CASE REPORT

Arch Oncol 2006;14(1-2):54-6.
DOI: 10.2298/AOO0602054T

UDC: 616-006.44:616-076:577.27

Anaplastic large cell lymphoma

Jelica Tiodoroviæ, Viktor Lazareviæ, Milenko Stanojeviæ, Dragan Jovanoviæ,
Danica Tiodoroviæ-®ivkoviæ
ABSTRACT
Clinic for Dermatovenerology, Clinical Centre Ni¹, Serbia;
Address corresponding to: Viktor Lazareviæ, Clinic for
Dermatovenerology, Clinical Centre of Ni¹, Bul. Zorana
Ðinðiæa 48, 18000 Ni¹, Serbia, e-mail:
lepimali2002@yahoo.com; The manuscript was received:
16.01.2006, Provisionally accepted: 28.02.2006,
Accepted for publication: 20.03.2006
© 2006, Institute of Oncology Sremska Kamenica, Serbia

Anaplastic large cell lymphoma is defined by a proliferation of large pleomorphic blasts and a constant
expression of the CD30 molecule on all neoplastic cells, and has been clinically subdivided into a primary form and a secondary form. We are presenting a case of 14-year-old boy with reddish-livid papules
on the skin of right half of trunk that were confluent in the lower end into solid plaque with diameter 20
x 15 cm, and enlarged lymph nodes in axilla and on neck. Lesioned skin biopsy, biopsy of lymph node
and bone marrow showed pleomorphic cells, strongly CD30, and ALK positive. In our patient diagnosis
was reached on the basis of morphological and immunohistochemical characteristics.
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INTRODUCTION

Patient has had vermicelli and mumps in childhood, otherwise was healthy. On admission,

naplastic large cell lymphoma (ALCL) represents a generally recognized group of large

reddish-livid papules diameter 0.5 cm to 1 cm were seen on the skin of the right half of trunk

cell lymphomas. ALCL was described for the first time in 1985 (1). Because of the sinu-

that were confluent in the lower end into solid plaque with diameter 20 x 15 cm (Figure 1).

A

soidal localization and its lobular appearance this disease had earlier been interpreted as a

In right axilla and on the neck lymph nodes were firm and painful to palpation.

variant of the malignant hystocitosis. ALCL is defined by a proliferation of large pleomorphic blasts and a constant expression of the CD30 molecule on all neoplastic cells.
Despite common expression of CD30 molecules, heterogeneity exists in the cytology and
in the antigen profile of the tumor cells, and in the clinical features of patients affected by
this condition. This has led to the distinction of several morphologic, immunophenotypic,
and clinical subforms of ALCL. ALCL has been clinically subdivided into a primary form (de
novo) and a secondary form (anaplastic transformation from another lymphoma). Among
the primary ALCLs, systemic and cutaneous categories have been recognized both in
immunocompetent patients and in HIV-positive patients (rarely). According to expression of
ALK molecule, ALCL can be distinguished to anaplastic lymphoma kinase positive (ALK +)
and anaplastic lymphoma kinase negative (ALK -) ALCL.
Diagnosis was reached using imunophenotipisation of the skin biopsy and biopsy of the

Figure 1. Close-up view of lesions on trunk

lymph node with the following antibodies: epithelial membrane antigen (EMA), CD34,

During hospitalization patient had high temperature. Pediatrician-hematologist was consult-

CD79a, CD20, CD3, CD15, CD5, CD7, CD45RO, CD30, and ALK-1.

ed several times, who prescribed vancomycin, systemic ketokonazol, antipyretics, and
analgesics.

CASE RAPORT
We present a 14-year-old boy treated at the Clinic for Dermatovenerology in Ni¹. One month
before admission to our Clinic, lymph nodes in his right axilla began to enlarge. Nodes were
painful and mobile. Patient was examined by an oncologist in Pirot, and lymphadenopathy
was diagnosed and antibiotic therapy was prescribed. Ultrasound of right axilla revealed
several enlarged lymph nodes from 15 mm to 30 mm.
After few days, red, pruritic nodes appeared on the right side of trunk spreading toward right
axilla. Patient had high temperature (39-40¼C). Dermatologist was consulted, who diagnosed herpes zoster and started therapy with acyclovir. In short time, lymph nodes on neck
started to enlarge too, and patient was sent to the Clinic for Dermatovenerology in Ni¹.

The peripheral blood count was as follows: sedimentation 22/h, white blood cells (WBC)
6.7x109/l, red blood cells (RBC) 4.27x1012/l, lymphocytes 1.5x109/l, monocytes 0.7x109/l,
platelets 165x109/l, hemoglobin (Hb) 126 g/l, hematocrit (Hct) 38%, MCV 89 fL, MCH 29.5
pg, MCHC 332 g/l. Lactate dehydrogenase activity significantly increased (989.7 UL-1).
Serum glycemia, urea, and creatinine levels were normal. Aminotransferase activities were
as follows: AST1 - increased activity (49.2 UL-1), activity of ALP1 was normal (36.5 UL-1).
gGT activity, and serum protein levels were normal. Serum albumin level was 50.4 gL-1.
Serum triglycerides level was normal, and cholesterol level was 3.22 mmolL-1. Direct and
indirect Coombs test remained negative. A complete work-up for infection including hemo-
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culture, human immunodeficiency serology, Epstein-Barr virus, cytomegalovirus, and hep-

21%, bone 17%, soft tissues 17%, lung 11% and liver 8%, with a rare involvement of cen-

atitis B and C viruses was negative. Abdominal ultrasound showed normal liver and spleen,

tral nervous system and gut (3).

and no enlarged lymph nodes

In our patient diagnosis was reached on the basis of morphologic and immunohistochemic

Lesioned skin biopsy showed diffuse, dense, infiltrate of non-homogenous lymphocytes in

characteristics.

subpapillary dermis, rare histyocites and large bigger lymphocytes were present (Figure 2).

Cells of ALCL are with large, often lobulated (horseshoe-shaped) nuclei (4). Nucleoli are
present, often basophile. Cytoplasm is abundant, with clear cytoplasmic borders. The
immunohistochemical studies demonstrated that most of infiltrated large cells are CD30
positive and usually CD3 negative (5). Prominent Golgy complex of neoplastic cells is intensively marked with CD30 and EMA antigens (6,7). In our case, morphologic and immunohistochemical features of neoplastic cells were as described. Large anaplastic CD30 positive cells in our case were found in biopsied skin, lymph node, and bone marrow, which
implicated systemic disease. Primary ALCL with dissemination into lymph node was not
acceptable, because of the primary involvement of lymph nodes, and then skin affection.
The overlap is possible between ALCL and Hodgkin lymphoma (HL). Cutaneous involvement in HL is usually nonspecific; true tumoral infiltrates occur in only 1% of patients with
systemic HL. Primary cutaneous Hodgkin lymphoma is even more rare (8). In HL Hodgkin
cells are usually present, whereas Reed-Sternberg cells are detected in only about half of
the cases. In addition, small lymphocytes, histiocytes, neutrophils, eosinophils, and plasma cells are admixed. Immunophenotyping reveals reactivity of Hodgkin and Reed-

Figure 2. Skin biopsy, HE staining, nonepidermotropic infiltrate of tumor cells

Sternberg cells for CD30. CD15 is frequently expressed but can be negative. CD45R0 is not
expressed (8).

Infiltration with same characteristics was shown around blood vessels. Immunophenotype

Secondary ALCL may arise by transformation from another, usually CD30, lymphoma

of the cells were CD30 +++ and ALK-1 +++.

(most frequently cutaneous T-cell lymphomas). Transformed mycosis fungoides (MF) may

Biopsy of lymph node revealed sinusoidal system almost completely filled with pleomorphic

be difficult to differentiate from ALCL and lymphomatoid papulosis, because all can be

cells, with large nuclei, prominent nucleoli and abundant cytoplasm. Mitotic and apoptotic

CD30+ and display anaplastic large cells. Distinguishing features may be the presence of

indexes were high. The immunohistochemical studies demonstrated in all cells of tumor:

small, intermediate, and large atypical lymphocytes in addition to the large anaplastic cells

EMA+ (membranous and in Golgi complex), CD34-, HLA-DR+, CD79a -, CD20-, CD3-,

in transformed MF and pertinent clinical features such as spontaneous regression of dis-

CD15-, CD5+, CD7+, CD45RO+/-, CD30+++, ALK-1+++ (Figure 3).

ease in lymphomatoid papulosis or a history of extensive skin plaques in MF (9).
Histopathology of MF reveals atypical cells with cerebriform, and sometimes hyperchromatic nuclei. Cells are mostly confined to the epidermis. The presence of intraepidermal collections of atypical cells, Pautrier microabscesses, is a highly characteristic feature, but is
observed in only a minority of cases (10). This transformation is usually associated with a
more aggressive behavior and shorter survival (11). Our patient never had skin changes
prior this disease.
Distinction of ALK+ ALCLs and ALK- ALCLs (which is only achievable by immunohistochemistry) is clinically important because the former usually affects younger patients and
shows a more favorable clinical course. ALK+ ALCL appears to benefit from chemotherapy more than ALK- (12).
Our patient had a good response to the first cycle of chemotherapy.
REFERENCES
1.

Figure 3. Biopsy of lymph node - APAAP, CD30 positive cells

Sandlund J, Downing J, Crist W. Non-Hodgkin's Lymphoma in Childhood. N Engl J Med
1996;334:1238-48.

Bone-marrow biopsy showed that nodular infiltrate consisted of large, multinuclear,

2.

anaplastic cells. Immunophenotyping showed CD30+++ and ALK-1+++.

icopathological findings and outcome. Blood 1999;93:2697-8.
3.

DISCUSSION

ally associated with systemic symptoms (75%), especially high fever that is same as in our
case. Skin changes are often described. According to one study, skin involvement was

Stein, Foss H, Durkop H, Marafioti T, Delsol G, Pulford K, et al. CD30+ anaplastic large cell lymphoma: a review of its histopathologic, genetic, and clinical features. Blood 2000;96:3681-95.

ALK+ ALCL mostly occurs in the second and third decades of life with male/female ratio
6.5 (2). This lymphoma frequently presents as an aggressive stage III to IV disease, usu-

Falini B, Pileri S, Zinzani PL, Carbone A, Zagonel V, Wolf-Peeters C, et al. ALK+ lymphoma: clin-

4.

Kadin ME. Anaplastic large cell lymphoma and its morphological variants. Cancer Surv
1997;30:77-9.

5.

www.onk.ns.ac.yu/Archive

Opriæ M, Babiæ M, Djordjeviæ M, Kovèin V. Nodalni i ekstranodalni limfomi. Elit Medica 1999. p. 106-7.

June 10, 2006

55

Tiodoroviæ J. et al.
6.

Ten Berghe RL, Oudejans JJ, Pulford K, Willemze R, Mason DY, Meijer CJL. NPM-ALK expres-

10. Willemze R, Jaffe SE, Burg G, Cerroni L, Berti E, Swerdlow H S, et al. WHO-EORTC classification

sion as a diagnostic marker in cutaneous CD30-positive T-cell lymphoproliferative disorders. J
Invest Dermatol 1998;110:578-9.
7.

Nadali G, Vinante F, Stein H, Todeschini G, Tecchio C, Morosato L, et al. Serum levels of the soluble form of CD30 molecule as a tumor marker in CD30+ anaplastic large-cell lymphoma. J Clin

8.

for cutaneous lymphomas. Blood 2005;105:3768-85.
11. Stein H, Dallenbach F. Diffuse large cell lymphomas of B and T cell type. In: Knowles DM, ed.
Neoplastic Hematopathology. Baltimore: Williams & Wilkins; 1992. p. 554-7.
12. Shiota M, Nakamura S, Ichinohasama R, Abe M, Akagi T, Takeshita M, et al. Anaplastic large cell

Oncol 1995;13:1355-6.

lymphomas expressing the chimeric protein p80 NPM/ALK: a distinct clinicopathologic entity.

Kempf W. CD30+ lymphoproliferative disorders: histopathology, differential diagnosis, new vari-

Blood 1995;86:1954-5.

ants, and simulators. J Cutan Pathol 2006;33:58-70.
9.

Diamandidou E, Colome-Grimmer M, Fayad L, Duvic M, Kurzrock R. Transformation of Mycosis
Fungoides/Sezary Syndrome: clinical characteristics and prognosis. Blood 1998;92:1150-9.

www.onk.ns.ac.yu/Archive

56

June 10, 2006

