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CASE LETTER
To the Editor: Distinction between primary cutaneous anaplastic large cell lymphoma
(ALCL) and systemic ALCL is important due to differences in clinical behavior, treatment,
and prognosis.1 Primary cutaneous ALCL (PCALCL) is defined as the absence of
extracutaneous disease at the time of diagnosis.1 Translocations involving the anaplastic
lymphoma kinase (ALK) gene detected by immunohistochemistry as positive staining with
antibodies against ALK or fluorescent in situ hybridization are observed in 50 to 80% of
systemic ALCL cases but are rare in PCALCL.2, 3 Therefore, ALK positivity in ALCL
suggests the probability of systemic involvement, i.e. systemic ALCL. We present a case of
ALK+ PCALCL with eventual systemic involvement.

A 33 year old man presented with a 2.5 cm right postauricular and smaller right axillary and
lower leg nodules. Biopsies were consistent with ALCL (Figure 1). Immunohistochemistry
revealed nuclear and cytoplasmic ALK staining. Fluorescent in situ hybridization confirmed
an ALK translocation. T cell receptor gene rearrangement studies revealed monoclonality. A
bone marrow biopsy and computed tomography (CT) scan were unremarkable.

He received six cycles of cyclophosphamide, hydroxydoxorubicin, vincristine, and
prednisone over a five month period resulting in complete response. Four months later, he
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developed a biopsy-proven left upper arm ALCL nodule, which responded completely to
four cycles of ifosfamide, carboplatin, and etoposide (ICE) and localized radiation therapy.
One year later, he presented with another biopsy-proven ALCL nodule on his lower back
(Figure 2), which was excised without recurrence. Two months later, biopsy of a 5.8 × 4.5
cm painful, necrotic, left lower intra-abdominal mass confirmed systemic ALCL. He
received three additional cycles of ICE chemotherapy, consolidative radiation therapy, and
autologous stem cell transplantation with reduction in the mass’s size. He again underwent
radiation treatment to the same area three months later for positron emission tomography
(PET) positive uptake. He has been in complete remission for at least seven months.

PCALCL has a 97.5% five year survival rate, whereas systemic spread decreases survival to
58.3%.2 Our patient developed systemic lesions approximately two years following
diagnosis, suggesting that ALK+ PCALCL follows a more aggressive course. Limited early
systemic disease and initial chemotherapy may have masked early systemic involvement.

The most common ALK mutation in ALCL results from a t(2;5)(p23;q35), fusing the ALK
kinase domain coding region with the N-terminal portion of the nucleophosmin (NPM)
gene, resulting in the constitutively expressed fusion protein NPM-ALK.3 Our patient had
both nuclear and cytoplasmic ALK staining, which is unusual in PCALCL.3 Other reported
cases of ALK+ PCALCL had only cytoplasmic staining, no NPM-ALK translocation, and
were more indolent.4 This suggests that different types of ALK mutations confer different
prognoses in PCALCL. For ALK+ PCALCL cases, we recommend baseline CT and PET
scans followed by a history, physical examination, and, for PET-avid disease (94% of
lymphomas), PET scans, every 3 months for the first 2 years, every 6 months for the next 3
years, and annually thereafter in accordance with recommendations of NCI-sponsored
international workshops.5 For PET negative ALCL, more judicious use of CT scans as
clinically indicated may be employed.
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LIST OF ABBREVIATIONS

ALCL Anaplastic large cell lymphoma

PCALCL Primary cutaneous ALCL

ALK Anaplastic lymphoma kinase

CT Computerized tomography

ICE Ifosfamide, carboplatin, and etoposide

PET Positron emission tomography

NPM-ALK Nucleophosmin-anaplastic lymphoma kinase
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Figure 1.
A & B) H & E stained sections show pleomorphic cells with enlarged nuclei, medium sized
nucleoli, hyperchromasia and moderate cytoplasm, 10× and 40×, respectively. The box in
Figure 1A denotes the approximate location of the high powered field magnifications in
figures 1B through 1D. Overlying epidermis (e) is also depicted. C) The cells stain strongly
with antibodies against CD30. D) The atypical cells also stain strongly with antibodies
against ALK-1.
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Figure 2.
1.0 × 1.4 × 0.4 cm erythematous nodule on the patient’s left back.
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