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SEZARY SYNDROME
Sézary A, Bouvrain Y : Erytrodermie avec présence de cellules monstrueuses dans le derme et dans le

sang circulant . 1938; Bull Soc Fr Derm Symph 45:254.

Baccaredda A : Reticulohistiocytosis cutanea hyperplastica benigna cum melanodermia. 1939 ; Archiv

Dermatol Sifil 179:210.



SS is a rare leukemic type of CTCL, traditionally defined by the triad
of pruritic erythroderma, generalized lymphadenopathy, and 
clonally related neoplastic T cells with cerebriform nuclei (Sezary
cells) in the skin, lymph nodes, and peripheral blood.



2% 36%

CTCL: 6 new cases/year/1 milion people

MALE PREVALENCE
ELDERLY AGE
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T4 (TNMB classification)= Confluence of erythema covering>=80% body surface area



ERYTHEMATOUS INFILTRATIVE MELANODERMIC

ERYTHRODERMA MORPHOTYPES

EORTC 2018 ST GALLEN, EUR J CANCER 2018 abstract

DIAGNOSIS



• Alopecia (40-70%)
• Palmo-plantar keratoderma (60-80%)
• Ectropion (40-60%)
• “Leonine” facies (30-40%)
• Nails alterations (60-70%)

*

*
Bernengo MG, Quaglino P, Novelli M, et al.  Prognostic
factors in Sézary syndrome: a multivariate analysis of clinical, 
haematological and immunological features. 
Ann Oncol 1998; 9: 857-863. 
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DURATION OF LESIONS BEFORE 
DIAGNOSIS: 4,3 YEARS

Journal of the American Academy of 
Dermatology [0190-9622] Mangold, Aaron 
anno:2017 vol:77 fasc:4 pag:719 -727 





“dramatic itching” and 
“cold” sensation



INFECTIOUS COMPLICATIONS

Skin bacterial

skin viral

extracutaneous

69 out of 114 SS patients (60.6%)

Main cause of death

QUAGLINO P, et al. JAAD 2020 in 
press

SIGNS & SYMPTOMS

• Edema, skin exudation

• Protein/iron/metabolite
loss through the altered
skin barrier
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Novelli M & 

Quaglino P, et al, 

AJCP 2014





• Absolute Sézary cell count > 1,000/mm3

• CD4/CD8 ratio> 10
• CD4+CD7- >= 40%
• Aberrant expression of T cell markers
• Evidence of a T cell clone (SB, PCR)
• A chromosomally-abnormal T cell clone
• Circulating CD4+CD26- > 30% 

Vonderheid EC, Bernengo MG, Burg G, et al.
Update on erythrodermic cutaneous T-cell lymphoma: report of the ISCL 

J Am Acad Dermatol. 2002 Jan;46(1):95-106.

LEUKEMIC BLOOD INVOLVEMENT



B definition

B0 Absence of blood involvement: absolute counts of 
CD4+CD7-or CD4+CD26- <250/mL

B1 absolute counts of CD4+CD7- or CD4+CD26-<1000/mL

B2 > 1000/mL CD4+CD7- or CD4+CD26- with a positive cell
clone



ERYTHRODERMIC MYCOSIS 
FUNGOIDES

B-SCORE: B0-B1

SEZARY SYNDROME 

B-SCORE: B2
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Miyashiro D, et al. Sci Rep 2020



ERYTHRODERMIC DERMATOSES 
• Drug eruptions
• Contact dermatitis
• Fhyto-photo- dermatitis
• Lichen planus
• Pemphigus foliaceous
• Pityriasis rubra pilaris

Psoriasis Atopic dermatitis

DRESS

• Pityriasis rubra pilaris
• Mastocytosis
• Seborrhoeic eczema
• Paraneoplastic
• Idiopathic erythroderma

(red-man syndrome) 



SEZARY

PSORIASIS







SS: The DIAGNOSTIC route
• Clinical: erythroderma. History of previous dermatoses, drug

intake (antibiotics, NSADs, allopurinol), modality of presentation
and timing 

• Pathology: epidermotropic CD4+ infiltrate, usually CD7 negative. 
Loss of T cell markers in few cases

• Molecular biology: demonstration of clonal TCR beta and/or gamma 
rearrangement (Multiple sample approach)

…IN AN APPROPRIATE CLINICO-
PATHOLOGIC CONTEXT..

J INVEST DERMATOL 2008
J INVEST DERMATOL 2010
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STAGING AND FOLLOW-UP

• SKIN BIOPSY to be repeated (infiltrated lesions, tumours, check
for CD30 expr)

• NODE BIOPSY (try to perform)

• CT SCAN/PET (very low percentage of patients with visceral
involvement demonstrated “in vivo”)

• Bone marrow biopsy = usually negative (perform in selected
cases)

• FLOW-CYTOMETRY= VERY INFORMATIVE

• STAGE TNMB : T4 B2 per definition = IVA1 – IVA2 = not so useful

• DONOR if the patient is young and high B score 
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EORTC 2018 ST GALLEN, EUR J CANCER 2018 abstract





Ahmed Mourad1,3andRobert Gniadecki1,2,3,



PROGNOSTIC FACTORS IN SS: WORSE SURVIVAL

• Advanced  age (Agar  et  al.,  2010;Diamandidou  et  al.,  1999;  Foulcet al., 
2003; Kim et al., 2003; Kubicaet al., 2012; Talpur et al., 2012)

• Short duration of skin lesions before diagnosis of SS (Foulc et al., 2003)

• Previous history of mycosis fungoides (Bernengo et al., 1998; Kubica et al., 
2012)

• Elevated serum lactate dehydrogenase levels (Agar et al., 2010; Bernengo et 
al., 1998;  Diamandidou et  al.,1999; Foulc et al., 2003; Kubica et al.,2012; 
Talpur et al., 2012)

• Degree of nodal involvement (Diamandidou et al., 1999; Kim et al., 2003)

• Factors reflecting blood tumor burden such as increased leukocyte counts
(Bernengo et al., 1998; Talpur et al.,2012; Vidulich et al., 2009) or high Sézary
cell counts (Bernengo et al., 1998).



In multivariable analysis, stage IV disease (P<0.009), age greater than 60 

years (P<.001), LCT in the skin (P<.001), and elevated serum LDH (P<.001) 

were all independent prognostic variables for worse survival. 



Sézary sd: Survival based on the tumour burden in the blood
all SS patients

(atypical cells/mm3)

0 50 100 150 200
0

10

20

30

40

50

60

70

80

90

100
A <1000

B >=1000 and >3000

C >=3000
A

B

C

months

%

A vs B p = 0.0024
A vs C p = 0.0001
B vs C p = 0.0449

B-SCORE



SEZARY SYNDROME

• DISEASE DEFINITION AND EPIDEMIOLOGY/DEMOGRAPHICS
• CLINICAL ASPECTS
• HISTOLOGY & IMMUNOPHENOTYPE
• DIFFERENTIAL DIAGNOSIS 
• STAGING & FOLLOW-UP
• SURVIVAL & PROGNOSIS
• TREATMENT

Learning objectives



EXTRACORPOREAL PHOTO CHEMOTHERAPY

UVA = ultraviolet A radiation.

2014



Summary of literature data
Response rate in erythrodermic CTCL 
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* Studies including > 10 CTCL patients

Median: 63% 

Range: 31%-86%

Quaglino, Int J Dermatol 2013



SS THERAPY AT A GLANCE: FIRST & SECOND LINE

Wait &
see

Topical
steroids

Photo
therapy

TSET Interferon Bexarotene Mono-
CT

MTX PoliCT ECP ASCT

FIRST
LINE

SECOND 
LINE

European Organisation for Research and Treatment of Cancer 
consensus recommendations for the treatment of mycosis 
fungoides/Sézary syndrome - Update 2017.

F. Trautinger, J. Eder, C. Assaf, M. Bagot, A. Cozzio, R. Dummer, R. Gniadecki, C.D. 
Klemke, P.L. Ortiz-Romero, E. Papadavid, N. Pimpinelli, P Quaglino, A.  Ranki, J. 
Scarisbrick, R. Stadler, L. Väkevä, M.H. Vermeer, S. Whittaker, R. Willemze, R. Knobler

European Journal of Cancer (2017) 77: pp57-74







SEZARY SYNDROME
ITALIAN GROUP FOR CUTANEOUS LYMPHOMAS

LOW TUMOUR 
BURDEN BLOOD

HIGH TUMOUR 
BURDEN BLOOD

RELAPSED/
REFRACTORY

ECP CHEMO 
(gemcitabine, 
pegylated
doxorubicin)

ALLOGENEIC STEM 
CELL 
TRANSPLANTATION

Low-dose IFN

bexarotene

CLINICAL TRIAL CLINICAL TRIAL CLINICAL TRIAL



(n=1422)
Quaglino P, et al., Cancer 2012



Therapy 1st 2nd 3rd 4th 5th 6th 7th 8th 9th 10th

ECP (alone or in combination) 36.6 29.7 9.9 3.8 11.5 2.5 4.3 11.1 9.1
Interferon 9.8 9.0 9.9 7.6 3.3 5.0 5.6
Chlorambucil 8.5 5.8 4.5 5.1 1.6
Phototherapy (alone or in combination) 7.6 3.2 1.8 2.5 1.6
Methotrexate 7.1 3.9 9.9 6.3 3.3 10.0 13.0 11.1 9.1 20.0

Polychemotherapy 14.9 21.4 15.4 17.2 22.2 14.3 33.3 33.3
ECP (alone or in combination) 12.2 8.9 12.8 13.8 11.1 20.0

Bexarotene 10.8 12.5 15.4 6.9 16.7 40.0 14.3
Interferon 10.8 8.9 5.1 3.4 11.1
Methotrexate 8.1 5.4 2.6 3.4 16.7

IVA1

IVA2-
IVB



Cumulative incidence curves for death and change of therapy 
considered as competing risk events by first treatment line

first-line treatment was 
selected as independent 
prognostic variable 
(p=0.008), both mono-
and poly-chemotherapy 
being associated with 
higher mortality.






