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Metastatic anaplastic large cell lymphoma of the omentum

presenting as an ulcerated nodule on the back

Sir,

Anaplastic lymphoma kinase (ALK)-negative anaplastic
large-cell lymphoma is a rare peripheral T-cell non-Hodgkin
lymphoma that belongs to the group of CD30-positive
lymphoproliferative disorders and tends to affect adults
over the age of 40 with a bad prognosis.'” It involves the
lymph nodes and extranodal sites, but the involvement of
the omentum as the primary site is rare. In ALK-negative
anaplastic large-cell lymphoma patients, skin is one of the
most common sites of spread. Secondary cutaneous lesions
may be difficult to differentiate from primary cutaneous
anaplastic large cell lymphoma.'#

Herein, we describe an unusual case of a 67-year-old
woman who presented with an ulcerated lesion on the
back as secondary cutaneous involvement of primary
ALK-negative anaplastic large-cell lymphoma of the
omentum.

Figure 1a: A round ulcerated violaceous nodule in the lumbar region

A 67-year-old woman presented with a two-week history of
a rapidly growing painful ulcerated lesion on her back. She
also complained of sporadic abdominal pain and weight loss
for four months. Physical examination revealed ulcerated
violaceous nodule measuring 3 cm in diameter in the lumbar
region [Figure 1a]. Ultrasound of soft tissue showed a nodular
mass with cystic-necrotic areas. Differential diagnosis of
tuberculosisand neoplasiawereinitially considered. Thelesion
was biopsied for microbiological culture and histological
examination. Bacterial, mycobacterial, and fungal cultures
were negative. Haematoxylin and eosin staining showed
dermal perivascular infiltration of large atypical lymphoid
cells extending into the subcutaneous fat [Figures 1b and ¢ ].
Immunohistochemistry was positive for CD3, CD4, CD7,
CDS, CD30 (uniform and strong) [Figure 1d], and negative
for CDS5, CD56, epithelial membrane antigen, Epstein-Barr
virus and ALK-1 [Figure le]. The expression of Ki-67 was
80% positive. The diagnosis of primary systemic anaplastic
large cell lymphoma with skin involvement was considered.

Figure 1b: Dense dermal and hypodermal infiltrate of large atypical
lymphocytes (haematoxylin and eosin, x4)
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A computed tomography scan of the abdomen and pelvis
revealed a poorly defined mass with soft tissue density in the
omentum, in contact with the transverse colon and free fluid
in the cul-de-sac [Figure 2a]. Laboratory workup was notable
for an erythrocyte sedimentation rate of 124 mm/h and
C-reactive protein of 14.9 mg/dL. Blood routine examination
showed white blood cell count at 19,500/uL, haemoglobin
count at 10.4 g/dL and platelet count at 745,000/uL. Serologic
tests for HIV, hepatitis C, hepatitis B, human T-lymphotropic
virus type 1 (HTLV-I) and Epstein-Barr virus were negative.
She underwent an exploratory laparotomy for resection of
the abdominal mass. Histology with immunohistochemical
staining showed the same features as the previous skin biopsy
[Figures 2b to d]. The diagnosis of primary ALK-negative
anaplastic large cell lymphoma of the omentum with
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Figure 1d: The atypical lymphocytes stained positive for CD30 (x100)

cutaneous metastases was made. The bone marrow biopsy
result was normal. Although she was treated with four
cycles of cyclophosphamide, adriamycin, vincristine, and
prednisone regimen, her clinical condition worsened with
decreasing mental status. Magnetic resonance imaging of
the brain revealed multiple brain metastases. She died three
months later due to disease progression.

ALK-negative anaplastic large cell lymphoma is an
aggressive CD30-positive T-cell neoplasm morphologically
indistinguishable from its ALK-positive counterpart.! ALK-
positive refers to the presence of a protein called ALK. These
tumours have typically favourable outcomes. In contrast,
ALK-negative anaplastic large-cell lymphoma is characterized
by the lack of expression of ALK and this failure to express
ALK protein has been shown to portend a worse prognosis.>?

The exact prevalence of this tumour is unknown. It tends to affect
patients over 40 years, unlike ALK-positive anaplastic large-cell
lymphoma that occurs in children and young adults. A male
predominance with a male:female ratio of 1.5:1 is reported.*

ALK-negative anaplastic large-cell lymphoma primarily
involves peripheral, mediastinal or abdominal lymph
nodes, but the disease can present at any site, including
the central nervous system, oral cavity, bladder, pancreas
and liver."” However, to the best of our knowledge primary
involvement of the omentum has not been reported.

In ALK-negative anaplastic large-cell lymphoma patients, the
skin, liver and lung are the most common sites for secondary
spread, compared with soft tissue and bone in ALK-positive
anaplastic large-cell lymphoma.'Of note, primary cutaneous
anaplastic large cell lymphoma is typically negative for ALK
and can be clinically indistinguishable from secondary skin
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Figure 2a: Abdominal CT image shows a tumour in the omentum, in contact
with the transverse colon (white arrow)
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Figure 2¢: Omentum: CD30-positive immunostaining (x100)

involvement by systemic ALK-negative anaplastic large-cell
lymphoma. However, this subtype rarely disseminates.®

It is important to differentiate cases of systemic ALK-negative
anaplastic large-cell lymphoma from ALK-negative primary
cutaneous anaplastic large-cell lymphoma, as the prognosis
varies greatly. The primary cutaneous anaplastic large-cell
lymphoma has a very favourable 5-year overall survival
of 90% as compared to 49% for systemic ALK-negative
anaplastic large-cell lymphoma.?

Cutaneous clinical presentation in systemic ALK-negative
anaplastic large-cell lymphoma includes nodules, plaques, and
ulcerated lesions without a predominant localization. Rieger
et al., reported a case of an ALK-negative systemic anaplastic
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Figure 2b: Omentum: adipose tissue with dense and diffuse infiltrate of large
atypical lymphoid cells (haematoxylin and eosin, x10)

'y = » »" . # F XA
oL DN o o 0 g
f g R T b Fd AL 4

Figure 2d: Omentum: ALK-negative immunostaining (x50)

large-cell lymphoma presenting as a violaceous plaque on the
scalp ofa 79-year-old man.? Long et al., described a 47-year-old
man with anaplastic large-cell lymphoma cutaneous metastases
presenting as multiple light pink annular papules and nodules
with central ulceration on the face and neck .’

Yang et al., reported one case of systemic ALK-negative
anaplastic large-cell lymphoma with secondary ulcerated
cutaneous lesions and an aggressive progression although
treated by cyclophosphamide, adriamycin, vincristine and
prednisone.® Alcala et al., confirmed the diagnosis of breast
implant-associated ALK-negative anaplastic large-cell
lymphoma in old women with breast cutaneous lesions,
treated by cyclophosphamide, adriamycin, vincristine, and
prednisone chemotherapy without response.’
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In our case, we excluded the diagnosis of primary cutaneous
anaplastic large-cell lymphoma with metastasis to the
omentum since the patient presented with skin lesion four
months after the onset of abdominal pain. In addition, the
disease progressed aggressively with metastases to other
organs leading to her death in a few months.

Biopsies are challenging as histological findings can
emulate other hematologic and solid malignancies.'
Immunohistochemical analysis is necessary for definitive
diagnosis. Tumour cells can express diverse surface
receptors including CD3, CD4, CD7, CD8, CD43, CD56
and EMA, but a diffuse and strong positive staining for
CD30 is characteristic. ALK immunohistochemistry is
negative by definition."" In the present case, the tumour
showed diffuse expression of CD30, CD3, CD4, CD7 and
CD8, and negative for ALK stain, thus concluding the
diagnosis of ALK-negative anaplastic large-cell lymphoma.

Chemotherapy (cyclophosphamide, doxorubicin, vincristine,
prednisone) is the first-line treatment of ALK -negative anaplastic
large-cell lymphoma. It may be followed by autologous stem cell
transplantation after the first complete remission.'””> However,
recurrences are frequent.! Although our patient underwent
treatment with cyclophosphamide, adriamycin, vincristine, and
prednisone regimen, the disease rapidly progressed.

In conclusion, this case emphasises the involvement of skin as
a visible and diagnostic sign of systemic neoplasia. Moreover,
in this clinical presentation, it is important to differentiate
primary from secondary ALK-negative anaplastic large-cell
lymphoma, as the prognosis can vary significantly. Diagnosis
of such cases represents a challenge and may be based upon a
combination of clinical behaviour, pathological morphology
and immunophenotype.
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