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Diffuse large B-cell ymphoma, leg type: A case report

Diffiiz buyik B hicreli lenfoma, bacak tipi: Bir olgu sunumu
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Abstract

Primary cutaneous diffuse large B-cell ymphoma, leg type is a primary cutaneous B cell lymphoma of aggressive behavior and regarded as a
unique entity. We reported a 74 years old female patient who presented with rapidly growing nodules with an ulcer on her left leg for four
months. Skin biopsy revealed pathologic findings consistent with diffuse large B-cell lymphoma. We want to emphasize that malignant entities
should always be in mind in the differential diagnosis of rapidly growing nodules, plagues, and non-healing ulcers.
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Diffliz buylk B hticreli lenfoma, bacak tipi, primer kiitanéz lenfomalarin nadir gorilen, kot prognozlu bir alt tipidir. Yetmis dért yasinda kadin
hasta, sol bacaginda, 4 ay 6nce ortaya cikan, hizli buylyen, sislikler ve yaralar yakinmasiyla dermatoloji klinigimize basvurdu. Tani alinan deri
biyopsi materyalinin histopatolojik inceleme ile konuldu. lyilesmeyen bacak iilserlerinde, nodiil ve plak lezyonlarinda, malign hastaliklardan
sliphelenilerek biyopsi alinmalidir.

Anahtar Kelimeler: Lenfoma, bacak tipi, Ulser, B hiicreli

Introduction

Primary cutaneous diffuse large B-cell lymphoma, leg type
(DLBCL-LT) is a rare subtype of cutaneous lyphomas. Tumors
are usually located on a leg. This entity is generally seen
in elderly patients and has an unfavorable prognosis'?. A
skin biopsy should be performed to confirm the diagnosis.
Diverse histological patterns are reported in the literature®*.
There are no randomized controlled data to guide treatment.
Topicak-intralesional medications, radiotherapy chemotherapy

and surgery are some of the treatment options>®.

Case Report

A 74-yearold woman was referred to our dermatology
department with rapidly growing nodules on her left
lower leg, Lesions have appeared 4 months ago. Medical
history revealed hypertension and vertigo, she was on
hydrochlorothiazide, irbesartan, metoprolol, and pramipexole.
The patient presented with 3 erythematous tumoral lesions
on the anterior aspect of her left lower leg (Figure 1).

There is a large plaque which was 7 cm in diameter,
composed of smaller nodules and had an ulcer on top of
it. This tumor completely involves the anterior surface of
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ankle and extends to the dorsal foot. There are also smaller 2 nodules
on the anterior aspect of her left lower leg that are 2 cm and 3, 5
cm in diameter. Constitutional symptoms such as, fever, night sweats,
pruritus or weight loss was absent. Neither hepatosplenomegaly nor
lymphadenopathy was detected in physical examination. All laboratory
tests were negative, including a full blood count, biochemistry, routine
urine examination, except hemoglobin (hemoglobin 11.2 g/dL, normal
range: 11.7-16.1 g/dL) and creatinine levels (creatinine 1.89 mg/
dL, normal range: 0.5-0.9 mg/dL). Serology tests for viruses (human
immunodeficiency virus and hepatitis B and C viruses) were negative,
except anti HBS-105.7 positive and anti immunoglobulin G (HBC
19gG)-0.012 positive. In magnetic resonance imaging of the left lower
leg, the tumor was found to extend to bone tissue, without bone
infiltration. Histopathological sections showed superficial and deep
dermal infiltration of atypical lymphoid cells with extensive irregular
nuclear contour, partially vesicular nucleus, prominent nucleoli, narrow
eosinophilic cytoplasm and frequent mitosis, causing focal ulceration
in the epidermis (Figure 2). Immunohistochemically, these cells showed
diffuse cytoplasmic staining with CD20 (Figure 3), BCL2. T lymphocyte
markers were very sparse. The Ki67 proliferation index was detected
as 70%.

i

Figure 1. Three erythematous tumoral lesions on the anterior aspect
of her leftleg. The largest nodule was 7 cm in diameter and had an
ulcer on top

Figure 2. Diffuse dermal infiltration of atypically mphoid cells and
focal ulceration (Hematoxylin-eosine dye x100)
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Further staging evaluation and treatment were planned by hematology
department of our hospital. Positron emission tomography-computed
tomography (PET-CT) showed tumor and inguinal lymphadenopathy
on the left side (SUV__: 4.48). The patient was started on systemic
"Doxorubicin,

rituximab  combined  with

chemotherapy — with

Figure 4. An ulcer emerged after regression of the tumor on upper
part of leg. Other tumors healed with postlesional hyperpigmentation
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Cyclophosphamide, Vincristine, and Prednisone” (R-CHOP) for six
cycles. After chemotherapy, tumors regressed. Control PET-CT imaging
showed complete response to treatment. An ulcer emerged after
regression of the tumor on upper part of leg. Other tumors healed
with postlesional hyperpigmentation (Figure 4). Patient is in remission
for 2 years.

She gave us a written informed consent for publication of this case
report in a journal which is read worldwide or an online journal.

Discussion

Primary cutaneous B-cell lymphomas are not uncommon forms
of primary cutaneous lymphomas and account for approximately
25% of all primary cutaneous lymphomas'?. DLBCL-LT represents
approximately 5%-10% of cutaneous B-cell lymphomas’. DLBCL-
LT is described according to World Health Organization/European
Organization for Research and Treatment of Cancer classification of
cutaneous lymphomas®®.The other subtypes of primary cutaneous
B-cell ymphoma are primary cutaneous marginal-zone B-cell lymphoma,
primary cutaneous follicle-center lymphoma, primary cutaneous DLBCL-
LT, Primary cutaneous DLBCL, other®.

The clinical presentation is a rapidly growing nodule or plaque, that can
be solitary or multiple and may have surface ulceration as in our case'*#
(Figure 1). The lesions show a bluish-reddish multicolored rainbow
pattern'™. In 80% of the patients these lesions are located on the leg?®.
Rarely DLBCL-LT may manifest on bilateral legs or non-leg regions of
the body?2. In 10%-15% of cases, lesions are presented on non-leg
regions such as trunk, head, neck, and upper arms". It affects elderly
patients mostly*®'2. Median age of DLBCL-LT patients is found as 79
years®. Our patient was 74 years old. In contrast to other subtypes of
primary cutaneous B-cell lymphomas, primary cutaneous DLBCL-LT, has
an unfavorable prognosis'?. Five year survival rate is only 58% due to
frequent extracutaneous progression, including central nervous system
involvement? 314, Most patients (55%-70%) have recurrence, and in a
substantial number of cases (40%) extracutaneous progression may
occur?3. Some authors reported poorer prognosis for tumors located
on the leg and the presence of multiple skin tumors at diagnosis; but
this result is not duplicated in other studies**'2. Somatic mutations in
MYD88 and inactivation of 9p21.3, reported to be associated with a
worse prognosis in some studies’. 9p21.3 is associated with CDKN2A
gene that encodes the tumor suppressor genes p16 and P14ARF™3,
The diagnosis first requires a biopsy of the skin lesions. After
confirmation of diagnosis, history, physical examination, laboratory
testing, imaging and bone marrow examination should be performed
to evaluate extracutaneous disease.

In histopathologic examination of DLBCL-LT, there are monotonous,
dense, non-epidermotropic infiltrate composed of monomorphic
B-lymphocytes with mostly round and large cell morphology which
are described as immunoblasts, centroblasts or pleomorphic B-cells
extending through dermis and often into the subcutis?*. Mitotic figures
are frequently seen in immunoblast nuclei*'. If there is ulceration on
the lesion, epidermis will be spared. Rarely epidermotropism may be
seen in histopathologic examination?*. Rare unusual histological variants
of DLBCL-LT are sclerosing pattern, geographic necrosis, anaplastic cell
morphology, angioinvasion, starry-sky pattern, mixed inflammatory

infiltrate, spindle cell pattern, histiocytoid morphology, vascular-like
areas, multilobated cells, perineural invasion, and epidermotropic
pattern®. Unusual patterns may cause significant diagnostic challenge. In
such cases, clinical correlation, use of appropriate immunohistochemical
stains can help to make the correct diagnosis. In immunohistopathologic
examination, standard B-cell markers (CD20, Pax-5, and CD79a),
Bcl6, Bcl-2, MUM-1, FOX-P1, IgM, P63 are mostly positive. CD10
(germinal center marker) is usually negative?®. In this case, infiltrating
lymphocytes are stained positive for Bcl2, CD20 (Figure 3) and negative
for CD10. Bcl-2-negative cases are categorized as “primary cutaneous
DLBCL, other”*'2. There is not a significant difference between leg
type and the other group'. MUM-1, FOX-P1, IgM, and P63, which
are negative markers in primary cutaneous follicle center lymphoma,
also help in differential diagnosis®4. Mostly disorganized, bended or
multilobulated centrocytes, that are known as cleaved cells, with lesser
quantity of admixed lymphocytes are the main features of primary
cutaneous follicle center lymphoma in contrast to DLBCL-LT*%. There
are no randomized controlled data to guide treatment. In case of
solitary and localized lesions, surgery and radiation therapy can be
chosen for a curative therapeutic approach®. Radiotherapy is safe and
effective for localized lesions®®. In advanced cutaneous lymphoma
radiotherapy alone has a role in symptom palliation®. If lesions are only
thin plaques, topical treatment with high-potency corticosteroids and
intralesional administration of interferon alpha or rituximab can also be
used®. In the case of multiple and symptomatic lesions systemic drug
treatment is needed>®. First choice in treatment of advanced disease is
accepted as rituximab in most of the reports®. In case of metastasis and
recalcitrant disease chemotherapy should be added to therapy®. Our
patient received rituximab and chemotherapy.

DLBCL-LT is described as a distinct clinical subtype of primary cutaneous
B-cell lymphomas. A biopsy should be performed to rule out a neoplasm
in patients who has nodules or plaques with or without ulcers. Further
reports are needed to clarify unique clinical features, morphology,
immunophenotype, and molecular characteristics of DLBCL-LT.
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