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We describe here 4 patients with Sézary syndrome mas-
querading as adult-onset atopic dermatitis. The patients 
presented with a clinical picture compatible with wide-
spread atopic dermatitis and did not fulfil the criteria for 
Sézary syndrome (lack of lymphoadenopathy and blood 
involvement, skin histology without presence of atypi-
cal cells). In our patients, overt Sézary syndrome deve-
loped after immunosuppressive treatment (including 
cyclosporine). These cases support the validity of the 
concept of pre-Sézary syndrome, which is a long-lasting, 
pre-malignant condition, and which may develop to true 
malignancy in a state of immunosuppression. Key words: 
Sézary syndrome; atopic dermatitis; pre-Sézary stage.
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Atopic dermatitis (AD) is a chronic, pruritic inflamma-
tory disease with an estimated prevalence in the general 
population of 17–40% (1). There are conflicting data 
suggesting that AD may be associated with a reduced or 
increased risk of developing cutaneous T-cell lymphoma 
(2, 3). AD usually starts in childhood and, in most pa-
tients, wanes at puberty (4, 5). However, in a minority of 
patients the disease continues or reappears in adulthood 
with characteristic features of head and neck dermatitis. 
In some instances adult-type AD may cause erythroderma 
(3.3–17% of all erythrodermas) (6, 7). 

Sézary syndrome (SS) is a T-cell lymphoma-leukae-
mia syndrome involving the skin, blood and lymph 
nodes. This malignancy is considered to have a progres-
sive course and an unfavourable prognosis. However, 
in 1983 to 1984 Winkelman et al. (8) suggested that SS 
may evolve through a relatively benign, pre-malignant 
condition named pre-Sézary syndrome (pre-SS). Con-
ceptually, pre-SS resembles well-established entities, 
such as monoclonal gammapathy of undetermined 
significance (9), monoclonal B-cell lymphocytosis 
(10), or monoclonal T-cell dyscrasia of undetermined 

significance (11), which consist of persistent, expanded 
pre-malignant hematopoietic cell clones of benign beha-
viour, but which, in some instances, may progress into 
clinically malignant disease. Despite this, the concept 
of pre-SS has never gained wider support, and this term 
has not been included in the recent classification of the 
primary cutaneous lymphomas (12). We present here 
4 cases that fulfil the criteria of pre-SS and presented 
clinically as adult-type AD. 

CASE REPORTS

Case 1 (Gdańsk)

A 26-year-old woman presented with a 4-year history 
of widespread eczematous skin involvement. A diag-
nosis of late-onset AD was made; the patient fulfilled 
3 out of 4 major criteria of Hanifin (13) and Rajka & 
Winkelmann (14) (typical localization of eczematous 
symptoms and relapsing course; pruritus had appeared 
one year after the onset of the eczema) and 10 out of the 
23 minor criteria: xerosis, palmar hyperlinearity, imme-
diate (type I) skin test reactivity (positive prick-tests for 
grass, trees and grains), elevated serum IgE blood level 
(2500 kU/l), cheilitis, Dennie-Morgan folds, orbital 
darkening, itch when sweating, and a course influenced 
by environmental and emotional factors. The patient 
had positive epicutaneous tests for nickel and balsam 
of Peru. The initial treatment consisted of oral predni-
sone and cyclosporine (5 mg/kg/day) in combination 
with topical emollients and corticosteroids. Only short 
remissions were achieved and the condition became 
refractory to the treatment. A biopsy was performed 
after 3 months and showed perivascular lymphocytic 
infiltrates without the presence of atypical cells. The 
patient was further referred to the Department of Der-
matology Medical University of Gdańsk, where she 
presented with erythroderma and axillary and ingui nal 
lymphadenopathy (Figs 1 and 2). A new biopsy showed 
epidermotropic infiltrate of CD3+, CD4+, CD8– and 
CD25+ lymphocytes, microabscesses of Pautrier and 
perivascular lymphoid infiltration diagnosed as mycosis 
fungoides or SS (Fig. 3). Flow cytometry analysis of 
peripheral blood revealed the presence of an increased 
proportion of CD4 cells (CD4/CD8 ratio of 6/1), which 
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had a pathological phenotype with reduced expres-
sion of CD26 (36% of CD4+ cells). The number of 
Sézary cells was 1120/mm3. Analysis of clonality in 
the skin and peripheral blood was attempted, but the 
isolated DnA degraded and no results were obtained. 
The peripheral blood showed slightly elevated lactate 
dehydrogenase (LDH) (626 U/l), but was otherwise 
normal. Histopathological analysis of the lymph nodes 
revealed the presence of atypical lymphocytes (CD3+, 

CD4+, CD8–, CD20–) impairing the architecture, sug-
gesting nodal involvement by mycosis fungoides/SS. 
A computer tomography (CT) scan revealed hepato-
megaly (8 cm below the right costal margin) and the 
aforementioned lymphadenopathy. A diagnosis of SS 
was made and the patient was treated with 2-chlorde-
oxyadenosine (2CdA) (6 mg/day (0.12mg/kg) for 5 
days), acyclovir, co-trimoxazole and allopurinol. Be-
cause of low efficacy the patient received four pulses 
of combination chemotherapy: 2CdA (0.12 mg/kg) and 
cyclophosphamide (250 mg/m2), which resulted in a 
significant improvement in skin changes, reduction in 
lymphadenopathy and hepatomegaly, and decrease in 
LDH to 292 U/l. The CD4+CD7–CD26-lymphocyte 
population also decreased from 21.1% to 0.45%. At 
the 6-month follow-up the patient was clinically stable 
with low LDH (87 U/l). She had moderate pruritic and 
erythematous skin lesions in the flexural and perior-
bicular location. 

Case 2 (Copenhagen)

A 53-year-old man with a known history of asthma de-
veloped an itchy, dermatitis-like skin disease at the age 
of 40 years. The skin changes consisted of ery thema 
and superficial scaling. Initially, the lesions were confi-
ned to the chest, but progressed to erythroderma within 
several years. no lymphadenopathy was observed and 
histopathological analysis indicated dermatitis. Blood 
tests revealed mild neutrophilia (8–11 × 109/l), modera-
tely elevated LDH (370–400 U/l), total IgE (295 kU/l) 
and specific IgE against common antigens, Dermato
phagoides pteronyssinus and D. farinae. Epicutaneous 
tests were negative. A tentative diagnosis of late-onset 
AD, based on the presence of idiopathic dermatitis with 
elevated total IgE specific to common antigens, was 
made. The patient was treated with topical steroids and 
ultraviolet B (UVB), followed by systemic methotrexate, 
azathioprine and mycophenolate mofetil. This regimen 

Fig. 2. Palmar hyperlinearity and lichenification of the infiltrated skin 
(patient 1). 

Fig. 1. Clinical features of patient 1, a  26-year-old woman with atopic dermatitis-
like Sézary syndrome. note the lichenification of the neck skin, infraorbital 
folds and thinning of the lateral aspects of the eyebrows (Hertoghe’s sign) resem-
bling atopic dermatitis. Photo published with permission from the patient.

Fig. 3. Biopsy of the lesional skin from the chest (patient 1) showing acanthotic, 
hyperplastic epidermis and lymphocytic infiltrate in the upper dermis with 
epidermotropism and single Pautrier’s microabscess.
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had only a marginal effect on the lesions. Cyclosporine 
(3 mg/kg) was added and resulted in an excellent clinical 
response. However, 8 months later, the lesions reappeared 
and the patient developed severe erythroderma, inguinal 
lymphadeno pathy and peripheral lymphocytosis: reach-
ing 9.5 × 109/l. A new biopsy performed after one year 
confirmed the diagnosis of dermatitis, but flow cytometry 
of the peripheral blood revealed a CD4/CD8 ratio of 19, 
as well as an increased amount of CD4 lymphocytes 
in bone marrow. T-cell receptor (TCR) gene rearrang-
ement showed a monoclonal population containing 
TCR-gamma-V2/V4-J1/J2 in the peripheral blood and 
in the bone marrow, but not in the skin. Positron emis-
sion tomography–CT (PET-CT) scanning confirmed the 
existence of moderately hypermetabolic pathological 
lymph nodes in the groin and the neck. Based on these 
findings, the diagnosis of SS was made. The patient has 
now been treated with extracorporeal photopheresis for 
4 months and achieved partial remission. 

Case 3 (Copenhagen)

A 64-year-old man developed an itchy eczematous skin 
condition on the face neck and upper chest at the age 
of 44 years. There was no history of AD in his child-
hood. The condition deteriorated over a few years and 
the patient progressed into erythroderma. No lympho-
adenopathy was present, and several skin biopsies 
revealed dermatitis without the presence of malignant 
cells. Patch testing performed before the erythrodermic 
stage showed positive reactions to chromate, colopho-
nium and nickel, but elimination of contact with the 
antigens did not have any clinical effect. The patient 
had positive specific IgE to D. pteronyssinus and D. 
farinae. Blood tests were normal, except for a mild 
thrombocytosis, ranging from 400–573 × 109/l and 
elevated IgE (825 kU/l). A tentative diagnosis of late-
onset AD was made, based on the features of head and 
neck dermatitis, elevated IgE and presence of several 
specific IgE species against the common antigens. 
The patient was treated with topical and systemic 
steroids, UVB photo therapy, systemic methotrexate, 
acitretin (Neotigason®), azathioprine (although this 
was stopped because of gastrointestinal intolerance) 
and mycophenolate mofetil, without any marked effect. 
Partial remission of erythroderma was achieved by 
cyclosporine (2.5 mg/kg, increased to 3.5 mg/kg after 
2 months). Six months after the introduction of cy-
closporine the patient deteriorated again and a new 
biopsy showed features of mycosis fungoides. Periphe-
ral blood showed mild lymphocytosis (5.12 × 109/l), 
thrombocytosis (664 × 109/l); flow cytometry revealed 
a CD4/CD8 ratio of 23 and an aberrant (lowered) ex-
pression of TCRαβ on 46% of CD4+ cells. These cells 
were also negative for CD2 and CD26, but positive for 
CD3 and CD7. Bone marrow aspiration did not reveal 

any atypical cells. PET-CT scan showed diffuse fluoro-
deoxyglucose (18F-FDG) absorption in the axillary 
glands. TCR rearrangement was clonal in the blood and 
the skin (identical clonality), but not in the marrow. A 
diagnosis of SS was made, cyclosporine was stopped, 
and the patient was treated with systemic steroids and 
extracorporeal photopheresis, without response. 

Case 4 (Copenhagen)

A 75-year-old woman with a long history of AD and 
atopic rhinitis and conjunctivitis since early childhood. 
She had been treated in our institution for the last 12 
years, initially with topical steroids and calcineurin 
inhibitors, UVB and UVA phototherapy, and 1–2 month 
courses of systemic steroids at the periods of exacerba-
tion. Because of a poor disease control she was treated 
for the last 8 years with low-dose cyclosporine (1.5–2.5 
mg/kg/day) on which she achieved partial remission. 
On several occasions cyclosporine was combined with 
mycophenolate mofetil or azathioprine, but further dose 
reduction was not possible. Clinical symptoms compri-
sed head and neck dermatitis, hand eczema and, in the 
periods of disease exacerbations, widespread itchy der-
matitis. Laboratory tests revealed increased IgE (1130 
kU/l) and mild leukocytosis (11.4–15.9 × 109/l) with 
neutrophilia (7.08–10.8 × 109/l), but were otherwise 
normal. Creatinine clearance was within normal range. 
For the last 12 months we observed a progressively 
poorer control of eczema, which required higher doses 
of cyclosporine (2–3 mg/kg). The patient developed 
erythroderma with palpable axillary lymph nodes, ac-
companied by a steady increase in lymphocyte count 
(7.9–9.9 × 109/l, CD4/CD8 ratio 31.8). The lymphocytes 
had an abnormal phenotype CD4+CD7–CD26–CD2–

TCRαβ–. Bone marrow biopsy showed the presence of 
34% pathological T cells of the same phenotype. TCR 
rearrangement revealed monoclonality in the skin, 
blood and the marrow (identical clone). PET-CT scan 
showed slightly increased 18F-FDG uptake in axillary 
glands and 2 intrathoracic glands. Biopsy showed the 
presence of atypical lymphocytes in the bone marrow 
and skin. A diagnosis of SS was made, cyclosporine 
was discontinued and the patient started treatment with 
extracorporeal photopheresis, without response. 

DISCUSSIOn 

Coexistence of the symptoms of AD and SS have been 
reported previously. Rajka & Winkelmann (14) and 
van Haselen et al. (15) described adult patients with 
AD, family history of atopy and elevated IgE blood 
level who developed SS. Arellano et al. (3) provided 
evidence that AD increases the risk of lymphoma. How-
ever, it can be argued that our cases represent pre-SS 
rather than evolution of AD to SS. Three cases (patients 
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1–3) lack the essential major criteria of the childhood 
AD preceding the adult symptomatic disease. Pruritus, 
an essential feature of AD, was absent in patient 1. In 
this regard, patient 4 is an exception, since she had 
the diagnosis of AD confirmed since childhood. It is 
of note that typical SS may resemble severe erythro-
dermic AD. Serum IgE is often increased in SS, skin is 
scaly and itchy and patients with SS often present with 
staphylococcal skin infections and multiple cutaneous 
allergies, as seen in AD (8, 14, 15).

We put forward the hypothesis that pre-SS may re-
semble adult-onset AD. The correct diagnosis may be 
difficult, since skin infiltration at this stage is usually 
unspecific and it is not established whether clonal T-
cell population can be captured in peripheral blood by 
molecular techniques or by flow cytometry. It was not 
possible to investigate whether TCR monoclonality was 
present at the Atopic dermatitis syndrome-like stage 
(ADS-like) stage, due to DnA degradation in archival 
skin and blood samples. 

The theory that some haematological malignancies 
are preceded by a long phase of pre-malignant disease 
has been postulated previously (9–11, 16). It is proba-
ble that, in the majority of cases, this phase will never 
evolve to true malignancy, unless the patient becomes 
immunosuppressed. All our patients were treated with 
immunosuppressive treatment before the onset of SS. 
Cyclosporin A appears to be the most likely trigger in 
view of the previously reported lymphomas associated 
with this drug (17–19), but a combination of steroids 
and mycophenolate mofetil might further aggravate the 
state of immunosuppression. 
The authors declare no conflict of interest.
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