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Abstract

Sezary syndrome, one of the cutaneous T-cell ymphomas, is a rare cause of generalised exfoliative dermatitis. We repofiSecasg

syndrome in a 64-year-old man who had persistent erythroderma for four years and who subsequently developed inguinal lynytagieno

and marked leukocytosis. We review the pathomechanism and management of this rare condition.
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Case Report

Our patient is a 64-year-old Malay man who first
presented in July 1993 with a history of rash starting on
the hands 1 '/, years earlier progressing to generalised
eczema 5 months prior to consultation. He was diag-
nosed to have generalised exfoliative dermatitis (GED).
Full blood count and erythrocyte sedimentation rate
(ESR) were normal and he was treated with topical
steroids. He defaulted follow-up and was put on pred-
nisolone 10 mg daily for a year by a general practitioner.

He was referred to us again in March 1995 for the
problem of GED. This time he was diagnosed to have
erythrodermic psoriasis and noted to have in addition,
nail dystrophy, fissuring of the palms and scaling of the
soles. Phototherapy (UVB) wascommenced in May 1995
but was stopped after four treatments as his condition
apparently worsened. He had persistent erythroderma
and scaling despite topicals and was put on methotrex-
ate (MTX) from September 1995 until February 1996.
The scaling improved but he remained erythrodermic.
In February 1996, he was noted to have erosions on the
palmsand MTXwas stopped in view of possible toxicity.
He refused phototherapy (PUVA) and was started on
etretinate in April 1996 but he defaulted follow-up after
6 weeks.

Leukocytosis was noted since October 1995. Total
white cell count was 20,000/mm? with a differential
count of 44% polymorphs, 50% lymphocytes, 1%
monocytes, 1% basophils, 0% eosinophils and 4% atypi-
cal mononuclear cells. In January 1996, the total white
blood cell (WBC) count was 27,600/mm? just before
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MTX was withdrawn. He defaulted follow-up in May
1996.

He was referred to us again in April 1997 and was
noted by the referring doctor to have a WBC count of
31,000/mm? and uncontrolled diabetes. He had been
put on prednisolone 10 mg daily by his family physician
the preceding 6 months for his skin condition. He also
had diabetes mellitus for 7 years and was on tolbuta-
mide.

On physical examination, the patient was afebrile.
There was no pallor or jaundice. He was noted to have
generalised erythema and scaling (Fig. 1). There was
alopeciainvolving the scalp, eyebrows, beard area, axil-
lae and pubic area. Several hypopigmented patches
were noted over the vertex of the scalp and the upper
chest as well as generalised skin atrophy. All nails were
dystrophic with subungual hyperkeratosis. There were
large, firm inguinal lymph nodes bilaterally each about
3 cm in diameter. Cervical, axillary and epitrochlear
lymph nodes were not palpable. There was no hepat-
osplenomegaly. The rest of the clinical examination was
normal.

Investigations revealed a haemoglobin of 13.1 g/dL,
total WBC count of 25,500/mm?3 (polymorphs 25%,
lymphocytes 6%, monocytes 68%, eosinophils 0%,
basophils 0%) and a platelet count of 248,000/mm.3
Erythrocyte sedimentation rate was 5 mm/h. Urea/
electrolytes/creatinine and liver function tests were nor-
mal. Buffy coat revealed the presence of Sezary cells
(Fig. 2). Initial skin biopsy showed a dense lichenoid
infiltrate of lymphocytes and plasma cells consistent

* Registrar
** Senior Consultant and Medical Director
National Skin Centre

Address for Reprints: Dr Patricia Ng Pei Lin, National Skin Centre, 1 Mandalay Road, Singapore 308205.

Annals Academy of Medicine



Sezary Syndrome—P P L Ng & C L Goh 865

Fig. 1. Generalised erythema and scaling with patchy hypopigmentation and alopecia.

with lichenoid dermatitis (the pattern could go for Sezary
syndrome but no atypical cells were seen).

Abonemarrowtrephine biopsy was performed which
showed normocellularity with all three haemopoietic
cell lines that disclose mature forms. A few atypical
lymphoid cellswere seen. Bone marrow aspirate showed
quantitatively normal erythopoiesis but granulopoiesis
was quantitatively decreased with 38% mature
lymphocytes and 27% Sezary cells present. Peripheral
blood film showed normocyticand normochromiceryth-
rocytes, moderate leukocytosis with increased
lymphocytesand Sezary cells. Flow cytometry was clas-
sical of Sezary syndrome with positive CD3, CD4 and
CD?5 together with CD7 deletion.

Right inguinal lymph node biopsy revealed a malig-
nant lymphoid infiltrate resulting in effacement of the
nodal architecture. The malignant medium-sized lym-
phoid cells showed coarse chromatin and enlarged ir-
regular nuclei, a large number of which exhibited
cerebriform nuclei i.e. Sezary cells. Blast cells were not
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Fig. 2. Sezary cells with cerebriform nuclei in the peripheral blood film.

present. The background showed a fine arborising vas-
culature. The malignant cells stained for CD3, CD4 and
UCHL1, confirming a T cell lineage.

He was diagnosed to have Sezary syndrome and was
transferred to the Department of Haematology, Singa-
pore General Hospital for staging and treatment. Repeat
skin biopsy showed features consistent with Sezary
syndrome. A dense band of lymphoid cells was seen just
below the epidermis which were intermediate in size
and hadirregular nuclear contourswith occasional larger
cells with prominent nuclei. Epidermotropism was not
prominent. Computed tomographic (CT) scan of the
thorax, abdomen and pelvis showed no evidence of
lymphadenopathy or hepatosplenomegaly.

He was started on combination chemotherapy (cyclo-
phosphamide, vincristine, prednisolone and methotrex-
ate). He subsequently had intravenous catheter-related
complications which included septicaemia and acute
partial venous thrombosis of the right superior vena
cava. He succumbed to septicaemia a few weeks after
the second cycle of chemotherapy.

Discussion

We are reporting this case of Sezary syndrome as it is
oneofthe rarer causes of GED, the common causes being
psoriasis, atopic dermatitis, seborrhoeic dermatitis, con-
tactdermatitis, chronicactinic dermatitis, pityriasis rubra
pilaris and drug-related causes. Idiopathic causes ac-
count for about 12% to 32% of cases in several series of
erythrodermic patients.** The presence of persistent
erythroderma and inguinal lymphadenopathy in the
presence of a markedly raised leukocyte count led us to
suspect a more sinister cause of the erythroderma.

Cutaneous T-cell lymphoma (CTCL) isaheterogenous
group of diseases, characterised by monoclonal expan-
sion of malignant T cells, primarily helper T (CD4) cells,
with mycosis fungoides and Sezary syndrome account-
ing for the majority of cases. Sezary syndrome is be-
lieved to be part of the spectrum of mycosis fungoides,
an erythrodermic variant with circulating tumour cells
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in the blood, which may arise de novo or from pre-
existing lesions histopathologically classical of mycosis
fungoides.

Sezary syndrome, as originally defined, is character-
ised by the triad of erythroderma, lymphadenopathy
andcirculating atypical mononuclear cells (Sezary cells).
Our patient had inguinal lymphadenopathy and long-
standing erythroderma, as well as Sezary cells on pe-
ripheral blood filmand inthe bone marrow aspirate. The
majority are elderly males. The clinical presentation of
Sezary syndrome is a non-specific erythroderma, de-
scribed as diffuse, bright red with scaling, which may be
accompanied by fever, chills, loss of weight, malaise,
insomniasecondary to overwhelming pruritusand poor
temperature homeostasis. There may be scaling and
fissuring of palms and soles, alopecia, ectropion, nail
dystrophy and ankle oedema. Many of these features
were present in our patient.

Diagnosis is made by skin biopsy and the finding of
abnormal lymphocytes in the blood. Multiple skin biop-
sies may be needed because of the marked variability of
epidermotropism and infiltrate density. This point is
well demonstrated inour patientinwhich typical changes
were only seen on repeat skin biopsy. Classically, there
is perivascular accumulation of a large number of atypi-
cal mononuclear cells with convoluted nucleus in the
dermis but there is usually less epidermotropism com-
pared to mycosis fungoides.

The cutaneous affinity of this lymphoma is due to
keratinocyte-T cell interaction. Intercellular adhesion
molecule-1 (ICAM-1) and class Il major histo-compat-
ibility complex (MHC)arefound onlesional keratinocytes
but not on non-lesional keratinocytes in CTCL.* ICAM-
1 affects T cell binding to both endothelial cells and
keratinocytes and leads to T cell recruitment into the
skin and epidermotropism. Lesional keratinocytes also
produce more interleukin-1 (IL-1) which is a potent
upregulator of ICAM-1 expression on endothelial cells.
Italso increases vascular permeability and enhances the
effectiveness of other chemoattractants from
keratinocytes, for example, IL-8.°

Southern blot analysis of T-cell receptor (TCR) gene
rearrangements in leukaemic blood, involved lymph
nodes, skin tumours and plaques of patients with CTCL
revealed patterns consistent with the presence ofasingle
neoplastic T cell clone.*With the introduction of polymer-
ase chain reaction (PCR) which enhances sensitivity by
about ten times, dominant T cell clones could also be
demonstrated in early lesions.”

The classical Sezary cell has a serpentine and cerebri-
form nucleus with hyperdiploid DNA and chromosome
count. There is difficulty in evaluating the relevance of
the presence of Sezary cells in the peripheral blood and
some believe that they may be reactive rather than

malignant.® The malignant T cell in Sezary syndrome
expresses the pan-T cell markers C2, CD3 and CD5 as
well as CD45+RO+ and CD4+.° The early T-cell marker
CD7 may be deleted™ but is positive in about a third of
patients. CD25 (IL-2 receptors) may be positive but are
negative in at least half the cases.!

Kim et al*? have reported several prognostic factors in
erythrodermic mycosis fungoides/Sezary syndrome,
namely, patient age at presentation (=65 years), overall
clinical stage and circulating Sezary cell count (=5% of
total lymphocyte count) which were associated with a
worse prognosis in a multivariate analysis.

Multiple treatment modalities have been used in
CTCL.13% Sezary syndrome does not respond well to
therapies which are potentially curable for early CTCL
disease, that is, before the development of tumours,
erythroderma or nodal involvement.

Topical nitrogen mustard useful in early CTCL dis-
ease rarely achieves complete remission in advanced
disease.’® Psoralen and ultraviolet Alight (PUVA) isalso
not useful in Sezary syndrome although it has been
reported to be effective in clearing erythrodermic myco-
sis fungoides without circulating atypical cells.’®* While
total skin electron beam (TSEB) therapy has been shown
to give complete response rates of 64% in erythrodermic
patients,'” a 3-year disease-free survival is rarely
achieved, although a recent study has suggested a sur-
vival benefit for advanced CTCL patients who in addi-
tionto TSEB received adjuvant photophoresis or systemic
chemotherapy.®®

Photophoresis (extracorporeal photochemotherapy)®
which involves oral psoraleningestion followed by UVA
irradiation of peripheral blood on two consecutive days
at 4-weekly intervals was first described in 1987 as
therapy for patients with advanced CTCL especially
those with erythroderma. Recent studies have reported
responses (either complete or partial) in Stage IV
(erythrodermic) patients of between 50% and 55%.20%

Single agent chemotherapy (including nitrogen mus-
tard, cyclophosphamide, carmustine, methotrexate,
bleomycin, doxorubicin, cisplatin, VP-16, corticosteroids
and the newer purine analogues fludarabine, 2'-
deoxycoformycin and 2'-chlorodeoxyadenosine) has
been used.? A study on 2'-deoxycoformycin (DCF) in T
cell malignancies showed patients with Sezary syn-
drome to have the best response (62%) with complete
remission in 3 of 16 patients.”® The most data reported
with single agents has been with MTX and it may be
effective inadvanced disease.**? A recent study showed
a 58% response rate among 29 patients with
erythrodermicdisease.? Combination chemotherapy has
alsobeenused butitisstill unclear whether combination
therapy is superior to single agents.?? Combined modal-
ity therapy with both electron beam and combination
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chemotherapy either sequentially or concomitantly has
been used. There have been better response rates but in
a randomised study, there was no statistically signifi-
cant difference in survival.® Bioimmunotherapies such
as IFN-a and retinoids have also been used either alone
or in combination therapy. Recombinant IL-2 (a T cell
growth factor) and IL-2 fusion toxin or a toxin-conju-
gated monoclonal antibody are among the novel thera-
pies being tried in CTCL.*
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