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Abstract
Enteropathy-associated T-cell lymphoma (EATL) is a rare aggressive 
lymphoma that confers a poor prognosis with current treatment 
strategies. Given the rarity of this disease, prospective randomized 
trials are limited, and thus a standard validated treatment strategy 
is lacking. This report presents the disease course of a patient with 
EATL who was treated with single-agent brentuximab vedotin, an 
anti-CD30 conjugated antibody. (JNCCN 2013;11:137–140)
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Case Report
A 64-year-old man presented with an acute small bowel 
obstruction that was preceded by a few months’ history 
of intermittent diarrhea, fever, and weight loss. Pathol-
ogy of the small bowel resection was consistent with 
enteropathy-associated T-cell lymphoma (EATL) that 
expressed CD3 and CD30; was negative for CD4, CD8, 
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The patient tolerated BV well, except for grade 3 
neuropathy that progressed from his baseline grade 2 
neuropathy. He developed mild leukopenia without 
neutropenia. At his 9-month follow-up, the patient 
continued to show disease remission. 

Discussion
EATL is a rare gastrointestinal lymphoma that ac-
counts for fewer than 1% of all non-Hodgkin’s lym-
phomas, although the incidence seems to be increas-
ing in the United States.1 Type I EATL is strongly 
associated with celiac disease and linked to the 
HLA-DQ2 haplotype. Histologically, these lympho-
mas are pleomorphic and often express CD30. Most 
cases of EATL express CD30 on a proportion of tu-
mor cells; in a study of 23 patients with EATL, CD30 
was expressed in more than 80% of cases.2,3

As for the treatment of EATL, no validated 
treatment strategies exist because of the lack of ran-
domized clinical trials. Given the rarity of this dis-
ease, only single-institution experiences and retro-
spective studies are available. The most widely used 
treatment in clinical practice is anthracycline-based 
combination chemotherapy, followed by an autolo-
gous stem cell transplant (ASCT) in eligible indi-
viduals. The overall response rate varies from 30% to 
60%, mostly using a CHOP-like regimen.4–9 

With current treatment strategies, the median 
overall survival is 10 months, with an estimated 
5-year overall survival of 20%.10 The most frequent 
cause of death involves intestinal complications of 
persistent disease, such as perforation and bleeding. 
Furthermore, estimates show that up to 50% of pa-
tients are unable to undergo chemotherapy because 
of their poor performance status secondary to mal-
nutrition or intestinal complications associated with 
their disease. 

For most patients in whom first-line treatment 
with a CHOP-like regimen fails, prognosis is very 
poor, and limited data exist on second-line therapy. 
In a retrospective single-center study from Austria, 
19 patients were identified with EATL between 1999 
and 2010, and only 6 received second-line therapy.11 
The regimens used were ICE, FC (fludarabine and 
cyclophosphamide), DHAP (dexamethasone, cis-
platin, and cytarabine), and cladribine. This study 
highlighted the poor prognosis of EATL, but suggests 
that a small proportion of patients may benefit from 

CD52, and CD56; and showed partial loss of CD5, 
all in a background pattern consistent with celiac 
sprue. CT scan revealed mural thickening and mul-
tiple enlarged mesenteric lymph nodes, the largest of 
which measured 1.2 x 3.9 cm, and multiple pulmo-
nary nodules. CBC results showed a normal white 
count, microcytic anemia with a hemoglobin B level 
of 12.9 g/dL, a mean corpuscular volume of 76 fL, 
and thrombocytosis. A complete metabolic profile 
showed normal values, other than mildly reduced al-
bumin levels at 3.3 g/dL. Results of iron studies were 
consistent with iron-deficiency anemia.

The patient was subsequently started on combi-
nation chemotherapy with CHOP (cyclophospha-
mide, doxorubicin, vincristine, and prednisone). Af-
ter 4 cycles, he was noted to have a partial response 
on CT imaging. Shortly thereafter, the patient expe-
rienced a resurgence of his B symptoms, and subse-
quent therapy included ifosfamide, carboplatin, and 
etoposide (ICE), which was complicated by arterial 
and venous thrombosis and gastrointestinal bleed-
ing. Subsequent endoscopy revealed areas of large 
ulceration in the terminal ileum, a biopsy of which 
showed involvement by EATL.

Given his persistent disease, the patient was 
started on third-line treatment with gemcitabine 
and vinorelbine. Evaluation after 2 cycles of therapy 
revealed that he had progressive disease, and therapy 
thereafter was changed to romidepsin. At best, he 
had stable disease after 2 cycles of treatment. This 
therapy, however, was complicated by multiple ad-
missions with neutropenic fever. Two months later, 
workup during a recurrent hospitalization for fever 
and acute-onset back pain revealed the presence of 
a new paraspinal mass and retroperitoneal adenop-
athy. CT-guided biopsy of the paraspinal mass was 
suspicious for involvement of his known lymphoma. 

Given his B symptoms and progression of disease 
radiographically, he was started on salvage treatment 
with brentuximab vedotin (BV), because his lympho-
ma strongly expressed CD30. BV was administered 
at a dose of 1.8 mg/m2 every 3 weeks. Repeat CT scan 
after the third cycle showed a remarkable response, 
with improvement in multiple nodal groups in the 
retroperitoneum and pulmonary nodules (Figure 1). 
B symptoms resolved after the first cycle. The dose of 
BV was reduced to 1.0 mg/m2 after 4 cycles because 
of neuropathy. Complete remission was documented 
after 8 cycles, and subsequent therapy was stopped. 
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second-line therapy. The largest trial evaluating the 
role of ASCT was a prospective study from a popula-
tion-based setting from the Scotland and Newcastle 
Lymphoma Group.9 In this study, patients who re-
ceived IVE/MTX (ifosfamide, etoposide, epirubicin, 
and methotrexate)-ASCT showed improved 5-year 
progression-free and overall survivals compared with 
those treated with a CHOP-like regimen (progres-
sion-free survival, 52% vs. 22%; overall survival, 
60% vs. 22%). 

BV is an anti-CD30 chimeric antibody conju-
gated to the potent antimitotic agent monomethyl 
auristatin E (MMAE). After binding to CD30, BV 
is internalized and transported to lysosomes, where 
MMAE is cleaved and, once released, will bind to 
tubulin and cause cell cycle arrest and apoptosis.12 
In the pivotal phase I study, the maximum toler-
ated dose was 1.8 mg/m2 and objective responses 
were observed in 38% of patients.13 In a prospective 
study of patients with CD30-positive recurrent ana-
plastic large cell lymphoma, of the 58 patients who 
were treated with BV, 50 experienced an objective 
response with 33 complete responses. The median 
duration of remission was 13.6 months.14 

Theoretically, BV may be beneficial in any 
CD30-positive lymphoid neoplasm; however, no 
data seems to be available describing its use or bene-
fit in EATL. The excellent clinical and radiographic 
response reported in this case highlights the need to 
further evaluate its role in patients with EATL. 

Conclusions
The current NCCN Clinical Practice Guidelines 
in Oncology recommend using multiagent chemo-
therapy followed by high-dose therapy and stem cell 
transplantation for EATL.15 This regimen should still 
be the preferred therapy in eligible patients who can 
tolerate it, because current evidence supports its use. 
Until further data are available, the authors recom-
mend considering BV in patients who have a poor 
tolerance of chemotherapy or in the absence of other 
standard options. 
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Figure 1 Representative CT images showing para-aortic adenopathy before (A) and after (B) treatment with 3 cycles of  
brentuximab vedotin. 
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treatment of EATL because of the lack 
of randomized clinical trials.

3.  True or False: Type I EATL is strongly as-
sociated with celiac disease and linked 
to the HLA-DQ2 haplotype.
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