edema with petechial
erythema, shallow erosions with edematous mucosa and ulcers with surrounded disrupted vil-
lous structures at the jejunum and ileum. Histological analysis revealed atypical lymphocytes
infiltrating the small intestinal mucosa demonstrating intraepithelial lymphocytosis. Immuno-
histochemical staining revealed that CD3, CD7, and CD56 staining was positive, and CD4, CD5,
and CD8 staining was negative in infiltrated lymphocytes. We made the diagnosis of
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monomorphic epitheliotropic intestinal T-cell lymphoma (MEITL) with the combination of HE
staining and IHC. PET-CT showed abnormal uptake in irregular wall thickening of the small
intestine, lymph nodes, ribs, spine and pelvic bone. She was treated with chemotherapy
(etoposide, prednisolone, oncovin, cyclophosphamide, hydroxydaunorubicin) and is still alive
1 year after the diagnosis. We reported the various endoscopic findings in the same MEITL
patient by using single balloon endoscopy. We also summarized endoscopic characteristics of
MEITL patients.

© 2021 The Author(s)
Published by S. Karger AG, Basel

Introduction

Gastrointestinal malignant lymphomas often originate from B-cell. T-cell lymphoma in
the gastrointestinal tract is rare. Compared with B-cell lymphoma, gastrointestinal T-cell lym-
phoma is difficult to diagnose at an early stage because it can be misdiagnosed as Crohn’s dis-
ease or intestinal tuberculosis due to the inability to reach the endoscope for small bowel le-
sions. Although the development of balloon endoscopy has increased the detection and defin-
itive diagnosis of intestinal T cell lymphoma, the endoscopic characteristics of the disease are
still unknown. Enteropathy associated T-cell lymphoma (EATL) was formerly classified as
type [, which is often associated with celiac disease, and type II, which is less commonly asso-
ciated with the disease. In the 2017 WHO classification type [ was defined as EATL and type 11
was newly reclassified as monomorphic epitheliotropic intestinal T-cell lymphoma (MEITL)
[1]. The incidence of EATL in Asia is 1.9% of total lymphoma cases because celiac disease is
not common in Asia [2]. MEITL is a T-cell lymphoma that forms an ulcerated mass mainly
through the jejunum and ileum, with thickening of the surrounding mucosa. The histologic
feature of EATL and MEITL is a large and polymorphic lymphoid cell accumulated in the in-
testine. EATL is composed of CD3, CD7 positive and CD4, CD8, CD56 negative cells. MEITL are
CD3, CD7, CD8, and CD56 positive [2, 3]. The clinical course of MEITL is very aggressive with
the intestinal obstruction and perforation, and its prognosis is generally poor [4]. Here, we
report a case of MEITL expressed in a variety of endoscopic findings by using oral and anal
balloon endoscopy and summarize the endoscopic features of MEITL.

Case Presentation

A 77-year-old female began feeling discomfort in her abdomen around the beginning of
September 2019. She also developed night sweats and fever, with little improvement in symp-
toms. On September 30, she had acute severe abdominal pain and was taken to the emergency
room in the previous hospital. On examination, the patient presented with a fever of 38 de-
grees, rebound pain in the lower abdomen, and muscular defenses. CT scans showed jejunum
and ileum wall thickening. It showed fatty deposits around the small intestinal tract and thick-
ening of the nearby intestinal wall, and gastrointestinal perforation could not be ruled out. CT
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scans also showed adhesions due to inflammation of the sigmoid colon and small intestine
(part of the ileum) (Fig. 1a, b). She was guided to our hospital for further investigation. The
laboratory tests revealed a C-reactive protein (CRP) level of 6.80 mg/dL (normal range: 0-
0.14 mg/dL) and an interleukin 2 receptor (IL2R) level of 3,652 (normal range: 121-
613 U/mL) (Table 1). Transanal small bowel balloon endoscopy revealed mild edema with
petechial erythema, which was thought to be lymphatic follicular hyperplasia around 100 cm
the oral side from the Bauhin valve. There were no abnormal findings in the colon. Biopsies
were taken from the site of the suspected lymphatic follicle hyperplasia (Fig. 2a, b). Transoral
small bowel balloon endoscopy revealed shallow erosions and edematous mucosa which were
detected around 200 cm from the anal side at the vicinity of the Trites ligament. We found
ulcers with surrounded disrupted villous structures around the anal side where erosion with
edematous mucosa were noticed. We obtained one specimen from the erosion site and the
other from the ulcer site (Fig. 2c, d). All specimen showed atypical lymphocytes infiltrating the
small intestinal mucosa demonstrating intraepithelial lymphocytosis. Immunohistochemical
staining showed that infiltrated lymphocytes were positive for CD3, CD7, and CD56, but neg-
ative for CD4, CD5, and CD8. EBER-ISH was negative (Fig. 3a-i). Although IHC represent CD8
was negative in the biopsy (finally positive in the resected tissue), we diagnosed our case was
MEITL. PET-CT showed abnormal uptake in the irregular wall thickening of the small intestine
and the mesenteric lymph nodes (Fig. 1c). Diffuse hyperaccumulation of the ribs, spine and
pelvic bone (SUVmax: 8.30) was also observed, but there were no findings in bone marrow
aspiration. The patient was diagnosed as MEITL in Lugano stage IV and started on a chemo-
therapy regimen of EPOCH (etoposide, prednisolone, oncovin, cyclophosphamide, hy-
droxydaunorubicin). She has been on chemotherapy for about 6 months and is still alive.

Discussion

MEITL is difficult to diagnose at an early stage compared to gastrointestinal B-cell lym-
phoma. Due to its high malignancy, MEITL is often associated with intestinal obstruction and
perforation with a poor prognosis. Currently, the mean overall survival time of MEITL is 14.8
months (range, 2.4-27.2 months) [5], patients in the early stages have a significantly better
prognosis than those in the advanced stages. Although reports of MEITL are rare, the number
of reported cases is increasing because of the widespread use of balloon endoscopy. MEITL
occupies the entire gastrointestinal tract, from the esophagus to the rectum, and is most com-
monly found in the small intestine. Yi et al. [5] collected 42 cases of MEITL, they reported 21
(50%) cases in the jejunum and 19 (45%) cases in the ileum. They also reported that multiple
lesions were found in 36% of MEITL cases [5]. Previous reports did not mention the endo-
scopic features of the multiple lesions in MEITL. We summarized the clinical and endoscopic
features in MEITL.

We analyzed 47 cases, 84 lesions (including this case) with endoscopic findings (Table 2)
[6-35]. The mean age of the patients was 58.5 years and more than half of the cases (32 cases,
68.1%) were male. Clinical symptoms were often diarrhea (31 cases, 66.0%) and abdominal
pain (16 cases, 34.0%). Twenty-three lesions (27.7%) were in the jejunum, and 17 lesions
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(20.5%) were in the ileum. Twenty-eight lesions (33.7%) expressed ulcers, and 20 lesions
(24.1%) expressed mucosal edema. The shape of the ulcers varied from map-shaped to longi-
tudinal. Seven lesions (8.4%) expressed mucosal thickness, and 8 lesions (9.6%) expressed
mass formation. In our case, reddish lesions were found in the transanal endoscopy, and cir-
cular shallow ulcer covered with whitish edematous mucosa was detected by using transoral
endoscopy. It also shows that edematous lesions and reddish lesions (granular mucosa) are
characteristic of the early stage change of MEITL. Endoscopic finding of the small intestine
revealed multiple circumferential or semicircumferential shallow ulcerations covered with
whitish edematous mucosa. When the ulcer surrounds the lumen of the small intestine, it will
lead to intestinal obstruction. Hong et al. [24] reported that the surrounding mucosa was
edematous and thickened by countless fine granularities, showing mosaic mucosal pattern or
velvety mucosa.

Although MEITL express a variety of endoscopic findings in the small intestine, ulcers,
edematous mucosa, and mucosal thickening were reported in the colon. Shallow ulcerations
with superficial exudates throughout the colon with loss of vascular pattern of MEITL was
misdiagnosed as ulcerative colitis [32]. In our case, no lesions were found in the colon. Fur-
thermore, colonoscopy findings are less characteristic of MEITL, so it is important to observe
not only the colon but also the small intestine. Ishibashi et al. [28] searched the entire gastro-
intestinal tract in four cases of MEITL and demonstrates that MEITL can expand discontinu-
ously into the mucosa along the entire course of the gastrointestinal tract. They reported that
enteropathy-like lesions in the duodenum and small intestine, and microscopic (lymphocytic)
proctocolitis with increased T-IELs lesions in the colon, are both important clinicopathological
features for the early detection and diagnosis of MEITL. Their study suggests the importance
of performing a random biopsy of the entire gastrointestinal tract to identify the initial lesions
and spread of MEITL [28].

One of the reasons for the late diagnosis of MEITL is probably mainly due to its develop-
ment in the small intestine. If the patient has unexplained abdominal pain and intestinal wall
thickening, MEITL should be one of the differential diagnosis. When clinically MEITL is sus-
pected, the entire gastrointestinal tract should be searched and a small intestinal balloon en-
doscopy should be performed. MEITL has a poor prognosis and early diagnosis and prompt
treatment are required. Here, by using both oral and anal balloon endoscopy, we reported the
various endoscopic findings of MEITL which occurred in the same patient. Balloon endoscopy
was able to detect the early phase of MEITL, so the fact that a variety of endoscopic findings
can be found even in the same patient is important.

Statement of Ethics

Written informed consent was obtained from the patient to publish this case. There were
no ethics violations in the writing of this article.
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Fig. 1. a, b CT scans showed jejunum and ileum wall thickening and fatty deposits around the small intes-
tinal tract. They also showed adhesions of sigmoid colon and small intestine. ¢ PET-CT showed abnormal
uptake in irregular wall thickening of the small intestine and pelvic bone.
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Fig. 2. a, b The structure of the small intestinal mucosa was preserved, and there was some lymphatic fol-
licular hyperplasia. ¢, d The villous structures were disrupted and the ulcer was covered with white moss.
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Fig. 3. Histological analysis showed atypical lymphocytes infiltration (a) (H&E stain, x400). Intraepithelial
lymphocytosis was revealed by AE1/AE3 (b), x400. Infiltrated lymphocytes were positive for CD3 (c), CD7
(d) and CD56 (e), but negative for CD4 (f), CD5 (g), CD8 (h), and EBER-ISH (i), x400.
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Test Result Reference range
WBC (x109/L) 13,400 3,300-8,600
Neutr (%) 42.3 40.0-75.0
Lympho (%) 50.4 18.0-49.0
Mono (%) 5.9 2.0-10.0
Eosino (%) 0.6 0.0-8.0
Baso (%) 0.8 0.0-2.0
RBC (x10°/L) 469 386-492
Hb (g/dL) 12.5 11.6-14.8
Platelet (x10°/L) 35.2 15.8-34.8
AST (U/L) 18 13-30
ALT (U/L) 18 7-23
Alb (g/dL) 2.6 41-51
CRP (mg/dL) 6.80 0.00-0.14
BUN (mg/dL) 15.4 8.0-20.0
Cre (mg/dL) 0.76 0.46-0.79
IL2R (U/mL) 3,652 121-613
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Table 2. Clinical features and endoscopic findings of MEITL 47cases

This case
Age (years) 58.5+12.5
Sex (male:female) 32:15
Chief complains Diarrhea 31 (66.0%)
Abdominal pain 16 (34.0%) e
Bloody stool 6 (12.8%)
Weight loss 9 (19.1%)
Nausea 3 (6.4%)
Site Esophagus 1(1.2%)
Stomach 3 (3.6%)
Duodenum 18 (21.7%)
Small intestine 40 (48.2%) X
Jejunum 23 (27.7%) a3
lleum 17 (20.5%) X
Colon 21 (25.3%)
Endoscopic finding Mucosal edema 20 (24.1%) X
Ulcer 28 (33.7%) *
Solitary ulcer 7 (8.4%) X
Multiple ulcers 24 (28.9%)
Mass 8 (9.6%)
Mucosal thickness 7 (8.4%) *
Stenosis 3 (3.6%)

Values are presented as mean + SD or n (%).
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