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Original Article Cancer, 2012

Time Course, Clinical Pathways, and Long-Term Hazards Risk
Trends of Disease Progression in Patients With Classic
Mycosis Fungoides

A Multicenter, Retrospective Follow-Up Study From the Italian Group of Cutaneous Lymphomas
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Mycosis fungoides:
disease evolution of the *“lion queen” revisited
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a . .
The classic progression pathway
T |— | T2 |— | T3 |— | T4
[13.9% | The proposed progression pathway
T3
TI [—— | T2
R [
b Figure 3.—OId and new potential disease evolution pathway in-

terpretations.

Figure 2. T score evolution of patients with (a) T1 lesions and
[ 20.2% | m (b) T2 lesions at the time of initial diagnosis is shown. The
number represents the percentage of patients who devel-

oped disease progression calculated based on the total num-

[0.1% | ber of patients whose disease progressed from either T1 or

T2. Gray-shaded areas at the left of each figure include those
patients whose cutaneous disease evolution spared > 1 con-

secutive stages. The thickness of each line is proportional to
the number of patients who developed disease progression

after this specific evolution.
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Revisions to the staging and classification of mycosis fungoides and Sérary

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 (EQORTC)
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The IBCLEDOATE recommends revisions
to the Mycosis Fungoides Cooperafive
for cutanecus T-cell lymphoma (CTECL).
These revisions are made bo incorporabe
advances related fo tumor o=l biclogy
and disgrosto teohniques aa pertaing b
myoogis fungoides (MF) and 3&zany syn-
drome |55} since the {875 publicaion of
the original guidelines. to clasfy certain

vorobles that ourrendy impede efective
inferingtitution ard inferinvesSgator com-
munication andlor the developmert of
sitandardirzed clinical trials in MF and 58,
and to provide a platform for traoldng
other varisbles of potential prognostic
migniificance. Moreower, given the differ-
enie in prognosis and clinical charaoter-
istics of the nor-MEnon-88 subtypes of
outaneous lymphoma, this revision per-

toire specifically to MF and 58. The evi-
dence supporting the revisions is dis-
oussed s well & recommendaSores for
evaluation and staging procedures boged
on these revisions. [Blood. 2007;110:
1T13-A7TZ2)

3007 by The Amarican Sociaty of Hematology




Table 4. ISCL/EORTC revision to the classification of mycosis fungoides and Sézary syndrome

THME stages
Skin
T, Limited patchas,” papulas, and'or plaguest cowering < 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).
Ta One or more tumorst (= 1-cm diameter)
Ta Confluence of erythema covering = 80% body surface area
Mode
Mo Mo clinically abnormal periphieral lymph nodes§; biopsy not required
M Climically abnormal peripheral lymph nodes; histopathology Dutch grade 1 or NCI LNq.z
N Clone negatives
Ny Clone positives
Mz Clinically abnormal peripheral lymph nodes; histopathology Dutch grade 2 or NCI LNs
Nz Clone negatives
Mo, Clone positives
My Clinically abnormal peripheral lymph nodes; histopathology Dutch grades 2-4 or NCI LN,; clone positive or negative
My Climically abnormal peripheral lymph nodes; no histologic confimation
Visceral
M. Mo visceral organ invobvament
M, Viscaral involvement (must have pathology confirmationl and organ involved should be specified)
Blood
Bo Absence of significant blood involvement: = 5% of peripheral blood lymphocytes are atypical (Sézary) cells|
Boa Clone negatives
B Clone positives
B1 Low blood tumor burden: = 53¢ of peripheral blood lymphocytas are atypical (Sézary) calls but does not meet the critaria of Ba
Eia Clone negatives
Eip 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
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Stage 1I1B

Recommendations for first-line treatment of MF stage IIB.

Systemic therapies”

Retinoids” Level 2
IFN-a Level 2
TSEB Level 2
Monochemotherapy Level 4
(gemcitabine, pegylated
liposomal doxorubicine)
Low dose MTX Level 4
Localised RT" Level 4

Recommendations for second-line treatment of MF stage IIB.

Polychemotherapy® level 3
Allogeneic stem cell transplantation” level 3

* CHOP is the most widely used regimen with a number of vanants
and other combinations available.
® Should be restricted to exceptional patients, see text for details.
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Stage IlIIA/B

Recommendations for first-line treatment of MF stage IIIA and B.

Systemic therapies®

Retinoids”
IFN-a
ECP
Low dose MTX
TSEB

Level 2
Level 2
Level 3
Level 4
Level 2

Recommendations for second-line treatment of MF stage IIIA and B.

Monochemotherapy (gemcitabine, Level 3
pegylated liposomal doxorubicine)
Allogeneic stem cell transplantation® Level 3

* Should be restricted to exceptional patients, see text for details.
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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. Vakevd, M.H. Vermeer, 5. Whittaker, R. Willemze, R. Knobler

European lournal of Cancer (2017) 77- pp57-74

MF/SS THERAPY AT A GLANCE: FIRST LINE

&

CORTESIA Prof. P. Quaglino

EORTC

Eurogeean Organisation for Research
and Treatment of Cancer

Wait & see | Topical Photo Local Interferon Bexarotene Mono-CT PoliCT
steroids therapy




MF/SS THERAPY AT A GLANCE: SECOND LINE
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Topical Photo anal Bexarotene Mono-CT
steroids therapy




TREATMENT DOWN GRADE

UVB

RET/BEXA +
PUVA

TSEBT /CT

...............’

Wait and see..
Topical steroids

CORTESIA Prof. P. Quaglino
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The re-challenge paradigm of CTCL therapy

CORTESIA Prof. P. Quaglino

~ Topical

S steroids
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The PROCLIPI international registry ofuriy-shgt mycosis
fungoides identifies substantial diagnostic delay in most

E

)b Secart n;:.““v.uuﬁu.“n.m Frince.” £. Papadavic,”" €. Hodsk,™* M. Baget,™* 0. Senvife."!
I,M"‘Pwm"tm “kMﬂllL"’l.l-nhur”(m F. Child,*=

5. Whittaiuer, "> V. Wikaloouy 3, . Tomasinl,” L Amifay,"* . Prag Navah,' €. fam Wolfl.” M Batiistella,"*
5. Adberti v m*tmumm"v Gangadio,” C. Mum'!’ mu-l.‘timlh,” Porkent,t

€. Mimeldort,’ 7. Estrach,” A. Comballa," M. Marschalio,® | Csomee,” A, Srepesi” A.tuun."l.uumur
N. Fimpinelll,’ V. Crand,' M. Beyist Barry,’ A P Ledard,” M. Wobser,” E Geisainger,” LL Wehiamp, ™)
E Healy

PROCLIPI STUDY FOR MYCOSIS FUNGOIDES & i Seaherbele & Com'o By | At & Wakemth 1 omae A b
F. Trautinger,"” L Latrka,” |, Voo, B, Vydianath,' &, Amel Kashipar," L Marinos,” A, Ofanomis,”
A, Stratigos,” WL-0. Vignan-Penmamen,’ M, Battistelia’ F. Climest,* £ Ennﬂ:-llfn“ E. Geongiou,”
SEZ&E!S'I‘NDHWE R Senetta,” P. Ninganl,” L Vakews," A Rankl,” A8 lmm' L byl A Bervoats,'
FLSH, Wosi-Afn.' R Matin,* ﬁ.l:ﬂln!.‘ wuuun-u)u L Frew! M, Bame.* €. mnnru.-i:' mckayt
A Arumainathan ® B Azundia,® i Benstead,® B. T (4 R. Brown,* LA. Sanches, 5
PROspective Cutaneous Lymphoma Iaternational Progndstic Index 0. Aidigv,? 5. McCann, " H, Sahi,? F.M. Damasca, C rﬁu.mmn.'ta-'cn.m'm
l:ﬁt”l Quiet,” L. Gaskin,” £ Bang,” F. Eﬁlﬂl. M. Yermes:, " L Cerronl,” W, Kempl," ¥. €im® aad
Leader : 1 Scarisbrick (UK), Youn Kim [Stanford)

s C-acfissting FROCLIF] Crnsse for PROCLIRL [Baiveniey Mgk Birmesghess Brmsghon, 11 L
"M of the Fasopm Onpeshution of B s Trosttust o Coe {FONTC). Dt Dyesiiisse Tk Fusse
"N v | T CTISCaS CATIEN |CLIC )

ﬂCUC ﬁ tw’ _‘m‘[ﬂ ity of e 1K Ol | ywyphums Gy

the PROCLIPI (PROspective InternationalCutaneous Lymphoma Prognostic Index) study
for early-stageMF is a prototype study for international collaborations in rare disease
and present our initial findings and central reviewprocess.
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Treatment of early-stage mycosis fungoides: results from the PROspective

Cutaneous Lymphoma International Study (PROCLIPI study)

Running title: Treatment of early-stage Mycosis fungoides
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Summary of treatments according to the therapy line
CORTESIA Prof. P. Quaglino

0% 10% 20% 30% 40% 50% B0% F0% B0% 90% 100%
1st vs 2nd line MW expectant ESDT M Systemic

Chi square: 11,188
P<0.001




CTCLs are generally treated using a multimodal approach involving
hematologists, dermatologists and radiation therapists.

Goals of therapy are to control symptoms, maintain cosmesis and
improve survival by maximally reducing the tumor burden.

Maintenance treatments with skin directed or systemic therapy
once remission has been achieved with the aim to maintain
response and prevent relapse should be always considered
particularly in advanced disease phases.

Critical concepts and management recommendations for cutaneous T-cell lymphoma: a
consensus-based position paper from the ltalian Group of Cutaneous Lymphoma

Pier Luigi Zinzani'?, Pietro Quaglino®, Silvia Alberti Violetti*, Maria Cantonetti®, Gaia Goteri®,

Francesco Onida”™ Marco Paulli®a Serena Runoli? Giovanni Barnsi’® Nicola Pimninelli
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SKIN-DIRECTED THERAPIES

» Skin-directed therapy (SDT) should be considered
for early stages of disease and at disease relapse
with early lesions after CR in advanced stages.

* SDT associated with immunomodulating agents
should be considered both for early stages
refractory to/relapsing after SDT alone and for
disease relapse with early lesions after CR in
advanced stages.
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