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Pazienti con MF in 
stadio iniziale hanno
generalmente una
prognosi eccellente
con sopravvivenza a 
10 anni di oltre
l'80% ma con un 
impatto sulla qualità
di vita.

I pazienti con 
malattia in stadio
tumorale (T3) 
mostrano una
sopravvivenza a 5 
anni fino al 45%.

Stadiazione



First Line

Wait & 
see

Topical 
steroids

nbUVB Topical 
chlormeti

Local RT TSET Interfero
n

Bexarote
ne

MonoCT MTX PoliCT ECP

IA ✅ ✅ ✅ ✅ ✅

IB ✅ ✅ ✅ ✅ ✅

IIA ✅ ✅ ✅ ✅

IIB ✅ ✅ ✅ ✅ ✅ ✅

III ✅ ✅ ✅ ✅ ✅

SS ✅ ✅ ✅ ✅ ✅

IVA-IVB ✅ ✅



Wait & see Topical 
steroids

nbUVB Local RT TSET Interferon Bexaroten
e

MonoCT MTX PoliCT ECP

IA ✅ ✅ ✅

IB ✅ ✅ ✅ ✅

IIA ✅ ✅ ✅ ✅

IIB ✅

III ✅

SS ✅ ✅

IVA-IVB ✅ ✅

Second Line
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Multiple choises
(Etereogeneità di trattamento)

Libertà di scelta del medico

Accessibilità ai trattamenti
Comorbidità

(performance status)
Compliance del paziente



Approccio multidisciplinare

Cutaneous Lymphomas

Dermato-oncologo Radioterapista

Ematologo

Others

Patologo



Stage based therapy
STAGE THERAPY

T1 STEROIDS+/- UVB

T2 RET/IFN/MTX/PUVA

T3 TSEBT/CT

T4 ECP/HSCT





Registro prospettico di casi di linfomi cutanei raccolti worldwide in cui sono stati analizzati I dati delle terapie in 395 pazienti
con micosi fungoide early stage







• Studio retrospettivo su 853 pazienti provenienti da 21 diversi centri nel mondo
• L’obiettivo era quello di analizzare la distribuzione dei trattamenti in base alle aree

geografiche, lo stadio e l’età in pazienti con CTCL in stadio avanzato



• La prima linea più
comunemente
utilizzata è stata la 
fotoferesi, sia da 
sola(10%) o in 
combinazione (8,6%), 
seguita da bexarotene
e fototerapia. 

• Le chemioterapie più
frequentemente
utilizzate come 
trattamento di prima 
linea sono state la 
gemcitabina (6,2%) e 
la polichemioterapia
(5,3%).



Overall survival

• La prognosi, indipendentemente dalla sede geografica, è determinata dallo stadio e dall’età.



Overall survival

Sia la monochemioterapia che la polichemioterapia hanno mostrato un'elevata associazione con un maggior
rischio di cambio di terapia e una ridotta OS.

Chemotherapy as first treatment is associated with a higher risk of death and thus

other therapeutic options should be preferable as first treatment approach.



Obiettivi dello studio

Comunemente, nei CTCL la gemcitabina si somministra ad una dose di 1200mg/m2 di al giorno 1-8-
15 di ciascun ciclo di 28 giorni. Questo schema garantisce la massima efficacia MA con un profilo di 
tossicità che ne limita l’uso prolungato

• Valutazione retrospettiva dell'efficacia di una terapia con
Gemcitabina a un basso dosaggio in pazienti affetti da micosi
fungoide e sindrome di Sézary

• Abbiamo dimostrato che una dose ridotta di gemcitabina (1000 mg
una volta ogni 15 giorni) ha portato a un tasso di risposta globale del
59,5% con un miglior profilo di sicurezza nei pazienti con CTCL
refrattario in stadio avanzato.



• La mecloretamina è un agente alchilante che agisce sulle
cellule in rapida moltiplicazione ed in particolare sui 
linfociti.

• In uso per via sistemica già dal 1947 (Goodman e Gilman) 
per la cura dei Linfomi Cutanei a Cellule T (CTCL), solo nei
primi anni ’60, Richardson e Haserick la usarono
topicamente su un paziente con MF in fase avanzata con 
brillanti risultati.

• Sono seguite sperimentazioni in tutto il mondo e questo
farmaco è diventato una terapia consolidata per la MF in 
fase precoce.

Trattamento topico con mecloretamina della micosi fungoide (Esperienze terapeutiche) Passarini B., Bandini P., Costa A. M., Varotti C. Università degli Studi - Bologna

Mecloretamina





Integrating 
Novel Agents 
into the 
Treatment of 
Advanced 
Mycosis 
Fungoides and 
Sézary
Syndrome
Michael S 
Khodadoust , Er
ic Mou , Youn H 
Kim
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1. Kim YH, et al. Lancet Oncol. 2018;19(9):1192-1204.

MAVORIC: Graphical representation of study design

Abbreviations: AE, adverse event; CTCL, cutaneous T-cell lymphoma; CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance score; IV, intravenous; MF, mycosis fungoides; OD, once daily; SS, Sézary syndrome.

▪ CCR4 expression was not a requirement for participation.1

▪ Patients could continue treatment until disease progression, drug intolerance, or unacceptable toxicity.1
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Primary endpoint (PFS)

Investigator-assessed PFS1

1. Kim YH, et al. Lancet Oncol. 2018;19(9):1192-1204.
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Compartmental responses

Mogamulizumab Vorinostat

Skin
ORR (CR + PR), 

n/Na (%)
CR, n (%)

78/186 (42)
8 (4)

29/186 (16)
1 (1)

Blood
ORR (CR + PR), 

n/Na (%)
CR, n (%)

83/122 (68)
54 (44)

23/123 (19)
5 (4)

Lymph nodes
ORR (CR + PR), 

n/Na (%)
CR, n (%)

21/124 (17)
10 (8)

5/122 (4)
2 (2)

Viscera
ORR (CR + PR), 

n/Na (%)
CR, n (%)

0/3 (0)
0

0/3 (0)
0

Compartmental responses1

a Denominator includes patients with compartmental disease at baseline.
Abbreviations: CR, complete response; ORR, overall response rate; PR, partial response. Table 
elaborated from reference 1.

Time to Compartmental Response (mogamulizumab)2

Blood 1.1 months

Skin 3.0 months

Lymph nodes 3.3 months

Compartmental Duration of Response (mogamulizumab)2

Blood 25.5 months

Skin 20.6 months

Lymph nodes 15.5 months

1. Kim YH, et al. Lancet Oncol. 2018;19(9):1192-1204; 2. Cowan R, et al. JEADV 2021, 35, 2225-2238

Table elaborated from textual data from Ref 2

Table elaborated from textual data from Ref 2
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Management of MAR: Dose Modifications per SmPC

• MAR may be clinically indistinguishable from disease progression; skin biopsy with clinicopathological 
correlation may help to distinguish between the two

1. POTELIGEO® (mogamulizumab) Summary of Product Characteristics (SmPC). Published: 28-Jan-2019. 
Updated: 10-Jan-2020. Accessed: 03-Mar-2021.

- Treatment may continue

- Topical steroids may be 
helpful in managing rash

- Interrupt treatment

- Manage rash until 
resolved to Grade 1 (or 
less)

- Once resolved, 
treatment may resume

- Permanently discontinue 
treatment

- If SJS/TEN suspected, 
discontinue treatment 
and do not resume until 
they are ruled out and 
rash has resolved to 
Grade 1 (or less)

Grade 2-3 
(moderate to severe)

Grade 1 
(mild)

Grade 4 
(life-threatening)

Non promotional material. Reactive use in response to unsolicited request.
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Identifying Skin Rash from Real-World Experience

• Additional awareness and education may be critical to accurately distinguish MAR from disease and to minimise
unnecessary treatment interruption or discontinuation1

• MAR can mimic CTCL lesions and may be mistaken for disease progression,2-5 which can lead to premature 
discontinuation of mogamulizumab treatment

• Monitor patients for rash throughout the treatment course. Skin biopsies are recommended to determine 
whether a rash is drug- or disease-related2

• While awaiting results of biopsy, dermatologic toxicity should be treated as a rash 

1. Wang JY, et al. Am J Surg Pathol. 2020;44(12):1666-1676.
2. Chen L, et al. JAMA Dermatol. 2019;155(8):968-971.
3. Poligone B, et al. Br J Dermatol. 2015;173:1081-1083.  
4. Smith BD, Wilson LD. Cutaneous lymphomas. Semin Radiat Oncol. 2007;17(3):158-68.

5. Denis D, et al. Cancer Manag Res. 2019;11:2241-2251.

Drug eruptiona MF patchb Drug eruptiona MF plaquec

aImage used with permission from JAMA Dermatology  bImage used with permission from Seminars in Radiation Oncology  cImage used with permission from Dove Medical Press

Non promotional material. Reactive use in response to unsolicited request.
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32%

de Masson A, et al. Blood. 2022 Mar 24;139(12):1820-1832

Results: Mogamulizumab-associated rashes correlate with mogamulizumab
efficacy and increased survival in CTCL

Patients’ and rashes’ characteristics





• Peripheral neuropathy in 67% of patients



BV or other SoC in CTCL:
Real World Data from US Centers (#2265)
Barta S. et al. Real-World Treatment Patterns and clinical Outcomes with Brentuximab Vedotin or Other Standard Therapies in Patients with
Previously Treated Cutaneous T-Cell Lymphoma (CTCL): A Retrospective Chart Review Study in The United States

Abstract #2265

Presented at the 64th American Society of Hematology Annual Meeting 2022, December 10–13, 2022, New Orleans, LA, USA.

Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Methods:

Barta S. et al. Abstract #2265
Presented at the 64th American Society of Hematology Annual Meeting 2022, December 10–13, 2022, New Orleans, LA, USA.

33 Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Efficacy: Real World Response Rates

140

Barta S. et al. Abstract #2265
Presented at the 64th American Society of Hematology Annual Meeting 2022, December 10–13, 2022, New Orleans, LA, USA.

Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Conclusions

Barta s. et al. Abstract #2265
Presented at the 64th American Society of Hematology Annual Meeting 2022, December 10–13, 2022, New Orleans, LA, USA.

Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico35



BV + Romidepsin in r/r CTCL: 
Phase 1 Study (#2911)

Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico

Barta S. et al A Phase I Trial Assessing the Feasibility of Romidepsin Combined with Brentuximab Vedotin for patients Requiring Systemic Therapy
for Cutaneous T-Cell Lymphoma

Abstract #2911

Presented at the 64th American Society of Hematology Annual Meeting 2022, December 10–13, 2022, New Orleans, LA, USA.



Methods: Patient eligibility and objectives

BV, brentuximab vedotin; CD30, cluster of differentiation 30; CTCL, cutaneous T-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; 
HDAC, histone deacetylase; MTD, maximum tolerated dose

Primary objective:
• To determine the MTD of romidepsin + BV in patients 

with CTCL

Secondary objectives included:
• Overall safety and tolerability
• Response as measured by Global Response Score1

• Duration of response

Exploratory objectives included:
• Association of CD30 expression and treatment response
• Changes in CD30 expression after one dose of romidepsin

Patient eligibility

• Patients aged ≥18 years with 
stage ≥IB CTCL, good organ 
function, ECOG PS ≤2, Grade <2 
neuropathy, who required 
systemic treatment

• Any degree of CD30 expression
was allowed

• Prior use of HDAC inhibitors 
and/or BV were permitted

1. Olsen EA et al. J Clin Oncol 2011;29:2598–607

Barta S, et al. Poster Presentation 2911. Presented at the 64th American Society of Hematology Annual Meeting, December 10–13, 2022
38 Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Results: Efficacy

*Data cut-off: Oct 10, 2022

• Response assessment at data cut-off*
was available for 13 of 15 patients

RESPONSE  
CATEGORY

OVERALL 
RESPONSE

STABLE 
DISEASE

PARTIAL 
RESPONSE

COMPLETE  
RESPONSE

Global response 9/13 (69%) 4 (31%) 8 (62%) 1 (7%)

Skin 10/13 (77%) 3 (23%) 8 (62%) 2 (15%)

Blood 6/6 (100%) 0 (0%) 2 (33%) 4 (67%)

Lymph nodes/  
Viscera

5/7 (71%) 2 (29%) 2 (29%) 3 (42%)

The ORR by GRS was 69% (9/13; n=1 CR)

Both patients with prior HDACi exposure, 
and 2 of 3 with prior BV exposure, 
responded to treatment

BV, brentuximab vedotin; CR, complete response; GRS, global response score; HDACi, histone deacetylase inhibitor; ORR, overall response rate

Barta S, et al. Poster Presentation 2911. Presented at the 64th American Society of Hematology Annual Meeting, December 10–13, 2022
39 Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Authors’ conclusions

BV, brentuximab vedotin; CD30, cluster of differentiation 30; CTCL, cutaneous T-cell lymphoma; HDACi, histone deacetylase inhibitor; MF/SS, mycosis 
fungoides/Sézary syndrome

► In this Phase 1 study, the combination of romidepsin and BV was assessed for the treatment of patients with 
advanced CTCL

► The maximum tolerated dose was identified as:

– Romidepsin at 14 mg/m2 on Days 1 and 15

– BV at 1.2 mg/kg (maximum 120 mg) on Days 1 and 15

► The regimen was well tolerated and efficacious in MF/SS, including heavily pretreated participants with 
advanced disease and prior exposure to HDACi and BV

► Responses occurred in every disease compartment

► Correlative studies, including analysis of changes in CD30 expression after one dose of romidepsin, and 
association of response with CD30 expression, are pending

Given every 28 days for up to 16 cycles

Barta S, et al. Poster Presentation 2911. Presented at the 64th American Society of Hematology Annual Meeting, December 10–13, 2022
153 Materiale per uso interno e/o da utilizzare in modo reattivo a specifiche richieste da parte del medico



Open Questions

• Maggiori studi per le fasi precoci

• Terapie di associazione

• Team multidisciplinare



GRAZIE!!


