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CME Article

The 2018 update of the WHO-EORTC classification for
primary cutaneous lymphomas

Rein Willemze,! Lorenzo Cerroni,2 Wemer Kempf,* Emilio Berti,* Fabio Facchetti,® Steven H. Swerdlow,* and Elaine S. Jaffe’

'Department of Dermatology, Leiden University Medical Center, Leiden, The Netherlands; 2Department of Dermatology, Medical University of Graz, Graz, Austria;
*Kempf und Pfaltz Histologische Diagnostik and Department of Dermatology, University Hospital Zurich, Zurich, Switzerland; “Department of Dermatology,
Fondazione IRCCS Ca Granda Ospedale Maggiore Policlinico, Milan, Italy; *Department of Pathology, University of Brescia, Brescia, Italy; *Division of Hema-
topathology, University of Pittsburgh School of Medicine, Pittsburgh, PA; and “Hematopathology Section, Laboratory of Pathology, National Cancer Institute,

National Institutes of Health, Bethesda, MD

Primary cutaneous lymphomas are a heterogeneous group
of T- and B-cell lymphomas that present in the skin with
no evidence of extracutaneous disease at the time of di-
agnosis. The 2005 World Health Organization-European
Organization for Research and Treatment of Cancer (WHO-
EORTC) consensus classification has served as a golden
standard for the diagnosis and classification of these
conditions. In September 2018, an updated version of
the WHO-EORTC was published in the fourth edition
of the WHO Classification of Skin Tumours Blue Book. In
this classification, primary cutaneous acral CD8* T-cell lym-
phoma and Epstein-Barr virus positive (EBV+) mucocuta-
neous ulcer are included as new provisional entities, and
a new section on cutaneous forms of chronic active EBV
disease has been added. The term “primary cutaneous

CD4* small/medium T-cell lymphoma” was modified to
“primary cutaneous CD4+ small/medium T-cell lympho-
proliferative disorder” because of its indolent clinical be-
havior and uncertain malignant potential. Modifications
have also been made in the sections on lymphomatoid
papulosis, increasing the spectrum of histologic and ge-
netic types, and primary cutaneous marginal zone lym-
phomas recognizing 2 different subtypes. Herein, the
characteristic features of these new and modified entities
as well as the results of recent molecular studies with
diagnostic, prognostic, and/or therapeutic significance for
the different types of primary cutaneous lymphomas are
reviewed. An update of the frequency and survival of
the different types of primary cutaneous lymphomas
is provided. (Blood. 2019;133(16):1703-1714)

Review article

WHO-EORTC classification for cutaneous lymphomas

Rein Willemze, Elaine S. Jaffe, Ginter Burg, Lorenzo Cerroni, Emilio Barti, Steven H. Swerdow, Elisabeth Ralfkiaer, Sargio Chimenti,
José L. Diaz-Persz, Lyn M. Duncan, Florent Grange, Nancy Lee Hariis, Wemer Kempf, Helmut Ker, Michael Kurrer, Robert Knobler,
Nicola Fimpinalli, Christian Sander, Marco Santucci, Waolfram Sterry, Maarten H. Vermeer, Jarine Wechsler, Ssan Whittaker,

and Chris J. L. M. Msijer

Primary cutaneous lymphomas are cur-
rently classified by the European Organi-
zation for Research and Treatment of
Cancer (EORTC) classification or the
World Health Organization (WHO) classifi-
cation, but both systems have shortcom-
ings. In particular, differences in the clas-
sification of cutaneous T-cell lymphomas
other than mycosis fungoides, Sézary
syndrome, and the group of primary cuta-
neous CD30* lymphoproliferative disor-
ders and the classification and terminol-

ogy of different types of cutaneous B-cell
lymphomas have resulted in consider-
able debate and confusion. During recent
consensus meetings representatives of
both systems reached agreement on a
new classification, which is now called
the WHO-EORTC classification. In this
paper we describe the characteristic fea-
tures of the different primary cutaneous
lymphomas and other hematologic neo-
plasms frequently presenting in the skin,
and discuss differences with the previous

classification schemes. In addition, the
relative frequency and survival data of
1905 patients with primary cutaneous lym-
phomas derived from Dutch and Austrian
registries for primary cutaneous lympho-
mas are presented to illustrate the clinical
significance of this new classification.
(Blood. 2005;105:3768-3785)
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Table 1. Relative frequency and prognosis of primary cutaneous lymphomas included in the 2018 update of the

WHO-EORTC classification
WHO-EORTC Classification 2018 Frequency, %* 5y DSS, %™
CTCL
MF 39 88
MF variants
Folliculotrapic MF 5 75
Pagetaid reticulosis <1 100
Granulomatous dack skin <1 100
55 2 35
Adult T-cell leukemia/lymphama <1 MDA
Primary cutaneous CD30* LPDs
C-ALCL B 95
LyP 12 99
Subeutaneous panniculitislike T-cell lymphama 1 87
Extranodal NK/T-cell lymphoma, nasal type <1 16
Chranic active EBV infection <1 MDA
Prrmary cutaneous peripheral Tcell lymphoma, rare subtypes
Primary cutaneous /6 T-cell lymphoma =1 1
CDB* AECTCL (provisional) =1 N
Primary cutaneous CD4° small/medium T-cell [ 100
lymphoproliferative disorder (provisional)
Primary cutaneous acral CDB* T-cell lymphoma (provisional) <1 100
Prrmary cutaneous peripheral Tcell lymphoma, NOS 2 15
CECL
PCMZL 9 99
PCFCL 12 95
PCDLBLC, LT 4 56
EBV* mucocutaneous ulcer (provisional) =1 100
Intravascular large B-cell lymphoma =] 72

COE+ AECTCL, primary cutansous aggressve epidemotropie CODB* oyotaxic T-cell mphomas; DE5, dsesse-specfic survival; MDA, no data available; MOS, not otherad e specified.
*Besed on data induded in Dutch and Austrian cutansous lymphoma regidries betwesn 2002 and 2017,
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Defining early mycosis fungoides

Nicola Pimpinelli, MD,* Elise A. Olsen, MD,“ Marco Santucci, MD,” Eric Vonderheid, MD,"
Andreas C. Haeffner, MD,® Seth Stevens, MD. Guenter Burg, MD,* Lorenzo Cerroni, MD,®
Brigitte Dreno, MD," Earl Glusac, MD,’ Joan Guitart, MD,’ Peter W. Heald, MD,’
Werner Kempf, MD,“ Robert Knobler, MD,* Stuart Lessin, MD,' Christian Sander, MD,™
Bruce S. Smoller, MD," Gladys Telang, MD,” Sean Whittaker, MD,” Keiji Iwatsuki, MD, PhD,?
Erik Obitz, MD,"” Masahiro Takigawa, MD,® Maria L. Turner, MD," and Gary S. Wood, MD,"
for the International Society for Cutaneous Lymphoma
Florence, Italy; Durbam, North Carolina; Baltimore, Maryland; Zurich, Switzerland;
Thousand Oaks, California; Cleveland, Obio; Graz and Vienna, Austria; Nantes, France;
New Haven, Connecticut; Chicago, Illinois; Philadelphia, Pennsylvania; Munich, Germany;
Little Rock, Arkansas; Providence, Rbode Island; London, United Kingdom; OkRayama
and Hamamatsu, Japan; Aarbus, Denmark; Bethesda, Maryland,; and
Madison, Wisconsin

This editorial review summarizes the results of 5 meetings sponsored by the International Society for
Cutaneous Lymphoma at which the clinicopathologic and ancillary features of early mycosis fungoides
were critically examined. Based on this analysis, an algorithm was developed for the diagnosis of early
mycosis fungoides involving a holistic integration of clinical, histopathologic, immunopathologic, and
molecular biological characteristics. A novel aspect of this algorithm is that it relies on multiple types of
criteria rather than just one, for example, histopathology. Before its finalization, the proposed diagnostic
algorithm will require validation and possibly further refinement at multiple centers during the next
several years. It is anticipated that a more standardized approach to the diagnosis of early mycosis
fungoides will have a beneficial impact on the epidemiology, prognostication, treatment, and analysis
of clinical trials pertaining to this most common type of cutaneous lymphoma. (J Am Acad Dermatol
2005;53:1053-63.)
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Table I. Algorithm for diagnosis of early MF* Additional
1) Epidermotropism

Criteria Seodiog symens without spongiosis

Clinical 2) Lymphoid atypia®

Basic 2 points for basic criteria Molecular biological
and two additional 1) Clonal TCR gene 1 point for clonality
criteria rearrangement

Persistent and/or progressive 1 point for basic criteria Immunopathologic

patches/thin plaques and one additional 1) <50% CD2+, CD3+, 1 point for one or more
criterion and/or CD5+ T cells criteria

Additional 2) <10% CD7+ T cells

1) Non-sun exposed 3) Epidermal/dermal

location discordance of CD2,
2) Size/shape variation CD3, CD5, or CD7*
3) Poikiloderma

Histopathologic MF, Mycosis fungoides; TCR, T-cell receptor.

Basic 2 points for basic criteria *A total of 4 points is required for the diagnosis of MF based on
and two additional any combination of points from the clinical, histopathologic,
criteria molecular biological, and immunopathologic criteria.

Superficial lymphoid 1 point for basic criteria 'Lymphoid atypia is defined as cells with enlarged hyperchromatic

infiltrate and one additional ?uclei and. iregular or cerebriform nuclear co'ntour.s.
criterion T-cell antigen deficiency confined to the epidermis.
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Table 1. Relative frequency and prognosis of primary cutaneous lymphomas included in the 2018 update of the

WHO-EORTC classification
WHO-EORTC Classification 2018 Frequency, %* 5y DSS, %™
CTCL
MF 39 88
MF variants
Folliculotrapic MF 5 75
Pagetaid reticulosis <1 100
Granulomatous dack skin <1 100
55 2 35
Adult T-cell leukemia/lymphama <1 MDA
Primary cutaneous CD30* LPDs
C-ALCL B 95
LyP 12 99
Subeutaneous panniculitislike T-cell lymphama 1 87
Extranodal NK/T-cell lymphoma, nasal type <1 16
Chranic active EBV infection <1 MDA
Prrmary cutaneous peripheral Tcell lymphoma, rare subtypes
Primary cutaneous /6 T-cell lymphoma =1 1
CDB* AECTCL (provisional) =1 N
Primary cutaneous CD4° small/medium T-cell [ 100
lymphoproliferative disorder (provisional)
Primary cutaneous acral CDB* T-cell lymphoma (provisional) <1 100
Prrmary cutaneous peripheral Tcell lymphoma, NOS 2 15
CECL
PCMZL 9 99
PCFCL 12 95
PCDLBLC, LT 4 56
EBV* mucocutaneous ulcer (provisional) =1 100
Intravascular large B-cell lymphoma =] 72

COE+ AECTCL, primary cutansous aggressve epidemotropie CODB* oyotaxic T-cell mphomas; DE5, dsesse-specfic survival; MDA, no data available; MOS, not otherad e specified.
*Besed on data induded in Dutch and Austrian cutansous lymphoma regidries betwesn 2002 and 2017,
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Revisions to the staging and classification of mycosis fungoides and Sézary

syndrome: a proposal of the International Society for Cutaneous Lymphomas
(ISCL) and the cutaneous lymphoma task force of the European Organization
of Research and Treatment of Cancer (EQRTC)

Ellsa Cisan,! Efc Vonderhald * Micola PFimpinall,? B2in Willemze,* Youn Kim,5 Robart Knoblar 8 Harschel Zackheim,”
Madedsine Duic,® Taresa Estrach,® Stanford Lamberg,® Gary Wood, ¥ Rednhard Dummer, ' Armamar Rankl, 12
Gunier Burg, " Peter Haald, ' Mark Piitelkow, ' Mara-Grazla Bemengo,'s Woliram Semy,® Lillane Laroche, 7
Franz Trautinger,® and Saan Whitiakar,* far the ISCL/EQRTE

'Dapartmeon of Medicing, Divisions of Doermatoiogy and Onooiogy, Duis Uinversty Modical Cantor, Durham, MC; *Department of Denmioiogy, Johns Hopking
Uniersty, Balimaons, MO; *Department of Demmalsiogical Scianoes, Universty of Florence, Rorenca, Raly; “Capartmant of Dermaiclogy, Loiden Linkvarsity
Modcal Canlor, Laidon, The Nelheriands: *Dopertmon of Dermatniogy, Stanford Univarsty kodical Contor, Staniond, CA; *Departmen of Dormainiogy;,
University of Vianna, Viorna, Ausiria; TDiopertmont of Dermatoiogy, Unvarsiy of Callornia, at San Francisoo: *Daperimont of Dormatniogy, Univarsty of Tams af
Housion; "Doparnment of Darmatoiogy, Lniversity of Eamelona, Barcelona, Spain; “Depertman of Damatoiogy, Lnivarsiy of Wisconsin, Madison;

nDiapartmen of Darmatoiogy, Unvarsty Hospial Zurich, Zurich, Swikzeriand. =Depariment of Dermatoiogy and Veneroal Discasas, Haisink Linorsty
Hospial, Helsinkl, Finkang; ™Depertment of Dermatoiogy, Yaia Lintwarsty, Mew Hawan, CT. "“Department of Dermaclogy, Mayo Clinkc, Rochester, MK;
""Ogparmont of Darmatology, Lniversity of Turin, Turin, iy "Ooparimont of Dormatoiogy, Chars, Humbold Univers®y. Borin, Gemany; “Departmant of
immunc-Dermatniogy, Hospital Awicenne—LUniversity of Fars X1, Paris, France: "3t John's Instfule of Dermaloiogy, Skin Tumcur Lint, 51 Thomas' Hospltal,

Liandior, inilsd Kingdom

The IBCLEDATE recommends revisions
to the Mycosis Fungoides Cooperaive
for cutanecus T-cell lymphoma [CTCL).
These revisions are made o inocorporabe
advances related fo tamor o=l biclogy
and disgrosto teohniques oo perinins to
myoosis fungoides [MF) and S zany syn-
drome |55} since the {978 publication of
the original guidedines, to clasfy certain

inkeringtitution ard interinvesSgator com-
munication andlor the development of
standardized clinical trials in MF and 38,
and to provide a platform for tracldng
other varisbles of potential prognostio
mignificance. Moreover, given the differ-
enoe in prognosis and clinical charaoter-
istics of the nor-MFnon-88 subbypes of
outanecus lymphoma, this revision per-

tmire specifically to MF ard 58. The evi-
dence supporting the revisions is dis-
oussed as well & recommendaBors for
evaluation and staging procsdures bosed
on these revislions. [Blood. 2007;110:
1T 3-ATZE)

2007 by The Amarican Sodiaty of Hematology
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Table 4. ISCL/EORTC revision to the classification of mycosis fungoides and Sézary syndrome

THME stages
Skin
T, Limited patchas,” papules, andfor plaguest covering < 10% of the skin surface. May further stratify into T,, (patch only) vs T,, (plaque = patch).
Tz Patches, papules or plaques covering = 109: of the skin surface. May further stratify into T, (patch only) vs T, (plague = patch).
Tz One or more tumorss (= 1-cm diametar)
Ta Confluence of erythema covenng = 20% body surface area
Mode
Mo Mo climically abnormal periphieral lymph nodas§; biopsy not required
M1 Climically abnormal peripheral lymph nodaes; histopathology Dulch grade 1 or NCI LNgz
Mg Clone negatives
My Clone positives
Mz Clinically abnormal peripheral lymph nodes; histopathology Duich grade 2 or NCI LNs
Mz Clone negatives
Mg, Clone positive
Ms Clinically abnormal peripheral lymph nodes; histopathology Duich grades 3-4 or NG LM,; clone positive or negative
M Climically abnormal peripheral lymph nodes; no histologic confirmation
Visceral
M Mo visceral organ involvement
My Viscaral involvement (must have pathology confirmation and organ involved should be specified)
Blood
BO Absence of significant blood involvement: = 53 of peripheral blood lymphocytas are atypical (Sézary) calls)|
Bos Clone negafives
Bos Clone positives
B1 Low blood tumor burden: > 5% of peripharal blood lymphocytes are atypical (Sézary) cells but does not meet the criteria of Bz
Bia Clone negafives
Bis Clone positivez
Bz High blocd tumor burdan: = 1000/l Sézary cells) with positive clones
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Available online at www.sciencedirect.com

ScienceDirect

journal homepage: www.ejcancer.com

European Organisation for Research and Treatment of @cmssmm
Cancer consensus recommendations for the treatment of
mycosis fungoides/Sezary syndrome — Update 2017

Franz Trautinger “™*, Johanna Eder ", Chalid Assaf ¢, Martine Bagot
Antonio Cozzio © Runhard Dummer ', Robert Gniadecki &,

Claus-Detlev KlLlleL Pablo L. Ortiz-Romero /, Emanngla Papadamd k
Nicola PllTlplI’lL“l i Pictro Quaglino ™, Annamari Ranki " ,

Juhia Scanisbrick °, Rudolf Stadler P, Luisa Vikeva ", Maarten H. Vermeer 9,
Sean Whittaker ', Rein Willemze “, Robert Knobler ®
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Table 4a
Recommendations for first-line treatment of MF stages 1A, 1B, and
ITA.

Expectant policy (mainly Tla) Level 4
SDT Topical corticosteroids Level 3
(mainly Tla and T2a)
UVEB" (mainly Tla and T2a) Level 2
PUVA" Level 2
Localised RT (for localised Level 4
MF including pagetoid reticulosis)
Mechlorethamine” Level 2
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Received: &4 Movember 2020 | Revised: 26 December 2020 Accepted: 12 January 2021
DOI: 10.1111/phpp.12658

Photodermatology, Photoimmunclogy & Photomedicine W[ LEY

ORIGINAL ARTICLE

Italian expert-based recommendations on the use of
photo(chemo)therapy in the management of mycosis fungoides:
Results of an e-Delphi consensus

Vieri Grandi? | Antonello Baldo® | Emilio Berti*® | Pietro Quaglino® | Serena Rupoli’ |
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Abstract st
Background: Phototherapy is a mainstay for the treatment of MF. However, there is {,°°4 sescen el I

E ,
scarce evidence for its use, mostly due to the lack of a unified schedule, TORM

Aims: The primary aim of this study was to establish the first structured, expert- 2 ?fsr~3;95fﬁ. <
RGN VR

based consensus regarding the indications and technical schedules of NE-UVE and

PUWVA for MF. The secondary aim was to determine the consensus level for each spe- [T s
cific item. : . .
Materials & Methods: E-delphi study. Item-specific expert consensus was defined 3 \
as the number of “Totally Agree” results to =z80% of the panelists. Cronbach alpha Yl re¥v
index =0.7 was used as a measure of homogeneity in the responses among questions O e
related to the sametopicc. =  [SSSEE
Results: Overall, there was a high homogeneity among responders (0.78). On specific
topics, the highest grade was observed for technical items (0.8) followed by indica- {
tions for early (0.73) and advanced stages (0.7).

Conclusions: Items related to the most canonical indications of phototherapy and

to treatment schedules showed the highest agreements rates. There is consensus

about the use of standardized treatment schedules for the induction and consolida-

tion phases for NB-UVE and PUVA in MF, y

e

KEYWORDS

delphi study, evidence-based medicine, guideline, mycosis fungoides, phototherapy
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GRAMDH eT AL.

Delphi study: Final results

10D

Answers

COMPLETELY DISAGREE
FARTIALLY DISAGREE
PARTIALLY AGREE
TOTALLY AGREE

S0

Percentages

iy

1 2 2 4 5B & F B 9 10 11 12 12 14 15 18 17 18 19 20 21 22 23 24 25 26
lterm

FIGURE 3 Barplot chart showing rates of agreement/disagreement per each questionnaire item. Cutoff value used to define a consensus
is depicted as a red horizontal bar set at 80% «TOTALLY AGREE»
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TABLE 2 aitop) and b (bottom): recommended schedules for initiation and consolidation phases for NB-UVE and PUWVA

*5tarting dose can be calculated alternatively as 70% of MED, and dose increase of 20% per session (10% if photoreaction).
bConsolidation phase should not be used routinely. A case by case approach is recommended.

“If poorly tolerate, consider increase the dose every two treatments.
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UNILESIONAL/LOCALIZED MF

=>» Radiotherapy in first line

=>» 20- 24 Gy (conventional fractioning)
Micaily, IJROBP 2008

=> “curative” treatment with 2 2 cm margins Wilson, IJROBP 2008
Specht, IJROBP 2015
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Research Article

Dermatology

Dermatology Received: December 15, 2020

. Accepted: March 24, 2021
DOI: 10.1159/000516138 Published online: June 4, 2021

Post hoc Analysis of a Randomized, Controlled,
Phase 2 Study to Assess Response Rates with
Chlormethine/Mechlorethamine Gel in Patients
with Stage IA-IIA Mycosis Fungoides

Christiane Querfeld? Julia J. Scarisbrick® Chalid Assaf®¢
Emmanuella Guenova®f Martine Bagot? Pablo Luis Ortiz-Romero
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Table 2. Clinical response (=50% improvement in skin score) by MF stage in the original and post hoc analyses of the 201 study data
025 025 CR only
ITT population EE population
0204 0.20
CL gel CL ointment pvalue CL gel CLointment  p value “ . ®
- 3 i i u15
CAILS, %
Original analysis* 0104 010
Stage [A 59.2 40.0 N/A 79.6 56.1 N/A
Stage IB-TIA 574 55.4 N/A 732 61.1 N/A 034 0.05
Post hoc analysis 5 2 o
Stage [A 79.8 49.2 0.0014 82.3 514 0.0036 0 1 2 3 4 5 6 7 & 4 10 0 5 5 7T &8 9 10
Stage IB-IIA 77.0 59.6 0.0785 79.5 61.5 0.0697 Manth Manth
mSWAT, % 05z At least VGPR 06- At least VIGPR
Original analysis®
Stage [A 40.8 36.9 N/A 57.1 48.8 N/A i 054
Stage IB-TIA 55.6 55.4 N/A 70.7 61.1 N/A w M ' — - {
Post hoc analysis " " I e
Stage IA 48.9 36.9 0.2422 54.3 38.2 0.1384 028 034 R A _—{
Stage IB-1IA 55.2 55.8 0.9554 58.9 57.3 0.8766 024 —
BSA, % o4 ard
Post hoc analysis p = 0.0605
Stage [A 49.5 33.2 0.0934 56.4 35.2 0.0488 0 0 L
Stage IB-IIA 47.2 50.3 0.7648 494 516 0.8368 ¢ v s 7 8 8 W
Manith
*The original study 201 analysis was based on noninferiority. BSA, body surface area; CAILS, Composite Assessment of Index Lesion 104 "
Severity; CL, chlormethine; EE, efficacy-evaluable; ITT, intent-to-treat; MF, mycosis fungoides; mSWAT, Modified Severity-Weighted
Assessment Tool; N/A, not available. 034 ) 08
7 A
+“ 06 06
b 5
E 04 g 04
nz4 024
0 /] —T T T T— T
o1 2 3 4 5 6 7 8 9 10 o 1 2 3 4 5 6 7 B 9 10
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Fig. 2. Composite Assessment of Index Lesion Severity (CAILS) response trends for patients treated with chlor-
methine gel (dashed line) or ointment (solid line) in the intent-to-treat (a) or efficacy-evaluable populations (b).
CR, complete response; VGPR, very good partial response; PR, partial response; SE, standard error.
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CLORMETINE gel: pros

* relatively easy to manage

* possible alternative to phototherapy,
particulary in stage IA (even more in the
COVID era ...)

* possible integration to phototherapy in
«sanctuary» or refractory areas

LINFOMI PRIMITIVI CUTANEI DI DERIVAZIONE T-LINFOCITARIA:

LA MULTIDISCIPLINARITA OTTIMIZZA IL RISUL

4 OTTOBRE 2021 - MILANO ~* &



CLORMETINE gel: cons

* cost (currently not refunded by NHS,
weight on institutional budget)

* short expiry date

* irritant contact dermatitis (useful
association / rotation with topical
steroids)
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MF/SS THERAPY AT A GLANCE: SECOND LINE

Cortesia Prof. P. Quaglino

e ™

European Organisation for Research and Treatment of Cancer
consensus recommendations for the treatment of mycosis

fungoides/Sézary syndrome - Update 2017. EO RTC

F. Trautinger, J. Eder, C. Assaf, M. Bagot, A. Cozzio, R. Dummer, R. Gniadecki, C.D. b European Organisation for Research
Klemke, P.L. Ortiz-Romero, E. Papadavid, N. Pimpinelli, P Quagling, A. Ranki, J. ind Treatment of Cancer
Scarisbrick, R. Stadler, L. Vakevd, M.H. Vermeer, 5. Whittaker, R. Willemze, R. Knobler

European Journal of Cancer (2017) 77: ppS7-74
A v,

Topical Photo Interferon Bexarotene Mono-CT
steroids therapy RT




Table 4b

Recommendations for second-line treatment of MF stages A, 1B, and
ITA.

Systemic therapies”
Retinoids” Level

2

IFN-a Level 2
TSEB (mainly T2b) Level 2
Low-dose MTX Level 4

* The following agents are most commonly combined with PUVA,
combinations with other modalties and with each other are also
widely used.

" Including RAR and RXR agonists.
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Table 1. Relative frequency and prognosis of primary cutaneous lymphomas included in the 2018 update of the

WHO-EORTC classification
WHO-EORTC Classification 2018 Frequency, %* 5y DSS, %™
CTCL
MF 39 88
MF variants
Folliculotrapic MF 5 75
Pagetaid reticulosis <1 100
Granulomatous dack skin <1 100
55 2 35
Adult T-cell leukemia/lymphama <1 MDA
Primary cutaneous CD30* LPDs
C-ALCL B 95
LyP 12 99
Subeutaneous panniculitislike T-cell lymphama 1 87
Extranodal NK/T-cell lymphoma, nasal type <1 16
Chranic active EBV infection <1 MDA
Prrmary cutaneous peripheral Tcell lymphoma, rare subtypes
Primary cutaneous /6 T-cell lymphoma =1 1
CDB* AECTCL (provisional) =1 N
Primary cutaneous CD4° small/medium T-cell [ 100
lymphoproliferative disorder (provisional)
Primary cutaneous acral CDB* T-cell lymphoma (provisional) <1 100
Prrmary cutaneous peripheral Tcell lymphoma, NOS 2 15
CECL
PCMZL 9 99
PCFCL 12 95
PCDLBLC, LT 4 56
EBV* mucocutaneous ulcer (provisional) =1 100
Intravascular large B-cell lymphoma =] 72

COE+ AECTCL, primary cutansous aggressve epidemotropie CODB* oyotaxic T-cell mphomas; DE5, dsesse-specfic survival; MDA, no data available; MOS, not otherad e specified.
*Besed on data induded in Dutch and Austrian cutansous lymphoma regidries betwesn 2002 and 2017,
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Review article

EORTC, ISCL, and USCLC consensus recommendations for the treatment of
primary cutaneous CD30-positive lymphoproliferative disorders: lymphomatoid
papulosis and primary cutaneous anaplastic large-cell lymphoma*

Werner Kempf, 2 +Katrin Pfaltz,2 tMaarten H. Viermeer,® Antonio Cozzio,! Pablo L. Ortiz-Romero,* Martine Bagot s

Elisa Olsan,® Youn H. Kim,” Reinhard Dummer,! Nicola Pimpinelli,® Sean Whittaker,? Emmilia Hodak,® Lorenzo Cerroni,"
Emilio Berti,2 Stave Horwitz,'® H. Miles Prince,* Joan Guitart,'® Teresa Estrach,'® José A. Sanches,” Madeleine Duvic,®
Annamari Ranki,'? Brigitta Dreno,?® Sonja Ostheeren-Michaelis,? Robert Knobler,?! Gary Wood, 2 and Rein Willemza®

“Dapartmant of Dematiogy, University Hospital ZOrkch, Z0rich, Switzsrland; “Ksmp¢ and Pfaltz, Histological Diagnestics, Research Unit, ZOrkh, Sitzerand;
apspartmeant of Dematology, Lelden University Medical Center, Leidan, The Netherands; “Dspartment of Dermatology, Hoepltal 12 de Ocubee, Madrid, Spain;
sDepartmentof Dematology, HOpital Saint Louls, Parks, France; sDepartmentof Mediche, Divisions of Dematology and Oncology, Duke University Medical
Canter, Durham NC; "Department of Dermatology, Stankord Comprehenalve Cancer Center, Stantord, GA; *Department of Dematlogical Sciences, Lnversity
of Alorance, Firenes, Italy; *Skin Tumour Unit, StThomas' Hospital, London, United Kingdom; ®Department of Dsrmatology, Tel Aty University, Tal AWy, lsrasl;
“Department of Dermatolgy, Medcal University, Graz, Austiis; '*Department of Dermatology, University of Miano-Bloocea, Istitutl di Ricovero & Cura a
Caratiere Schntifico Oepsdale Maggiore di Miano, Milano, taly; “Department of Madcins, Memarlal Stoan-Ketirng Cancer Gentsr, New York, NY; “Petsr
MacCallum Canosr Centre, East Melbourne, Australl; **Department of Dematology, Northwestem University, Chicago, IL; ¥Department of Dermatology,
Hoepltal Clinico, University of Barcelons, Barcabona, Spain; 7Departmentof Dermatology, University of S&o Paulo, S&o Paulo, Brazl; #Department of
Dermatobgy, The University of Texas M. D. Andsrson Cancer Center, Houston, TX; *Department of Dermatobgy and Vensrsal Diseases, Halsinkl University

Hoepltal, Helirki, FAinland; 2Departmsnt of Dermatology, University Hospital Nantss, Nantes, France; 2Department of Dematology, University of Visnna . —
Madical School, University of Vienna, Vienna, Austiia; and =Department of Darmatology, University of Wisconsin Madiscn, Wi Blood (20 11 ) 118 ( 15 ) : 4024-4035.

Table 5. Recommendations for the treatment (standard therapies) of CD30o* LPD

PCALCL LYP
Solitary or Localized/regional Numerous and/or
grouped lesion(s) Multif ocal lesions Extrooutaneous spread or few lesions’ generalized lesions
SE Mathotrexate Singde or multiagant chamctherapyt Obsarvation Obsarvation
RT Ahematives: retinoids, intedarcnt Phetatharapy§ Phetatharapy§
Topical stercids Meathotrexate
Topical slercids

Alemativest: retinoids, interdarcn

*Fer larger (defined as > 2 cm in dameter) and pamsiztent (defined as duration of lesion > 12 weeks) ksicns, 2E or RT may reprozent akernatives.
1Theze therapics are of lw-kvel avidence cthar than expert opinion.

$In cazes of skin and crly lecal node rvelvament in PCALCL, one could considar addition of bozal nedal radiation *

§PUVA iz best documented. Alematively, treatment with cther typas of phototherapy (eq UVE-narrow band) can be tied (evidence kaval 5).

LINFOMI PRlMITlVl CUTANEI DI DERIVAZIONE T—LINFOCITARIA LA MULTIDISCIPLINARITA OTTIMIZZA IL RISULTATO
& - iy 4 OBRE 2021 - MILANO a




THERAPY OF AGGRESSIVE non MF/SS CTClLs...

Cortesia Prof. P. Quaglino

_____|DSS5YEARSURVIVAL% | THERAPY

Primary cutaneous gamma/delta 11%

TCEL

Primary cutaneous aggressive 31% CHOP/CHOP-hke’
epidermotropic CD8+ T-cell

Lymphoma (AECTCL) HSCT

Primary cutaneous peripheral T- 15%

cell ymphoma, NOS

Toro JR, Blood. 2003.

Guitart J, et al. Am J Surg Pathol. 2012.
Geller S, et al. Semin Cut Med Surg, 2018.
Plakhouri KM, et al. JAAD case reports, 2017.
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