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Subcutaneous panniculitic T-cell lymphoma(SPTCL) is a rare subtype of peripheral T-cell
lymphoma that clinically and histologically mimics benign panniculitis. SPTCL is character-
ized by subcutaneous nodules on the extremities and trunk. It has a tendency to occur
mainly in female adults with eosinophilia, pruritus or hemophagocytic syndromes.
Histopathologically, typical lesions of SPTCL show moderate to dense lymphocytic infil-
trates in the subcutaneous fat, primarily involving the lobules. Early lesions may show only fo-
cal lymphocytic atypia: later lesions display karyorrhexis, necrosis and cytophagia.

A 34-year-old woman presented with multiple, recurrent, tender subcutaneous nodules on
the abdomen and extremities which she had had for 13 years. There was no he-
patosplenomegaly or lymphadenopathy. Skin biopsy specimens revealed atypical small and large
lymphocytic infiltrations in the subcutaneous tissue. Occasionally, histiocytes contained
erythrocytes and lymphocytes in their cytoplasm. Immunohistochemical staining showed
positive reactions to CD45RO and CD43. Negative reactions were seen to CD20, Leu-7 and
lysozyme antigen. On the basis of the clinical & histological findings, we established the diagnosis

of SPTCL. (Ann Dermatol 10:(3) 179~184, 1998).
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Postthymic peripheral T-cell lymphomas are a
heterogeneous group of malignant lymphoreticular
neoplasms that share a T-cell phenotypic ori-
gin'*’. They may occur as distinct clinicopatho-
logical entities such as mycosis fungoides, adult T-
cell leukemia/lymphoma, and angiocentric im-
munoproliferative lesions. Gonzalez et al* recently
characterized subcutaneous T-cell lymphoma as
another distinct peripheral T-cell lymphoma. This
disorder primarily involves the subcutaneous tissue
and may have an aggressive clinical course. These tu-
mors have since been incorporated as a provisional
entity in the recently proposed Revised European-
American Classification of Lymphoid Neoplasms
and have been renamed as subcutaneous panni-
culitic T-cell lymphoma(SPTCL)’.

Herein, we report a case of subcutaneous panni-
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culitic T-cell lymphoma with a protracted course.
CASE REPORT

A 34-year-old women presented to us with multi-
ple subcutaneous nodules on her trunk and ex-
tremities. She had noticed a tender subcutaneous
nodule 13 years previously, and a skin biopsy speci-
men taken from the nodule revealed suspicious
features of lymphoma. On the basis of a diagnosis of
lymphoma, she had been treated with a COPP
regimen (cyclophosphamide, vincristine, pred-
nisolone, procabazine) for 6 months in 1983. At
that time, the subcutaneous nodules showed some
improvement. However, her skin lesions has been
waxed and waned. In April 1996, she was hospital-
ized because she had developed variable sized,
multiple, tender, subcutaneous nodules (Fig. 1). A
physical examination revealed a well-developed
woman in no acute distress. There were no objective
signs of lymphadenopathy, or hepatosplenomegaly
and no abnormal findings except the skir lesion.
Laboratory investigations were undertaken to ex-
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clude the possibility of an underlying systemic disease
or immunological abnormalities. Her hemoglobin
was 12.0 gm/d{, hematocrit was 38.9 %, and the
platelet count was 380 X 10°/L. Analysis of serum
showed the following results: AST, 36 U/L (normal,
0 to 40 U/L); ALT, 41 U/L (normal, 0 to 40 U/L);
and alkaline phosphatase, 77 U/L (normal, 39 to 117
U/L). BUN and creatinine levels were within normal
limits. Coagulation studies revealed normal re-
sults. EKG, radiographs of the chest, and abdominal
sonograpy were all normal. A bone marrow aspira-
tion showed a normocellular marrow without any ab-
normality. Other data including IgA, IgE, IgG,
IgM, ANCA and anti-platelet antibodies were
within normal limits or negative.

A skin biopsy specimen was taken from a subcu-
taneous nodule of the abdomen. The main infil-
trate was present in the subcutaneous tissue, simu-
lating panniculitis (Fig. 2). The infiltrate consisted
of small, medium and large lymphoid cells with a
markedly irregular nuclear contour and densely
clumped chromatin. Occasional cells contained
prominent nucleoli. A high mitotic activity with
pronounced karyorrhexis was present. Occasional
histiocytes contained erythrocytes and lympho-
cytes in their cytoplasm (Fig. 3). However, the le-
sions were not angiocentric. On immunohisto-
chemical staining, the neoplastic cells stained posi-
tive to CD45(Dako, Denmark), CD45RO(Dako,
Denmark) and CD43(Dako, Denmark) but not to
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CD20(Dako, Denmark), Leu-7(Becton Dickinson,
US.A.) or lysozyme antigen(Dako, Denmark)
(Fig. 4). We did not perform an in situ hybridization
study for EBV. Systemic chemotherapy was initiat-
ed promptly with vincristine in May 1996. Be-
cause she developed anorexia and nausea which
was thought to be due to vincristine, the drug was
changed to prednisone in June 1996. After the
chemotherapy, there was a slight clinical improve-
ment of the cutaneous lesions. To date, she is
alive and well, and her subcutaneous nodules
waxed and waned.

DISCUSSION

SPTCL is a distinctive type of T-cell lymphoma
involving the subcutaneous tissue with an aggressive
clinical course and a tendency to be associated
with a hemophagocytic syndrome**.

Four cases of SPTCL have been reported since
1995 in Korea™. These patients were relatively
young, with an average age of 42 years (range, 30 to
63 years), and all female. All patients had subcuta-
neous nodules affecting the extremities or the
trunk. The initial diagnosis was a benign or lupus
panniculitis in the three cases. Most of these patients
were treated with chemotherapy, but two cases
died (Table 1).

Clinically, the patients of SPTCL were relatively
young, and more commonly female™. All pa-
tients had subcutaneous nodules or plaques affecting
the extremities or the trunk, with associated con-
stitutional symptoms and fever”®". The initial diag-
nosis was frequently a panniculitis, such as erythema

Fig. 1. Numerous, indurative purpuric subcutaneous
nodules on the upper extremity(A) and abdomen(B).
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Fig. 2. Involvement of lobule and septum of subcuta- Fig. 3. Small to medium sized atypical lymphoid cells
neous tissue with atypical lymphoid cells. (H&E stain, had varing nuclear irregularities. Karyorrhexis and large
X 40). histiocytic engulfing erythrocyte or small lymphocyte

(arrows) were also present. (H&E stain, X 400).
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Fig. 4. Immunochistochemical findings of the skin lesion (% 200). The neoplastic cells positive stained with CD45 (a)
and CD45RO (b) but not with CD20 (c) and Lysozyme antigen (d).

nodosum or Weber-Christian disease, or a lym- became severe'**".
phoproliferative process, such as lymphomatoid Hemophagocytic syndrome frequently occurs in as-
granulomatosis"’®. Constitutional symptoms were sociation with infection or neoplasm. Hemo-

often chronic and mild in the initial stages but later phagocytic syndrome has been reported most com-
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Table 1. Reported cases of subcutaneous panniculitic T-cell lymphoma in Korea

No  Age/Sex Location Initial Diagnosis Therapy Outcome Reference
1 30/F L/E* panniculitis supportive died 7
2 45/F trunk, U/E** - prednisone alive 8
o BACOP” alive

3 30/F UJE, L/IE panniculitis CHOP™ remmision 9

4 63 /F cheek, U/E lupus panniculitis CHOP died 9

* trunk, vincristine .

34/F UJE, LJE lymphoma prednisone alive our case

L/E* : lower extremity
U/E**  :upper extremity

BACOP# : bleomycin, adriamycin, cyclophosphamide, vincristine, prednisone
CHOP## : cyclophosphamide, adriamycin, vincristine, prednisone

monly after the Epstein-Barr virus, cytomega-
lovirus and adenovirus infections'*>'*. Associated
neoplasms have included gastric carcinoma,
Hodgkin’s disease, B-cell lymphoma and most
commonly T-cell neoplasms*°*". The latter in-
clude benign angioimmunoproliferative lesions,
lymphoblastic lymphoma, and Lenner’s lym-
phoma, among others. The cause of hemophago-
cytic syndrome is unknown, but it is believed to
be a reactive T-cell process in response to either
infection or lymphoma. Cytokines are thought to
participate in this immune dysregulation, and
phagocytosis-inducing factor(PIF) in particular is
believed to have a central role*".

Histologically, SPTCL differs from the other T-cell
lymphomas involving the skin by its lipotropic
predilection. SPTCL does not exhibit epider-
motropism. Typical lesions show a moderate-to-
dense cellular infiltration largely confined to subcu-
taneous fat and primarily involve the lobules. The
infiltrates are composed of atypical lymphoid cells
with irregular nuclei. Mitotic figures are frequent.
Karyorrhexis and fat necrosis are present. In addition,
numerous typical histiocytes are admixed with the
lymphoid cells and show marked hemophagocytosis
of white blood cells, nuclear fragments, and red
blood cells"*¢*', In our case, subcutaneous nodules
occured at the extremities and the trunk of a
young female. Typical histopathological findings
of SPTCL were revealed. The absence of hemo-
phagocytic syndrome lead to the appearance of a pro-
tracted course. On the basis of the experience of

others"*”*, there appear to be two distinct clinical

presentations of SPTCL. One type is characterized
by a rapidly progressive clinical course. The other
type is characterized by a protracted course of re-
current self-healing subcutaneous nodules, similar to
that of our patient. In both types, after the typical
features of lymphoma and cytophagia are noted,
most patients have an accelerated and often fatal
course**,

The differential diagnosis of this entity is extensive
and includes assessments for erythema nodosum,
erythema induratum, and Weber-Christian dis-
ease, benign cytophagic panniculitis, hemophago-
cytic syndromes of infectious cause, malignant his-
tiocytosis, angiocentric immunoproliferative le-
sions, and other mature T-cell lymphomas involving
the skin*"*'®, Benign cytophagic panniculitis is
characterized by the presence of mature T lym-
phocytes and cytologically benign histiocytes pri-
marily involving the subcutaneous tissue. Atypical
lymphoid cells are said to not be present'®. Hemo-
phagocytic syndromes secondary to infectious ca-
suses may have a skin exanthem secondary to an an-
tecedent viral infection, but subcutaneous nodules
composed of cytologically atypical lymphoid cells are
absent*'’. In malignant histiocytosis, in contrast
to SPTCL in which malignant cells are found only
in the skin, the malignant cells systemically in-
volve the entire reticuloendothelial system and
the nuclei of the macrophages are not cytologically
atypical*'®. Angiocentric immunoproliferative le-
sions(AlLs) are characterized by marked angio-
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centricity, angiodestruction, and necrosis often ac-
companying the most atypical lesions. Histologi-
cally, the distinction between AlLs involving the
skin and SPTCL is difficult. However, AlLs com-
monly involve multiple organ systems in addition to
the skin. Vessel involvement is primary and
necrosis would be extensive in association with a la-
tent EB virus*"'"".

Previous investigators using PCR-based methods
have suggested that EBV may be linked to the
pathogenesis of cytophagic histocytic panniculi-
tis”. However, an in situ hybridization study of 11
cases of SPTCL by Medeiros L]", et al were negative
for EBV RNA. The reasons for the discrepancy are
probably related to the methods used'. The PCR-

based method amplifies EBV genomes that may be -

found in both non-neoplastic and neoplastic cells. In
contrast, in situ hybridization methods can be
used to specifically assess the tumor cells.

Multiagent chemotherapy for treatment is rec-
ommended, but the outcome was fatal in the ma-
jority of cases despite aggressive treatment with
chemotherapy, systemic glucocorticoids, and ra-
diotherapy'*'®'**®, Death was caused by complications
of the hemophagocytic syndrome in most pa-
tients"*®, one death was due to pneumonia and
cardiac failure”’. In some patients, however, a survival
time between 26 and 60 months has been reported*.
No prognostic factor has been determined. The
presence of a systemic hemophagocytic syndrome,
however, should be considered as a sign of a poor
prognosis"**'°. Our patient was treated with pred-
nisone because of a side effects from vincristin.

We report herein a case of SPTCL with a be-
nign clinical course which was different to other
T-cell lymphomas of the skin because of its pre-
dominantly subcutaneous location and the pres-
ence of atypical lymphoid cells.
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