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Table 2. Relative frequency and disease-specific 5-year survival of 1905 primary cutaneous lymphomas classified
according to the WHO-EORTC classification

Disease-specific
WHO-EORTC classification 3 Frequency, %~ B-year survival, %

Cutanansyue T-rall lvnnhioma

Indalent cinical behavior
Mycosis fungoides
Folliculotropic MF
Pagetoid reticulosis
Granulomatous slack skin
Primary cutaneous anaplastic large call lymphoma
Lyrmphomatoid papulosis
Subcutaneous panniculitis-like T-call lymphoma
Primary cutaneous CO4* small'meadium plecmomphic T-call lymphomat
Aggrazsive dinical behavior
Sezary syndrome
Primary cutaneous NET-cell lymphoma, nasal-type
Primary cutaneous aggressive COE+ T-call lymphomat
Primary cutaneous /& T-cell lymphomat
Primary cutaneous peripheral T-call lymphoma, unspecified
Cutanaous B-cell hmphoma
Indalent clinical behavior
Primary cutaneous marginal zone B-call lymphorm:a

Primary cutaneous follicle cantar lymphoma

Intermediate clinical behavior
Primary cutaneous diffuse large B-cell lymphoma, lag type
Primary cutaneocus diffuse large B-cell lymphoma, other
Primary cutaneous intravascular large B-call lymphoma
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Cutaneous T-cell lymphoma
Incelent clinical behavior
Mycosis fungoides
Folliculotropic MF
Pagetoid reticulosis
Granulomatous slack skin
Primary cutaneous anaplastic large call lymphoma

Lyrmphomatoid papulosis
Subcutaneous panniculitis-like T-call lymphoma
Primary cutaneous CO4* small'meadium plecmomphic T-call lymphomat
Aggrazsive dinical behavior
Sezary syndrome
Primary cutaneous NET-cell lymphoma, nasal-type
Primary cutaneous aggressive COE+ T-call lymphomat
Primary cutaneous /& T-cell lymphomat
Primary cutaneous peripheral T-call lymphoma, unspecifiedi
Cutanaous B-cell hmphoma
Indalent clinical behavior
Primary cutaneous marginal zone B-call lymphorm:a
Primary cutaneous follicle cantar lymphoma
Intarmeadiate clinical bahavior
Primary cutaneous diffuse large B-cell lymphoma, lag type
Primary cutaneocus diffuse large B-cell lymphoma, other
Primary cutaneous intravascular large B-call lymphoma




How I treat

How I treat mycosis fungoides and Sézary syndrome
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The most common subtypes of primary
cutaneous T-cell lymphomas are mycosis
fungoides (MF) and Sézary syndrome
(S55). The majority of patients have indo-
lent disease; and given the incurable na-
ture of MF/SS, management should focus
on improving symptoms and cosmesis
while limiting toxicity. Management of
MF/SS should use a “stage-based” ap-
proach; treatment of early-stage disease
(IA-1IIA) typically involves skin directed
therapies that include topical corticoste-

roids, phototherapy (psoralen plus ultra-
violet A radiation or ultraviolet B radia-
tion), topical chemotherapy, topical or
systemic bexarotene, and radiotherapy.
Systemic approaches are used for recalci-
trant early-stage disease, advanced-stage
disease (lIB-1V), and transformed disease
and include retinoids, such as bexaro-
tene, interferon-o, histone deacetylase in-
hibitors, the fusion toxin denileukin difti-
tox, systemic chemotherapy including
transplantation, and extracorporeal pho-

topheresis. Examples of drugs under ac-
tive investigation include new histone
deacetylase inhibitors, forodesine, mono-
clonal antibodies, proteasome inhibitors,
and immunomodulatory agents, such as
lenalidomide. It is appropriate to consider
patients for novel agents within clinical
trials if they have failed front-line therapy
and before chemotherapy is used. (Blood.
200:9;114:4337-4353)
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Table 2. Summary of t

ent options for MF/SS

Early-stage Advanced-stage Sézary syndrome/

Therapy dizease dissase erythrodermic MF Comments

Topical corticostencids ++++ + = +++ Symptomatic control

PUVA ++ 4 + +++ Availability may be restricted in nonmetropoitan
areas

uve +++ + ++ More readily accessible than PUVA

Topical chemotherapy - I Bmited nuember of lesions

Imiquimod + If small k=sions and limited member of lesions

Photodynamic therapy - If Bmited member of lesions; limited avalabdity

Retinoids + - + Usually second ling; lese used since bawarotene
became avalable

Baxaroiene ++ +++ - Ulsually second ling; can be used in combination
with PUVA or IFN-z

Interferon-e ++ +++ ++++ Sacond line

HOACE - +++ +4+++ Beyond second line

Oral MTX + +4++ ++ Low dose weekly

Localized radiotherapy - TRER If kocalized or large/plaques and tumor nodules

TSEB + ++ + For widespread dissasze

Systemic chemotherapy + o+ + 4 Beyond sa2cond line

ECP ++++ If circudating clone detectabls

Autcbogous transplantation - Very selected cases

Allogensic transplantation - + Very selected cases

Diendeukin diftitox + + + 4 Bayond second line

Alemiuzamab - + Bayond sacond line; Immunosuppressive

Proteasome inhibitors Under investigation

Immunomodulatory agents - Under investigation

{lenalidomide)

MF indicates mycosis
inhibitors; and TSER, total skin

; 55, S&zary syndrome; PUVA, psoralan uifraviolet A2 UVEB, uitraviclet B; ECF, extracorporeal photopheresis; HDACH, histone deacstylase
ron beam.

T+ 4+ +, almost aklways; + + +, very frequently; + +, moderately frequently; and +, occasionally.



MF/SS Staging System

A T1 patches/plaques
<10% (IA)

A T2 patches/plagques
>10% (IB)

A T371 tumours (1IB)

A T41 erythroderma

(1)

A NO - no nodes

A N1 1dermatopathic
(I1A)

A N27i nonpalpable
nodes lymphoma
(IVA)

AN37i lymphoma
(IVA)

A MO - no visceral
disease

A M1 - visceral
disease (IVB)

A BO - no blood
disease

A B1- >5% Sezary
cells



TNMB ISCL/EORTC Revision to the Classification and Staging of
stages Mycosis Fungoides and Sézary Syndrome
Skin
T, Limited patches*, papules and/or plaques** covering <10% of the skin surface. May further stratify
into Ty, (patch only) vs Ty, (plaque +/- patch).
T, Patches, papules or plaques covering = 10% of the skin surface. May further stratify into T,, (patch
only) vs Tay, (plaque +/- patch).
Ts One or more tumors*** (= 1 cm diameter)
T, Confluence of erythema covering = 80% body surface area
Node:
N No clinically abnormal peripheral lymph nodes®; biopsy not required
N, Clinically abnormal peripheral lymph nodes; histopathology Dutch Gr 1 or NCI LNg»
Nia Clone negati\'el”
Nip Clone positive”™
N Clinically abnormal peripheral lymph nodes; histopathology Dutch Gr 2 or NCT LN
N, Clone negative”
Nop Clone positive*
N; Clinically abnormal peripheral lymph nodes: histopathology Dutch Gr 3-4 or NCI LNy: clone positive or
negative
N Clinically abnormal peripheral lymph nodes, no histological confirmation
Visceral
MU No visceral organ involvement
Ml Visceral involvement (must have pathology confirmation®¥ and organ involved should be specified)
Blood ‘
Bo Absence of significant blood involvement: < 5% of peripheral blood lymphocytes are atypical (Sézary) cells™
Boa Clone negative”
B, Clone positive™
B1 Low blood tumor burden: >5% of peripheral blood lymphocytes are atypical (Sézary) cells but does not meet
the criteria of B>
Bia Clone negative”
B Clone positive® y
B: High blood tumor burden: =1000/uL Sézary cells™ with positive clone®

Olsen et al Blood 2008



STAGE LESIONS NODES VISCERAL

clinical Pathological

|A <10 % patches
and plaques i i
I3 2 10 % patches
and plaques i i
A any patches
and plagues + -
Advanced Stage
1B Tumours*
+/- -
1] erythroderma
+/- -
(AVZ2N any
+/- +
VB any +/- +/- +

*minimum = 10 mm x 10 mm x 5 mm per study protocols



CTCL Staging: T1, T2 skin stages

A Approximately 50% to 70% of patients with
MF/Sézary syndrome will present with isolated
patches or plaque
type lesions




