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Frequently Asked Questions 
•  What are the most common clinical-pathological 

entities? 
•  Is the staging system the same as for nodal non-

Hodgkin’s lymphomas? 
•  What are the classification systems? 
•  What are the staging procedures at diagnosis? 
•  What is the prognosis of the most common 

subtypes? 
•  What is the best therapy? 
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Very heterogeneous group of 
diseases for: 

 
•  clinical manifestations 
•  immuno-pathological 

characteristics 
•  prognosis 
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•  Rising incidence 

•  Male prevalence 

•  Advanced age 

Arch Dermatol 2007 
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Classification based on: 
 
- clinical, histopathological, immunophenotypic, 
cytogenetic and molecular features 

Blood 2005;105:3768-3785 
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Mycosis Fungoides 

•  Most common type of CTCL 
•  Male prevalence 

•  Age >55 yrs 

•  Indolent chronic course 

•  Classical progression from 
patch lesions to plaques, 
nodular-tumors and 
erythroderma 
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Sezary’s syndrome 

Sézary A, Bouvrain Y: Erytrodermie avec présence de  cellules monstrueuses  dans  le derme 
et dans le sang circulant . 1938; Bull Soc Fr Derm Symph 45:254. 
Baccaredda A: Reticulohistiocytosis cutanea hyperplastica benigna cum melanodermia. 1939; 
Archiv Dermatol Sifil 179:210.  
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Cutaneous T Lymphomas  
NO MF/SS CD30+ 

•  Anaplastic Large Cell Lymphoma 
(ALCL) 

•  Lymphomatoid papulosis 
•  Borderline Cases 
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•  Papular lesions, necrotic papules, pustules, 
nodular poussée with spontaneous remission 

Ø LyP tipo A: not epidermotropic CD30+ 

Ø Lyp tipo B: MF 

Ø Lyp tipo C: large cells CD30+ 

Lymphomatoid papulosis 
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Large cell lymphoma CD30+ 
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CD56 
BLASTIC PLASMACYTOID 

DENDRITIC CELL NEOPLASM 
(BPDCN) 
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B-cell Cutaneous 
Lymphomas 



PCMZL  
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PCFCL  
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PCLBCL 

Radiation Oncology University of Torino 



CLASSIFICATION & STAGING 

•  In nodal lymphomas: the Ann Arbor system and 
the International Prognostic Index 

•  The Ann Arbor system was not designed for 
staging cutaneous lymphomas 

•  In 1979 à MF co-operative group lead to TNM 
classification of CTCL 

Radiation Oncology University of Torino 



Radiation Oncology University of Torino 

•  Clinical 

•  Histology 

•  Immunopathology 

•  Molecular Biology 



Lymphomatoid 
papulosis 
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CD30 CD56 
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STAGING SYSTEM 
B and T LYMPHOMAS NO MF/SS 

Kim YH, Blood 2007 
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Olsen E et al. Blood 2007; 110: 1713  
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Olsen E et al. Blood 2007; 110: 1713  
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HISTORY 

CLINICAL 

HISTO-
IMMUNOPHATOLOGY 

Pimpinelli N, Olsen EA, Santucci M, et al.  Defining 
early mycosis fungoides. J Am Acad Dermatol. 2005; 
53: 1053-1063. 

DEFINITIVE 
DIAGNOSIS 
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•  Absolute Sézary cell count > 1,000/mm3 
•  CD4/CD8 ratio> 10 

•  CD4+CD7- >= 40% 

•  Aberrant expression of T cell markers 

•  Evidence of a T cell clone (SB, PCR) 

•  A chromosomally-abnormal T cell clone 

•  CD4+CD26- circulating > 30% 
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Staging Exams 
B.O. TC/PET Rx/Eco 

- - - PAP. LINF. 

-  + - SEZARY 

High grade 
or stage IV 

+ - MF IIB-IVB 
 

- - + MF IA-IIA 
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Quaglino P, GILC study, Cancer 2012 
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GILC: retrospective MF series (n=1422) 
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Cutaneous B-Cells Lymphomas 

Primary or secondary? 
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Prognosis? 



Quaglino P, GILC study, Cancer 2012 
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GILC: retrospective MF series (n=1422) 
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Sézary Sindrome: survival according to 
atipical circulating cell rate 

all SS patients
(atypical cells/mm3)
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DFS according to 
disease extent 



Therapy? 
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(POLI)-CHEMOTHERAPY in CTCL: where, 
how, when... 

•  MF: IIB (diffuse disease), III relapse/refractory 
•  Sézary Sindrome: (monoCT), alemtuzumab if high blood 

involvement  
•  T noMF/SS CD30-: diffuse lesions (single?) 

•  T noMF/SS CD30+: ONLY if diffuse lesions and rapid 
decrease (NO Lymphomatoid papulosis) 
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Many “new” cards to play in CTCL… 

•  Bexarotene 
•  Gemcitabine, Peg-Doxo  
•  MoAbs (alemtuzumab, zanolimumab) 
•  Histone deacetylase inhibitors 
•  Forodesine 
•  Lenalidomide 
•  Bortezomib 
•  Brentuximab vedotin 
•  Pralatrexate 
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Bernengo MG, Quaglino P, GIDV 2012 
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B-cells 
lymphomas 



Radiation Therapy Keynotes 
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TSEB was developed at Stanford University 
in 1960, initially with a four-field technique 

and later a six-field technique  
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A 6 MeV modern LINAC in high-dose electron mode 
Angled dual fields  
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The six standing positions for TSEB 
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•  CR rate is dependent on the stage of disease, skin surface dose and energy 
•  CR in stage IA/IB/IIA: 96% 
•  Greater skin surface dose (32-36 Gy) and higher energy (4-6 MeV electrons) 
à higher CR 
•  5 year RFS: 10-23% 

30-36 Gy Stanford  
à ORR 100% 
à  CR 75% in T2, 47% in T3 
à Median response duration in CR: 29 months in T2, 9 months in T3 

A systematic review (metaanalysis) of mostly non-
randomised studies  

Jones et al, 1995 
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TSEB objectives (EORTC consensus) 
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•  3 positions each day à a full cycle of treatment to 
the 6 standing positions over 2 days 
•  DFT 30-36 Gy over 9-10 weeks (2 Gy per cycle) 
•  Possibility of a week gap if skin radiation reaction 
Extra shielding: 

•  eyes 
•  hands 
•  wrists 
•  ears 
•  ankles 
•  feet 
•  penis 
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Jones GW et al, 2002 

Clinical indications (EORTC consensus) 
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Wilson, Arch Dermatol, 2003 

SIDE EFFECTS 
-  fatigue: common, but not severe or debilitating 
-  radiation dermatitis: mild to moderate  
-  alopecia: after 2 weeks of treatment 
-  nails toxicity 
-  oedema of the lower legs 
-  temporary epistaxis 
-  temporary gynaecomastia 
-  parotid swelling 
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LONG-TERM LATE EFFECTS 
-  minor skin atrophy, usually around the wrist or lower 
leg area 
-  permanent alopecia 
-  fingernails and toenails dystrophy 
-  infertility: possible in men, but generally not an issue in 
women 

Wilson, Arch Dermatol, 2003 

To monitor for infection during treatment  
à  in early disease the reported incidence of infection 
is 1%  
à  in advanced disease the incidence of skin infection 
is higher 
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Harrison et al., IJROBP, 2011 

102 MF pts  
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Harrison et al., IJROBP, 2011 

Radiation Oncology University of Torino 

T2 

T3 



Kamstrup et al., IJROBP, 2008 

10 pts with histopathologically confirmed MF T2–T4 N0–N1 M0  
 

TSEB 4 Gy in 4 fractions over 4 successive days 
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Kamstrup et al., IJROBP, 2008 
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Rarely mycosis fungoides can present as a solitary patch and plaque 
 

In this setting local radiotherapy may be curative and the doses used 
have been between 20 and 30 Gy 
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Dose response: 
 
PR with doses as low as 1 Gy 
CR with doses of 7 Gy or higher 
Response rate > 90% 

Recurrence rate: 
 

< 10 Gy à 42% 
10-20 Gy à 32% 
20-30 Gy à 21% 

Hoppe, Dermatologic Therapy, 2003 
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Neelis et al., IJROBP, 2009 

 
31 pts with MF: 
 
82 symptomatic sites 
 
4 Gy in 2 fx à 70% 
failed 
8 Gy in 2 fx à CR 92% 
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Whittaker et al., BJD, 2003 

The current recommended doses in the UK are 8 Gy in 2 
fractions to 12 Gy in 3 fractions for patches, plaques and 

tumours 
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MYCOSIS FUNGOIDES 
Variants and subtypes 
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Liu et al., J Am Acad Dermatol, 2003 

•  56 pts 
à  25 pts PC-ALCL 
à  31 pts LyP 

 
PC-ALCL are very responsive to RT 
•  Relapse rates: 42% 
•  Standard recommended doses: 
30-36 Gy in 2 Gy fx 
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PRIMARY CUTANEOUS B-CELL 
LYMPHOMA 
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Senff et al., Blood, 2008 

PCMZL 132 PCMZL patients treated with RT 
 

130 pts (99%) à CR  
60 pts (46%) à one or more relapses 
3 pts à extracutaneous progression  

 
Reported cumulative RT doses: 

30-45 Gy 
 

Margin of clinically normal skin: 1-5 
cm 
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PCFCL 

Senff et al., Blood, 2008 

460 PCFCL patients treated with RT  
 

Local RT = the first choice of 
treatment  

DFT: 30 Gy (range 20-54 Gy) 
 

CR in all cases 

Three major studies (Eich et al., IJROBP, 2003 – Senff et al., Arch Dermatol, 2007 – 
Smith et al., JCO, 2004)  à relapse rate of 30% 

Italian study (Piccinno et al., IJROBP, 1993) à relapse rate 76% 
 

Variance in techniques used and in the margins of healthy-looking skin included in 
the RT field (range, 0.5-5 cm)  
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Senff et al., Blood, 2008 

PCLBCL – LT 

Radiotherapy is less effective 
 

101 patients  
CR rate 88%  

Relapse rate 58% 
Extracutaneous progression 

30% of patients 
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Senff et al., Blood, 2008 

30-36 Gy 

30 Gy 
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Lowry et al., Radiother Oncol, 2011 
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•  Very heterogeneous 
presentations 

•  Several options 
•  Complex disease 

history 
•  Combination with 

other therapies 
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