Case Report

Monomorphic epitheliotropic intestinal T-cell ymphoma presenting with jejunal
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ABSTRACT

lymphoma, Tuberculosis

Monomorphic epitheliotropic intestinal T-cell lymphoma (MEITL) is an extremely rare and highly aggressive form of primary
intestinal T-cell lymphoma previously classified as type II enteropathy-associated T-cell lymphoma (EATL). It has no clear
association with coeliac disease and has varied non-specific clinical presentations and radiological findings. Herein, we discuss
a case of MEITL presenting as jejunal perforation that was initially considered to be tuberculosis. Even in the presence of well-
established epidemiological, histopathological, and immunophenotypic features, the diagnosis was delayed.
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astrointestinal (GI) lymphomas are generally secondary
Gto widespread nodal disease. Primary GI lymphomas are

rare and constitute only 1-4% of all GI malignancies.
The most common site of involvement is the stomach followed
by the small intestine and ileocecal junction. Small intestine
involvement is seen in 20-30% of all GI primary lymphoma
and a majority of them are of B cell lineage [1]. Intestinal T-cell
lymphomas are even rarer comprising 10-25% of all primary
lymphomas of the small intestine. They were previously known
as enteropathy-associated T-cell lymphoma (EATL) and further
subdivided into type I and type II [2]. EATL (type I) which is
now simply designated as EATL constitutes the majority of these
cases. It is commonly seen in Western countries, closely linked to
coeliac disease and has a polymorphic cellular composition with
areas of necrosis and inflammatory cell component.

EATL (type II) which is now known as monomorphic
epitheliotropic intestinal T-cell lymphoma (MEITL) is a rare and
clinically aggressive form of intestinal T-cell lymphoma and is
a disease of the Asian population. It arises from intraepithelial
T cells and histologically characterized by dense monomorphic
atypical lymphoid infiltrate lacking necrosis or inflammatory
background [3]. Roughly MEITL is 1/5%-1/10" as common as
EATL but the actual incidence of this group is undetermined [4].
Although it has no association with coeliac disease, recent reports
have suggested that a variant of celiac disease may precede rare
cases of MEITL [5]. Clinical presentations of MEITL are non-
specific such as abdominal distension, diarrhea, nausea, weight
loss, vomiting, obstruction, and perforation [5,6]. The majority
of cases are initially treated as infective or inflammatory etiology

which leads to a delay in the treatment along with poor outcomes.
Here, we are reporting a case of MEITL with a reminder to the
clinicians that this might be a cause of intestinal perforation in the
Asian subcontinent.

CASE REPORT

A 30-year-old female admitted to the emergency ward with
complaints of pain abdomen and multiple episodes of vomiting
for 2 days. The pain was of sudden onset, severe in intensity,
and was getting worse with the movement or any pressure on
the abdomen. She was already on anti-tubercular treatment with
a working diagnosis of abdominal tuberculosis, from another
hospital. Detailed records of her previous illness were unavailable.
The general condition of the patient was poor with a toxic
look and cold clammy extremities. On examination, tenderness
was present over the left half of the abdomen with an absence of
bowel sound. The pulse rate was 160/min, blood pressure was not
recordable, and sPO, was 98%. The chest examination revealed
bilateral crypts and rhonchi while no abnormality was detected in
cardiovascular and central nervous systems examination.
Baseline investigation with
polymorphonuclear leukocytosis and mild thrombocytopenia.
The renal function test was also mildly deranged. Serum amylase
was 644 U/L (13-60), serum lipase was 686 U/L (28—-100), and
procalcitonin was 193.12 ng/ml (<0.5). A provisional diagnosis
of Koch’s abdomen with pancreatitis and shock was made.
The patient responded to preliminary treatment and volume
replacement. Computed tomography (CT) scan of the abdomen
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revealed multiple foci of free air in the interbowel region and
anterior to the liver (Fig. la and b).

Emergency laparotomy was performed which showed bowel
thickening at multiple levels, hollow viscous perforation at the
distal jejunum, and small mesenteric lymph nodes. Resection and
anastomosis were performed on thickened bowel perforation.
Perforated bowel segment (Fig. 1 ¢ and d) was sent for
histopathological examination.

Sections from the bowel segment revealed diffuse infiltration
of medium-sized to large cells with round to angulated nuclei,
prominent nucleoli, and a moderate amount of pale staining
cytoplasm. The cells were seen infiltrating lamina propria,
submucosa, the fibers of muscularis propria, and periserosal
fat. Numerous mitosis, apoptosis, and small foci of necrosis
were seen (Fig. 2a and b). Surrounding surviving area revealed

Figure 1: (a) Computerized tomography scan abdomen showing
multiple foci of free air in interbowel region (b) and anterior to
liver (c) resected portion of jejunum showing perforation, sections
already been taken from the margin (d) thickening of mucosa with
ulceration

, SRR DG EL e o z
Figure 2: (a) Tissue section — jejunal segment showing atypical lymphoid cells infiltrating muscle fibers (hematoxylin and eosin [H and
E], x20). (b) Pleomorphic tumor cells showing numerous mitosis (H and E, x40). (¢) Immunohistochemistry CD56 (x10). (d) CD2 (x10).
(e) CD3(x10). (f) Ki-67 (x10)

distorted jejunal folds with villous atrophy, crypt hyperplasia,
intraepithelial lymphocytosis, and infiltration of tumor cells.

Sections were subjected to immunohistochemistry and CD 45,
CD 3,CD 2, CD 7, CD 8, CD 56, Bcel-2, and megakaryocyte-
associated tyrosine kinase (MATK) were positive in the tumor
cells while CD 20, Tdt, CD10, and CD30 were negative. Loss
of expression was noted for CD 5 and Ki 67 labeling index was
80—-85% in the highest proliferating areas (Fig. 2c-f). Based on
histology and immunohistochemistry, a diagnosis of MEITL was
made; unfortunately, the patient was already in septic shock and
she died due to cardiorespiratory arrest.

DISCUSSION

Monomorphic epitheliotropic intestinal T-cell lymphoma always
poses diagnostic challenges and mainly manifests with GI
symptoms. A past history of repeated diarrhea, weight loss, and
other B symptoms may be a clue in EATL but for MEITL, the
symptoms are generally non-specific.

In a multicenter study from Asia, the most common
presenting features among a study group of 38 patients of EATL
within a 19-year period were perforation (34%), pain (32%),
and obstruction (21%) [7]. Although obstruction is a common
presentation, diagnosis of MEITL was made possible only after
the segmental resection of a perforated segment as seen in our
case and also mentioned by others [8]. Recently, a similar case of
MEITL was reported which was also treated with anti-infective
and anti-diarrheal therapy due to previous unknown diagnosis
and ultimately the patient died due to poor physical condition [9].

Radiology is not helpful in the diagnosis of MEITL. Bulky
lymph nodes and maintenance of fatty plane may suggest
lymphoma, but multiple thickening of the small intestinal
wall, stricture, stenosis, and perforation favor Crohn’s disease
or tuberculosis [10]. Nowadays, CT and magnetic resonance
enteroclysis and enterography have found a role in the study
of a small intestine tumor [11] Due to a high spatial resolution,
direct visualization of the wall and the surrounding structures are
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made possible. Significant thickening of the bowel wall >2.0 cm,
presence of lymphomatus nodules and perivisceral multiple
lymphnodes suggests lymphoproliferative disorder, while halo
sign hyperdense mucosa, hypodense submucosa, hyperdense
outer layer, discontinuous, segmental, and circumferential
thickness (0.5-2.0 cm) favor inflammatory pathology [12]. Thus,
CT enterography should be performed in all suspected cases.

Histopathology and immunophenotyping are essential for a
definite diagnosis for MEITL. Differential diagnosis of MEITL is
with other T-cell lymphomas, that is, EATL, extranodal NK/T-cell
lymphoma and peripheral T-cell lymphoma, and not otherwise
specific (NOS). The indolent T-cell lymphoproliferative disorder
is being excluded from this list because it has low proliferative
activity, non-destructive lymphoid infiltrate, and lack of
epitheliotropism. Lack of expression of CD8, CD56, alpha-beta
T-cell expression, and polymorphic infiltrates with necrosis favor
EATL over MEITL [3].

Extranodal NK/T-cell lymphoma is also occurring in the
GI tract with a similar presentation. Here, histology is distinct
as wide areas of coagulative necrosis, apoptotic bodies,
angiocentric/angiodigestive growth pattern, and inflammatory
background. CD56 and nuclear expression of MATK are positive
in both MEITL and NK/T-cell lymphoma. /n situ hybridization
for Epstein—Barr virus-encoded small RNA (EBER) is required
for confirmation of NK/T-cell lymphoma [13]. In our case, EBER
was not performed as histomorphology was not consistent with
NK/T-cell lymphoma.

GI tract involvement of peripheral T-cell lymphoma, NOS is a
diagnosis of exclusion. These patients generally have lymph node
enlargement and an aberrant T-cell phenotype, which was not
seen in the present case. In our case, the presence of distinctive
histological features and immunohistochemistry; CD3(+),
CD8(+), CD56(+), MATK (+), CD30(—), CD5(—), and CD103(-)
rendered a diagnosis of MEITL.

No specific guidelines are available for the management of
EATL or MEITL and thus clinical outcome is very poor with a
median survival of only 8 months [7]. Treatment includes surgery,
high-dose chemotherapy, and autologous stem cell transplantation.

CONCLUSION

Diagnosis of MEITL is generally missed initially, thus detailed
investigations on the very first visit and definitive management
protocols are necessary to prolong the life expectancy of these

cases. Clinicians must be familiar that MEITL may as well be a
cause of intestinal perforation.
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