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IL PARADIGMA DEL MELANOMA METASTATICO

BRAF mutato BRAF wild type
1 linea BRAF i o anti-PD1 Anti-PD1

2 linea Anti-PD1 o BRAFi Anti-CTLA4

3 linea Anti-CTLA4 Altri target o CT o 
BSC

4 linea Altri target (cKit) o 
CT o BSC

Altri target (cKit)  
o CT o BSC
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NO SPECIFIC ORDER: 
HETEROGENEITY OF APPROACHES

• Consensus and institutional preference
• Geographical regulatory status 
• Availability of treatment modalities

• Age of the patient
• Comorbidities
• Patient compliance
• Clinical features



Clinics Stag
e

T N M B Definition Median
Sur

(yrs)

10-year
OS (%)

EA
RL

Y-
ST

AG
E

IA T1 N0 M0 B0-1 Patches (T1a) or plaques (T1b)
< 10% body surface area

35.5 80-100

IB T2 N0 M0 B0-1 Patches (T2a) or plaques (T2b)
> 10% body surface area

21.5 58-75

IIA T1-T2 N1-N2 M0 B0-1 Nodal enlargement without
histological involvement

15.8 45-52

AD
VA

NC
ED

-S
TA

GE

IIB T3 N0-2 M0 B0-1 Skin tumours 4.7 20-39

IIIA T4 N0-2 M0 B0 Erythroderma with no blood
involvement

4.7 20-40

IIIB T4 N0-2 M0 B1 Erythroderma with low tumor
burden in the blood

3.4 25

EXTRACUTANEOUS 
INVOLVEMENT

IVA1 T1-4 N0-2 M0 B2 Blood involvement 3.8 18

IVA2 T1-4 N3 M0 B0-2 Nodal involvement 2.1 15

IVB T1-4 N0-3 M1 B0-2 Visceral involvement 1.4 NR



MYCOSIS FUNGOIDES
EARLY vs ADVANCED PHASE DISEASE

EARLY ADVANCED
% patients 70% 30%
Stage IA – IB -IIA IIB-III-IV
Lesion
morphology

Patch 
plaque

Tumour
erythroderma

Extracutaneous
involvement

Extremely
rare

Significant

Quality of life Impaired Severely
impaired

Prognosis Very good Poor
Therapy SDT Systemic + SDT

Chemo / HSCT



ISSUES FOR THE MANAGEMENT OF TREATMENT IN MF

EARLY ADVANCED

Decision whether to treat or not the 
disease is related to the patient age, 
lesion site, associated symptoms and 
evolutivity

High clinical need of effective treatments

The objective of the therapy is not to 
induce the complete remission, but a 
significant improvement both from the 
clinical and quality of life point of view

Need of biomarkers to identify the best 
treatment and the most responsive 
patients

If SDT and immune modulators do not
manage to induce a significant response
but the patient still maintains only
patches, there is no indication to use a 
therapy approach of advanced stage

Mantainance
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SECOND LINE 



MF/SS THERAPY AT A GLANCE: SECOND LINE
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MF-CTCL stage-based treatment (EU overview)  

Adapted from Trautinger F, et al. Eur J Cancer. 2017;77:57-74.

Stage IA Stage IB, IIA Stage IIB Stage III Stage IVA, IVB

Early-stage MF-CTCL Late-stage MF-CTCL
Topical costicosteroids

UVB
Topical chlormethine

PUVA
Localized RT

ECP
Alemtuzumab

CHOP
TSEB

Gemcitabine
PEG-doxorubicin

Allo-SCT

First line
Second line

(Low-dose) MTX
Bexarotene (retinoids)

Interferon





MF/SS linee guida di terapia
Commissione Linfomi cutanei - FIL 

Coordinate da Nicola Pimpinelli; Autori: Paolo Fava, Silvia Alberti Violetti, Chiara Delfino  



LA TERAPIA DEI CTCL
Strategie di trattamento e ritrattamento

LINEE GUIDA DANNO INDICAZIONI..



VEDI PERO’ ULTIME SLIDES ….



TREATMENT UP- GRADE

STEROIDS + 
UVB

RET/BEXA + 
PUVA TSEBT /CT

ECP / HSCT



TREATMENT DOWN GRADE

UVB RET/BEXA + 
PUVA TSEBT /CT

Wait and see..
Topical steroids



The re-challenge paradigm of CTCL therapy

Topical
steroids

PUVA

TSET

gemcitabine

PUVA



LA TERAPIA DEI CTCL
Strategie di trattamento e ritrattamento

LINEE GUIDA DANNO INDICAZIONI MA ….

UP – AND DOWN-GRADE DELLE TERAPIE, RE-CHALLENGE COME 
ELEMENTI CARATTERIZZANTI LA TERAPIA DEI CTCL



BASIC QUESTION..

• HOW MF/SS CTCLs ARE TREATED 
WORLDWIDE IN A REAL WORLD SETTING



YOUN KIM, STANFORDJULIA SCARISBRICK, BIRMINGHAM



Materials & Methods: 
853 patients stage IIB or higher diagnosed from January 2007 with 
treatment information retrospectively collected from 21 centres (14 
European, 4 USA, 1 Australian, Brazilian and Japanese)
The objectives were: 
• to analyze treatment distribution according to geographical areas, 

stage and age of advanced-phase MF/SS patients; 
• to ascertain the association between these parameters and 

survival. 



Distribution of treatments performed in time (percentage of patients treated with that therapy out of the total no. of 
patients treated in a given treatment line) in the first 10 treatment lines.

Most commonly used first approaches were extracorporeal photochemotherapy (ECP), bexarotene and phototherapy. 
As treatment numbers increased, they included poly-chemotherapy, total-skin-electron-beam therapy (TSEBT), 
histone-deacetylase inhibitors (HDACi), pegylated doxorubicin and allogeneic transplantation. 

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

ECP (alone or in combination) 18.6 13.3 6.3 5.8 6.4 4.8 2.8 7.7 9.4 5.3 0.952

Bexarotene 11.3 12.8 10.3 7.4 7.4 5.6 4.2 1.9 6.3 10.5 0.001

Phototherapy (alone or in combination) 9.5 5.9 3.5 3.4 3.5 2.4 2.8 1.9 5.3 0.949

Methotrexate 8.8 5.9 7.0 6.8 4.5 9.6 6.9 9.6 6.3 10.5 0.232

Interferon 7.7 7.7 10.8 8.5 8.4 4.8 5.6 1.9 3.1 5.3 0.616

Local RT 7.3 5.7 7.0 5.1 5.0 8.0 6.9 7.7 6.3 5.3 0.442

Gemcitabine 6.2 5.6 6.8 6.1 4.0 8.8 1.4 1.9 0.378

Polychemotherapy 5.3 9.2 9.8 9.8 10.4 10.4 16.7 13.5 9.4 26.3 <0.0001

TSEBT 4.5 7.9 7.0 5.7 9.4 6.4 6.9 9.6 6.3 5.3 0.028

Chlorambucil 3.6 2.5 2.1 2.7 2.0 1.6 1.9 0.067

HDACi 2.9 5.6 5.4 12.5 5.5 8.8 11.1 1.9 9.4 <0.0001

Other Retinoids 2.7 2.7 1.9 1.0 1.4 3.1 0.029

Pegylated Doxorubicin 1.8 4.7 4.4 3.7 10.9 4.8 5.6 5.8 12.5 5.3 <0.0001

Alemtuzumab 1.3 2.9 3.5 3.4 2.0 2.4 5.6 1.9 3.1 15.8 0.006

Interferon plus Bexarotene or Other Retinoids 0.8 0.5 0.7 0.3 0.020

Other Monochemotherapy 0.7 1.7 2.1 2.0 3.0 3.2 5.6 5.8 6.3 <0.0001

Denileukin Diftitox 0.5 0.3 0.7 0.7 1.0 1.4 3.9 6.3 0.008

Brentuximab vedotin 0.4 0.7 4.0 2.4 3.0 5.6 5.6 1.9 <0.0001

Pralatrexate 0.2 0.8 1.4 2.0 1.0 1.6 1.4 5.8 3.1 <0.0001

Topical Nitrogen Mustard (Mechlorethamine) 0.1 0.2 0.5 1.6 1.9 0.001

Mogamulizumab 1.2 0.9 2.4 2.5 2.4 2.8 5.8 3.1 <0.0001

Transplantation 1.0 2.3 6.4 6.4 4.8 4.2 5.8 6.3 5.3 <0.0001

Zanolimumab 0.2 0.2 0.3 1.9 0.003



Therapy 1st 2nd 3rd 4th 5th 6th 7th 8th 9th 10th
Bexarotene 17.2 13.8 6.3 9.1 2.7 4.3 14.3
Local RT 17.2 13.3 14.6 12.7 12.3 25 13.0 13 11
Phototherapy (alone or in combination) 11.7 7.8 7.0 6.4 8.2 5 8.7 6.7 14.3
TSEBT 10.4 15.1 10.8 7.3 5.5 13 8.7 13 22 14.3
Gemcitabine 9.1 5.5 7.0 8.2 4.1 7.5 4.3 6.7

Methotrexate 20.5 11.4 16.7 11.9 21.1 9.1
ECP (alone or in combination) 15.4 20.3 7.4 9.5 7.7 9.1 12.5 33.3 50.0
Phototherapy (alone or in combination) 15.4 8.9 3.7 2.4
Bexarotene 9.4 15.2 7.4 11.9 11.5
Interferon 7.7 5.1 14.8 11.9 19.2 5.3 9.1

ECP (alone or in combination) 35.6 11.8 12.8 15.0 6.7 11.1
Methotrexate 15.1 7.8 2.6 5.0 13.3 11.1
Bexarotene 6.8 13.7 10.3 15.0 20.0 11.1 20.0 100
Phototherapy (alone or in combination) 6.8 7.8 5.0
Interferon 5.5 11.8 15.4 10.0 13.3 22.2 20.0 100.0

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
Metotrexato Sale Sodico 8.1 5.4 2.6 3.4 16.7

IIB

IIIA

IIIB

IVA1

IVA
2-B



Distribution of first 
treatment line between 
USA and non-USA 
centres

Differences in treatment 
modalities, partly due to 
difference in drug
availability, were found
between USA (bexarotene, 
ECP, HDACi most
frequently prescribed
independently from 
stage/age) and non-USA 
centers (phototherapy, 
IFN, chlorambucil and 
gemcitabine). 



Overall survival estimated with Kaplan Meier curves by age, stage and 
geographical areas. 

In the first multivariate analysis, end-point was death due to 
any cause and explanatory variables were age, stage and 
geographical site: age and stage exhibited prognostic 
significance whilst the geographical site was not associated 
with mortality.



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

In the second multivariate analysis, death and change of therapy were 
considered as competing risk events and first-line treatment was included 
among predictors: first-line treatment was selected as independent prognostic 
variable (p=0.008), both mono- and poly-chemotherapy being associated with 
higher mortality.



Conclusions: 

• This unique large multi-centre retrospective study shows the 
heterogeneity of treatment approaches in advanced MF/SS and their 
high clinical treatment need. 

• In spite of different availability and use of treatments in USA vs non-USA 
centres, these were not related to survival outcome

• These data reveal that taking stage into account, chemotherapy as first 
treatment is associated to a higher risk of death and thus other 
therapeutic options should be preferable as first treatment approach. 



Porcu PG, et al. BJH 2012



Immunopathogenesis

CCL, CC chemokine ligand; 
CLA, cutaneous lymphocyte-associated antigen; IgE, immunoglobulin E.

Adapted from Kim EJ, et al. J Clin Invest. 2005;115:798-812.



Cancer 2012



GILC: casistica MF retrospettiva (n=1422)

Quaglino P, et al. Studio GILC, Cancer 2012



PROCLIPI is an international prospective
database in which all the new cases of mycosis
fungoides(MF)/Sézary syndrome are registered
after central clinico-pathological review to 
confirm diagnosis. 

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.



Parameter Number %
Male 243 62%
Female 152 38%

Age median (range) 56 (5-97)

mSWAT median (range) 10 (0.3-120)

Europe 349 88%
Outside Europe 46 12%

Stage IA 198 50%
Stage IB 164 42%
Stage IIA 33 8%

T1a 113 29%
T1b 96 24%
T2a 80 20%
T2b 106 27%
Patches only T1a+T2a 193 49%
Patches + plaques T1b + T2b 202 51%

FMF 71 18%

PATIENT 
POPULATION

395 
“early stage MF” 
(stage IA, IB, IIA) 
included in the 
database after
passing central
review process
from january 2015 
to december 2018



Summary of treatments registered at first visit (first-line therapies)

Topical steroids UVB PUVA Nitrogen mustard
Topical BiCNU Local RT SYSTEMIC +PHOTO ECP
Retinoids Bexarotene MTX IFN

20%

20%
42%



La terapia nel paziente
ricaduto/refrattario con CTCL

2nd line
(n; %)

3rd line
(n; %)

4th line
(n; %)

>4 lines
(n; %)

IA
(n=207)

72; 35% 24; 12% 4; 2% 5; 2%

IB (n=188) 65; 35% 28; 15% 10; 5% 15; 8%

IIA (n=29) 28; 96% 5; 17% 3; 10% 5; 17%

ALL
(n=424)

165; 39% 57; 13% 17; 4% 25; 6%

FMF
(n=82)

32; 39% 10; 12% 6; 7% 9; 11%

Further treatment lines according to stage 



Summary of treatments according to the therapy line 

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

first line

second line

third line

4th line

5th line

expectant SDT Systemic

7% 11%82%

76%                                                                24%

65%                                                                35%

62%                                                                38%

1st vs 2nd line
Chi square: 11,188
P<0.001



Treatment All (n; %)
N=395

IA (n; %)
N=198

IB (n;%)
N=164

IIA (n;%)
N=33

Expectant 29
(7%)

17
(9%)

9
(5%)

3
(10%)

SKIN-
DIRECTED

322
(82%)

168
(85%)

131
(80%)

23
(70%)

SYSTEMIC 44
(11%)

14
(6%)

23
(14%)

7
(20%)

Summary of treatments registered at first visit (first-line therapies) 
and according to the stage

The percentage of patients undergoing a first-line systemic
approach increased from stage IA to IB to IIA paralleling a decrease
in skin-directed therapies (SDT)(particularly in stage IIA. The 
difference between stage IA-IB and IIA was statistically significant
(chi square:15.398; p<0.0001).



Treatment T1a (n; %)
N=113

T1b (n;%)
N=96

T2a (n;%)
N=80

T2b (n; %)
N=106

Expectant 8 (7%) 9 (9%) 8 (10%) 4 (3%)

SKIN-
DIRECTED

100 (89%) 76 (79%) 67 (84%) 79 (75%)

SYSTEMIC 5 (4%) 11 (12%) 5 (6%) 23 (22%)

Summary of treatments registered at first visit (first-line therapies) 
and according to T score

T1a T2a

SDT SYSTEMIC EXP

87%

5%

T1b T2b

SDT SYSTEMIC EXP

77%

17%

Chi square: 13,159
P<0.001



CLINICAL PARAMETERS RELATED WITH A MORE 
FREQUENT FIRST SYSTEMIC APPROACH

0 20 40 60 80 100 120 140 160 180

mSWAT median <=10

mSWAT median >10

SYSTEMIC SDT

7%

15%

Chi square: 6.222; p=0.013



CLASSIC vs FMF MF

The percentage of patients treated as first line with a systemic approach
(immune modifiers or retinoids) was significantly higher than in classic MF 
(24% vs 12%), whilst the percentage of patients treated by SDT was
significantly lower (chi square: 10.779; p=0.0010).

0 10 20 30 40 50 60 70 80 90

CLASSIC

FMF

SYSTEMIC SDT

24%

CLASSIC vs FMF MF

12%



LA TERAPIA DEI CTCL
Strategie di trattamento e ritrattamento

LINEE GUIDA DANNO INDICAZIONI MA ….

UP – AND DOWN-GRADE DELLE TERAPIE, RE-CHALLENGE COME 
ELEMENTI CARATTERIZZANTI LA TERAPIA DEI CTCL

PARAMETRI CLINICO-BIOLOGICI NUOVI SONO NECESSARI PER 
STRATIFICAZIONE DI PAZIENTI..



T2a T2bTNMB stage IB or IIA



Stadio IIB



• stage IV
• age>60years
• large-cell transformation
• increased LDH 



the advent of next-generation high-throughput DNA sequencing has
revolutionized the diagnosis of MF. MF is nearly always a malignancy of CD4+ T 
cells with an αβ T cell receptor, encoded by the TCRA and TCRB genes (3). High-
throughput sequencing of the TCRB gene can not only identify the unique T cell
clone in MF, but can precisely determine the tumor clone frequency.



Langerin: cellule di Langerhans
CD303: PDc
Arginase-1: MDSc

MODIFICAZIONI IN 
MICRO-ENVIRONMENT



LA TERAPIA DEI CTCL
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UP – AND DOWN-GRADE DELLE TERAPIE, RE-CHALLENGE COME 
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NUOVI TARGET, NUOVI FARMACI E NUOVI STUDI





CD30

CCR4

PD-1

CD158/KYR

JAK1/3

STAT3/5 MiR-155

Brentuximab
vedotin

IPH4102
anti-

KIR3DL2

M
ogam

ulizu

m
ab

Nivolumab
Pembrolizu

mab
Atezolizum

ab
Tofacitinib
Ruxolitinib

Cobomarsen

NFkB

Bortezomib

Epigenetic DNA/histone
methylation/acetylation HDAC 

inhibitors

See ref 32, 116-128



New drugs and new studies in CTCL
Target Drug Phase No of

pts
Inclusion ORR Disease outcome Drug

approval
CD30 Brentuximab

vedotin
III randomized vs best
clinical choice (bexarotene
or methotrexate) 118

128 CD30-positive mycosis fungoides or
primary cutaneous anaplastic large-
cell lymphoma

56.3% vs 12.5% (ORR4); MF
IIB: 63%;CD30+
anaplastic:75%

Median PFS:    16.7 vs 3.5 months FDA/EMA

CCR4 Mogamulizumab III randomized vs
vorinostat 32

372 MF/SS stage Ib to IV with at least one
systemic therapy.

28% vs 5%; RR in SS 37%;
68% in the blood

PFS median 7.7 vs 3.1; p<0.0001 FDA/EMA

HDAC Vorinostat Open-label phase IIb trial
119

74 IB-IVA MF/SS, at least two prior
systemic therapies, at least one of
which bexarotene

29.7% (32% pruritus relief) Median DOR NR (>185 days).
Median TTP 4.9 mo, 9.8 months
stage IIB or higher responders.

FDA

HDAC Vorinostat II 120 33 Refractory CTCL 24% RR; 14/31 patients had
pruritus relief (45%)

Median DOR: 15.1 weeks;
median TTP: 30.2 weeks

FDA

HDAC Romidepsin pivotal, single-arm, open-
label, phase II 122

96 stage IB-IVA CTCL at least 1 prior
systemic therapy

RR=34%, 38% IIB-
IV;pruritus relief 43%

Median DOR 15 months FDA

HDAC Romidepsin II 121 84 relapsed or refractory CTCL stage-IA 
to IVB and ECOG 0–2 

RR 35% and 31% for
patients with and without
prior chemotherapy

Median DOR 23 months FDA

HDAC Resminostat III maintenance
randomized vs placebo

190 MF/SS stage IIB to IV in response or
SD after a previous therapy.

- - -

PD-1 nivolumab I open-label dose-
escalation, cohort-
expansion basket 123

13 MF heavily pretreated 15% DOR up to 81 weeks -

PD-1 Pembrolizumab II 124 24 MF/SS patients (23 of 24 with stage
IIB to IV) and heavily pretreated

38 8 durable responses (median
DOR not reached > 58 weeks)

-

PD-1 Atezolizumab II 25 stage IIb-IV MF/SS patients
relapsed/refractory

- - Trail
ongoing

CD158k IPH4102 I open-label dose-
escalation and cohort
expansion 126

44 dose-escalation: relapsed/ refractory
CTCL stage>=IB, at least 5% skin-
infiltrating or phenotypically
abnormal circulating T-cells
expressing KIR3DL2; cohort
expansion: SS/MF patients with large
cell transformation, independently
from KIR3DL2

36.4%; in SS 42.9% global
and 55.9% in the blood

Median DOR: 13.8 months -

PI3K-δ,γ duvelisib I 127 19 CTCL 31.6% - -
NfKb Bortezomib II 128 12 CTCL 67% DOR from 7 to > 14 months -
miR-155 MRG-106,

cobomarsen
II randomized versus
vorinostat

126 CTCL and ATLL - - Trial
ongoing



AIFA 
RIMBORSABILITA’: 

CTCL CD30+ 
SOTTOPOSTI A 

1 PREC TERAPIA 
SISTEMICA



Endpoint

Brentuxima
b vedotin

N=64

Physician’
s Choice

N=64

Difference 
Between Arms

(95% CI)
Statistical 

Significance
Primary endpoint

ORR4, n (%) 36 (56.3%) 8 (12.5%) 43.8% (29.1, 
58.4) p<0.0001

Key secondary endpoints
CR, n (%) 10 (15.6%) 1 (1.6%) 14.1% (-4.0, 

31.5) p=0.0046 adj

Median PFS, months 16.7 3.5

p<0.0001 adj

HR=0.270 
(95% CI: 0.169, 

0.430)
Mean maximum 
reduction in Skindex-29 
symptom domain, points

-27.96 -8.62 -18.9 (-26.6, -
11.2) p<0.0001 adj
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1 PREC TERAPIA 
SISTEMICA
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58.4) p<0.0001

Key secondary endpoints
CR, n (%) 10 (15.6%) 1 (1.6%) 14.1% (-4.0, 

31.5) p=0.0046 adj

Median PFS, months 16.7 3.5

p<0.0001 adj

HR=0.270 
(95% CI: 0.169, 

0.430)
Mean maximum 
reduction in Skindex-29 
symptom domain, points

-27.96 -8.62 -18.9 (-26.6, -
11.2) p<0.0001 adj

AIFA 
RIMBORSABILITA’: 

CTCL CD30+ 
SOTTOPOSTI A 

1 PREC TERAPIA 
SISTEMICA



ORR4 and response rates by disease type and 
extent

NA, not applicable

Brentuximab Vedotin Bexarotene or Metotrexato Sale 
Sodico

Total
N = 64
n (%)

ORR4
(%)

ORR
(%)

CR
(%)

Total
N = 64
n (%)

ORR4
(%)

ORR
(%)

CR
(%)

ITT population 64 (100) 56 67 16 64 (100) 13 20 2
MF 48 (75) 50 65 10 49 (77) 10 16 0
Stage

IA-IIA 15 (31) 40 53 7 18 (37) 22 28 0
IIB 19 (40) 63 68 16 19 (39) 5 16 0
IIIA-IIIB 4 (8) 50 75 0 2 (4) 0 0 0
IVA 2 (4) 100 100 50 9 (18) 0 0 0
IVB 7 (15) 29 57 0 0 NA NA NA

pcALCL 16 (25) 75 75 31 15 (23) 20 33 7
Disease involvement

Skin-only 9 (56) 89 89 44 11 (73) 27 45 9
Extracutaneous disease                        7 (44) 57 57 14 4 (27) 0 0 0



Progression-free survival (ITT population)

Assessed by independent review
Bex, bexarotene; MTX, methotrexate
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Number of patients at risk:

Brentuximab vedotin
Methotrexate or bexarotene

Time from randomization (months) 

Log-rank test p-value:  <0.001
Hazard ratio (95% CI): 0.270 (0.169, 0.430)
Median (months):   BV: 16.7; MTX or Bex: 3.5
Number of events:   BV: 36 MTX or Bex: 50

Brentuximab vedotin
Metotrexato Sale Sodico or bexarotene

Censored

Censored







ASH 2017 Abstract Summary

Measures of Response by Investigator’s Assessment for 
Mogamulizumab vs Vorinostat

Kim YH, et al. Oral presentation at the 59th Annual Meeting & Exposition  of 
the American Society of Hematology 2017, Atlanta, USA. 
Abstract no. 817. 

Maggiore attività su cellule circolanti B2



Lancet Oncol. 2019 Aug;20(8):1160-1170. doi: 10.1016/S1470-
2045(19)30320-1. Epub 2019 Jun 25.



EORTC – CLTF Study 1652:
Phase II trial of atezolizumab (anti-PD-L1) in the treatment of stage IIb-IV 
mycosis fungoides/sezary syndrome patients relapsed/refractory after a 

previous systemic treatment
SC: Rudolf Stadler (University Hospital Johannes Wesling Klinikum, Minden, Germany)

SC: Robert Knobler (Medical University of Vienna, Vienna, Austria)

SC
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29 ELIGIBLE 
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ATEZOLIZUMAB

1200 mg IV Q3 WEEKS 



SOLAR Phase 2 Clinical Trial Anticipated to Initiate in 2H18 
A Randomized, Open-Label, Parallel-group, Active Comparator, Global Trial in Patients with Stage Ib-III 

Mycosis Fungoides

Primary endpoint:
– Overall Response Rate of four months (ORR4) using Global 

Response Criteria

Key Secondary endpoints:
• Progression-free survival
• Patient reported outcomes

– Pain, itching 

Key inclusion criteria
§ Stage Ib-III
§ Must have received at least one prior therapy for 

CTCL (per NCCN guidelines for generalized skin 
involvement) 

§ mSWAT score ≥ 10

§ No concurrent systemic therapy

Open Label; 
Randomize to:

cobomarsen IV Infusion
vs. 

Vorinostat

Randomize

Cobomarsen 
(282mg IV Infusion)  

n=~65 subjects

Vorinostat
n=~65 subjects

Follow until 
progression 

Follow until 
progression 

Open label 
extension

Interim Futility 
Analysis





EORTC – CLTF Study 1754:
STUDY TO DETERMINE THE AETIOLOGY OF SKIN DRUG REACTIONS WITH 
CHLORMETHINE GEL IN EARLY STAGE MYCOSIS FUNGOIDES
REACH Study (Rash Etiology After CHlormethine gel)



MF: from the pathogenesis to the 
treatment strategy

• MF is believed to originate from the mature, 
memory, tissue-resident T cells expressing skin
homing markers cutaneous leucocyte-
associated antigen and CCR4.

• This straightforward hypothesis explains the 
affinity of MF to the skin and its low capacity
to disseminate to extracutaneous sites. 



MF: from the pathogenesis to the treatment strategy

Some clinical and molecular features of MF are incompatible with the 
model of the skin-resident memory T cell. 

• Why the disease usually starts multifocally indifferent areas of the 
skin rather than at a single site representing the location of the 
founding, transformed T cell. 

• Even profound depletion of lymphocytes in the skin (eg, by 
electronbeam radiation therapy or psoralen UV A therapy) almost
never results in a cure and only provides short-term responses.

• Cells sharing molecular characteristics of malignant T cells in MF 
have been found in the bone marrow of the patients years before
the emergence of skin lesions of the disease and CTCL can be 
transmitted via bone marrow transplant from asymptomatic
donors.



• Analysis of TCR sequences from 29 patients
with MF stage I to IV proved the existence of 
multiple T-cell clones within the tumor cell
fraction

• Multiple neoplastic clones in the peripheral
blood in all examined patients. 

Whole-exome sequencing
approach to detect and quantify
TCR-alfa, bet and gamma 
clonotypes in tumour cell
clusters microdissected from 
MF lesions.



Blood. 2019;134(18):1517-1527

• Circulating neoplastic T-cell clones continuously
replenish the lesions of MF

• Heterogeneity through a “consecutive tumor
seeding” mechanism

• Circulating neoplastic promising target for 
therapy and potential biomarker in MF. 




