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Abstract

MEITL is a very rare and highly aggressive peripheral T-cell ymphoma with poor prognosis and for which
there is no standard treatment. Patients with relapsed/refractory disease have few treatment options and
many still die of disease progression. Here we report the case of a 65-year-old woman affected by MEITL,
progressing after initial treatment with an anthracycline-based chemotherapy and surgery, who received
single-agent PEG-asparaginase salvage therapy at our institution. The treatment proved to be rapidly
effective in controlling the disease and its associated paraneoplastic features. Nevertheless, toxicity was
high and the patient died due to a treatment-related complication. The case we described brings new
evidences on the effectiveness of PEG-asparaginase therapy in MEITL patients. Whether PEG-
asparaginase should be included in the treatment course of MEITL patients could be the subject of future
studies.

Introduction

Monomorphic epitheliotropic intestinal T-cell ymphoma (MEITL), previously known as type Il enteropathy-
associated T-cell lymphoma [1], is a very rare and highly aggressive peripheral T-cell lymphoma (PTCL).
Prognosis is poor, with most studies reporting a median overall survival of less than 1 year [2-9]. There is
no standard treatment for MEITL and patients often undergo combination therapies that include surgery
and an anthracycline-based chemotherapy, with ASCT consolidation, usually reserved for chemo-
sensitive young and fit patients [3, 10—-12]. Nevertheless, relapse or refractoriness rates are high and
disease progression still represents the main cause of mortality, with few effective treatment options.
Here we report the case of a patient with progressive disease after initial treatment, who received single-
agent PEG-asparaginase salvage therapy at our institution.

Case Presentation

A 65-year-old woman presented to her general practitioner with a 2-month history of mild abdominal pain,
change in bowel habits and unintentional weight loss. She reported no nausea, fever, night sweats or
fatigue. Her past medical history was unremarkable, except for past hepatitis B virus infection. She was
not taking any medication at that time.

Abdominal examination revealed mild tenderness, without signs of peritonitis. Laboratory studies were
significant for mild microcytic anemia and elevated erythrocyte sedimentation rate. Computed
tomography (CT) scan of the abdomen revealed the presence of a 13-cm duodenojejunal mass
infiltrating adjacent organs (Figure 1a). An endoscopic biopsy was made. On microscopic examination,
the mass was composed of monomorphic small lymphocytes positive for CD3, CD8 and CD56 consistent
with a diagnosis of MEITL (Figure 2). Staging positron emission tomography (PET) scan revealed
increased uptake in multiple abdominal lymph nodes, hepatic flexure, ascending colon and spleen. Bone
marrow biopsy showed no signs of disease.
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Surgical resection was not performed, due to the aortic wall infiltration. The patient received an
anthracycline-containing regimen, inspired to the SNLG protocol [3], achieving partial remission, allowing
surgical resection of the residual mass by laparotomy. She was then considered for autologous stem cell
transplant (ASCT) consolidation, which was halted due to the development of severe renal insufficiency,
with features of acute tubular necrosis and interstitial nephritis, poorly responsive to high-dose
corticosteroids.

Thirteen months later CT- and PET-scans revealed recurrence of lymphoma, with multiple lesions, located
in the bowel and retroperitoneum (Figure 1b). Relapse was accompanied by renal and cutaneous
manifestations (i.e., kidney failure and palpable purpura) suggestive of paraneoplastic vasculitis, with
sudden deterioration in patient general conditions. The patient received a first dose of 1500U/m2 (2750U
total dose) single-agent PEG-asparaginase as salvage therapy. Skin manifestation completely resolved
and renal function recovered. Ultra-sound of the abdomen showed significant shrinkage of the biggest
lesions, consistent with partial response. However, the patient developed a grade 4 hepatotoxicity,
causing treatment delay until resolution to grade 1. A reduced flat dose of 1500U PEG-asparaginase was
then resumed. Unfortunately, the subsequent cycle was complicated by a thromboembolic event and she
died of massive pulmonary embolism, 3 months after the start of PEG-asparaginase therapy.

Discussion

To the best of our knowledge, this is the second case described in the literature on the use of PEG-
asparaginase in relapsed/refractory MEITL, following the first case report by Gentille and colleagues [13].
The use of single-agent PEG-asparaginase salvage therapy resulted in a rapid control of the disease and
its associated paraneoplastic features; however, death occurred due to a treatment-related complication.
Although schedules of administration were comparable between the two patients (Gentille C., personal
communication), toxicities were significantly higher in the case we reported, possibly due to the poor
general conditions and the more advanced stage of the disease.

Indeed, the effectiveness of asparaginase therapy in MEITL has also been reported by Tse and colleagues
[5], with no apparent differences of outcomes compared to anthracycline-containing regimens, albeit
asparaginase was administered in combination with other chemotherapeutic agents and at an earlier
treatment phase. Interestingly, a few studies reported similarities between MEITL and other entities that
may share a y& T-cell origin, especially extranodal NK-/T-cell Lymphoma nasal-type (ENKTCL) [14-16],
where guidelines already recommend asparaginase-containing regimens as standard of care [11, 17], and
some authors even suggested that these regimens might challenge the role of anthracycline-based
regimens in the future of MEITL [7].

It is worth noting that few data on alternative therapies for relapsed/refractory MEITL have been
published to date. Although novel agents have emerged in recent years for relapsed/refractory PTCL, data
on their effectiveness in MEITL are still lacking. A few authors reported the use of pralatrexate and
temozolomide, with favorable outcomes [18, 19] (Table 1). More recently, the Singapore Lymphoma Study
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Group has published pre-clinical data on the effectiveness of combination treatment with romidepsin and
pimozide [20], but whether this treatment can translate into clinical benefit is still unknown.

Table 1

Published data on single-agent rescue in relapsed/refractory MEITL.

Ref.

Gentille
et al.
[13]

Tabata
et al.
[18]

Yip et
al. [19]

Salvage
treatment

PEG-
asparaginase

Pralatrexate

Temozolomide

Case report description

70-year old woman presenting with bowel obstruction and treated with
surgery + anthracycline-based chemotherapy (i.e. EPOCH
chemotherapy). After refractoriness to 4 cycles of EPOCH chemotherapy,
PEG-asparaginase was added to the 5th cycle and then given monthly
as single therapy, achieving CR. Disease recurred 15 months after the
diagnosis, and the patient was treated again with surgery, EPOCH
chemotherapy and PEG-asparaginase, showing no response and dying
shortly later.

72-year-old man presenting with bowel perforation and treated with
surgery + chemotherapy (not specified), achieving 1st CR. Disease
relapsed 21 months later with bowel obstruction and treatment with
surgery + chemotherapy (not specified) was performed achieving 2nd
CR. Disease recurred again 11 months later and he was treated again
with chemotherapy (not specified), this time with no response. Reduced
dose pralatrexate (20mg/m2/week) was then administered and he
obtained 3rd CR. 9 months later, when the case report was published, he
was still alive and in CR.

67-year-old woman treated with surgery + chemotherapy (i.e., 6 cycles of
CHOP), achieving CR. 1 month after completion of the last course of
CHOPR CNS progression was detected. Two cycles of HD-MTX, with high-
dose cytarabine added during the second cycle, were administered,
showing further PD. Temozolomide (150 mg/m2, 5 days in 28-day
cycles) was then initiated as salvage treatment, showing remarkable
activity with large resolution of the disease.

EPOCH-= etoposide, prednisone, vincristine, cyclophosphamide, and doxorubicin. CR= complete
remission. CHOP= prednisone, vincristine, cyclophosphamide, and doxorubicin. CNS= central nervous
system. HD-MTX= high-dose methotrexate. PD= progression of disease.

In conclusion, treatment options for relapsed/refractory MEITL are scarce and the choice of an
appropriate rescue for patients with progressive disease still represents an unmet need. The present case
adds to the list of studies reporting the effectiveness of asparaginase therapy in MEITL patients. Whether
PEG-asparaginase should be included in the treatment course of MEITL and, possibly, considered during
earlier treatment phases, is still unknown and should be tested in future studies.
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Figure 1

Computed tomography (CT) scans of the abdomen at diagnosis and relapse. 1a. CT scan at diagnosis
revealing the presence of a large mass at the duodenojejunal flexure, extending to the proximal jejunum
for 12,6 cm in length, characterized by uni-nodular appearance with prominent wall thickening; the mass
infiltrated the adjacent organs (i.e., intestinal loops, adipose tissue, anterior wall of the abdominal aorta)
and was surrounded by many enlarged lymph nodes. 1b. CT scan at relapse revealing disease recurrence
with two solid lesions, located left and right of the aorta in the retroperitoneal space, measuring 5,8 x 3,3
cm and 7,1 x 3,2 cm of diameters, respectively.
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Figure 2

Microscopic examination showing infiltration of the intestinal mucosa at diagnosis. Low magnification
(x2.5) images of mucosa fragments from tissue samples at diagnosis showing infiltration of the
intestinal mucosa from monomorphic epitheliotropic intestinal T-cell lymphoma cells.
Immunohistochemical staining for: a) H&E, b) CD3 (positive), c) CD20 (negative), d) CD8 (positive), e)
CD56 (positive), f) CD5 (negative), g) CD2 (negative), h) CD2 (positive), i) MIB1 > 80%.
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