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Cutaneous Lymphomas 

  Diverse group of lymphoma 
  Localized to the skin 
  T-cell and B-cell types 
  Mycosis fungoides and Sezary syndrome most 

common types 



Epidemiology 
  Most common between age of 50 to 60 years 
  6.4 per million people in the United States 
  Male > female 
  African American > Caucasian 

SEER data: 1973 - 2002 



Etiology 
  Unknown 
  Some studies have shown links to 

  Infectious 
  Environmental 
  Genetics 



WHO-EORTC Classification 
Indolent Behavior 
  Mycosis fungoides and MF variants 
  Primary cutaneous CD30+ lymphoproliferative 

disorders 
  Cutaneous anaplastic large cell lymphoma 
  Lymphomatoid papulosis 

  Subcutaneous panniculitis-like T-cell lymphoma 
  CD4+ small/medium-sized pleomorphic T-cell 

lymphoma 



WHO-EORTC Classification 
Aggressive Behavior 
  Sézary syndrome 
  Extranodal NK/T-cell lymphoma, nasal type 
  Cutaneous peripheral T-cell lymphoma, 

unspecified  
  Epidermotropic CD8+ T-cell lymphoma  
  Gamma-delta T-cell lymphoma 



CTCL – The problems:  

  Rare 
  Not known by many physicians  
  Mistaken for common skin rashes 
  Diagnosis may take up to years 
  Multiple skin biopsies may be needed 



  Mycosis fungoides can mimic other skin 
conditions 

  Other skin conditions can mimic mycosis 
fungoides 



  Psoriasis 

  Eczema 

  Ringworm 

  Contact allergy 

  Drug-rash 

  Vitiligo 





How do we make a diagnosis? 

  Clinical appearance 
  Skin biopsies 
  Additional tests 

  Special histologic stains for phenotype (surface 
markers) 

  Molecular tests (PCR, southern blot) 



1. Upper-dermal band-like 
lymphocytic infiltrate with 
atypical lymphocytes 

2. Epidermotropism  
3. Pautrier’s microabscesses 



CTCL 

  No single perfect test 
  Biopsy 

  Untreated skin  
  Repeat biopsy if not diagnostic 

  Determine lymphoma subtype 



Staging 

  Localized versus widespread 
  Skin 
  Lymph nodes 
  Blood 
  Internal organs  



CTCL Staging 
All patients 
  Physical exam 
  Skin biopsy 
  Blood tests 
  X-ray 

Selected patients 
  Flow cytometry 
  Molecular tests 
  CT scan PET scan 
  Lymph node biopsy 
  Bone marrow biopsy 



Staging is: 

  Important for prognosis 
  Important to know for selecting the best 

treatment option 



CTCL - Prognosis 
  What about cure? 
  What means remission? 
  What happens if the lymphoma comes back? 
  What happens if the lymphoma progresses? 
  How long will I live? 



  Most subtypes are indolent 
  Chronic course 
  Relapses are common 
  Early stages have good prognosis 



Prognosis of 525 patients with mycosis fungoides and 
Sezary syndrome according to their stage. 

Kim YH, et al. Arch Dermatol 139: 857-866, 2003 



Treatment Goals 
  Cure? 
  Complete remission 
  Partial remission 
  Preserve quality of life 
  Reasonable risk-benefit ratio 
  Consider treatment costs 
  Treatment availability 



Treatment Principles 
  Early stage 

  Potential for cure 
  Skin-directed therapies, combination therapies 

  Advanced stage 
  Palliation and control of disease 
  Multidisciplinary approach 
  Systemic therapies and combinations 

  Immune enhancing therapies 
  Cytotoxic response in malignant cells  



Strategies: 
  Treating infections 
  Preserving skin barrier 
  Targeting abnormal clone 
  Preserving cytotoxic response 
  Using skin-directed therapy early in the 

disease 



Skin manifestations of CTCL at diagnosis 

Stage at diagnosis Patients at diagnosis (%) 

T1: Patches/plaques covering <10% of body surface 42 

 T2: Patches/plaques covering ≥10% of body surface 30 

T3: Tumor(s) 15 

T4: Erythroderma 12 



  Topical corticosteroids 
  Topical chemotherapy 

  Nitrogen mustard 
(Mustargen) 

  Carmustine (BCNU) 

  Topical retinoids/rexinoids 
  Bexarotene (Targretin) 
  Tazarotene 

  Phototherapy 
  NB-UVB 
  PUVA 

  Radiation 
  Electron beam radiation 
  Site-directed radiation 

Skin-directed Therapies 



Topical steroids 
  Cream or ointment, 

once or twice daily 
  High response rates 
  Convenient 
  Less expensive 

  Skin irritation, allergy 
  Skin thinning, stretch 

marks 
  Systemic absorption 



Nitrogen mustard (Mustargen) 
  Topical chemotherapy 
  High response rates  
  0.1% – 0.2% aqueous or 

ointment formulation 
  Mechanism of action? 

Immunostimulation? 
  No increased risk of skin 

cancer  

  Skin irritation 
  Darkening of skin 
  May take 6 months or 

longer to clear skin 



Actuarial disease-specific survival rates of 195 patients with 
early disease treated with topical nitrogen mustard 



Light therapy 

  Narrowband UVB  
  Broadband-UVB 
  PUVA 



Phototherapy: 
PUVA or Narrowband-UVB 

  2-3 x week 
  Stops the abnormal proliferation 

of malignant T-cells in the skin 
by preventing the cells from 
duplicating their DNA  

  Highly effective, with 70-90% 
of patients experiencing partial 
or complete response 

  Long-term responses 

  Skin burn 
  Itch 
  Nausea (psoralen) 
  Risk of skin cancer with 

long-term exposure of 
PUVA 



Relapse-free survival 



Overall Survival 
Relapsed/non-relapsed patients = ns 

p = ns 



Retinoids  
  Vitamin A derivatives 
  Applied once daily 
  1% gel 

  Bexarotene gel (Targretin) 
  Tazorac 0.1% gel 

  Response rates between 63% 
and 75% 

  Inhibits growth of tumor cells 

  Redness, itching, 
warmth, swelling, 
burning, scaling, or 
other irritation  

  Increase sensitivity to 
light 

  Expensive 



Off-label Therapies  
  Imiquimod (Aldara) 
  Pimecrolimus (Elidel) 
  Tacrolimus (Protopic) 
  Excimer laser therapy 
  Photodynamic therapy 



Clinical trials 

1.  Nitrogen mustard 0.02% aquaphor versus 
propylene glycol ointment 
  Possibly equally effective 

2.  Lenalidomide 
3.  Pegylated interferon-α 2b 



Treatment recommendations 
  Lymphomatoid papulosis: 
  Observation vs. palliative 

treatment 
  PUVA, NB-UVB, low-

dose methotrexate 
  ALCL: 
  Radiation (localized) 
  Systemic chemotherapy 

(dissem.) 
  Investigational: 
  Monoclonal antibody:  

  anti-CD30 

Bekkenk et al. Blood 2000; 
Querfeld et al. Oncology 2007 



Topical  
     Corticosteroids  

(Class I) 

Bexarotene gel 

               Nitrogen Mustard 

UVB/NB-UVB 

Zic et al. CTCL. In Wintrobes Clinical Hematology, 2004 

Photopheresis ± IFN ± Bex 

Alemtuzumab 

Chemotherapy or SCT 

PUVA (± IFN or ± Retinoid) 

Bexarotene capsules 
Vorinostat 

Denileukin Diftitox 

Spot Radiation Rx 

Bexarotene capsules 



Mycosis fungoides / Sézary syndrome 
Systemic Therapies 



Mycosis fungoides / Sézary syndrome 
Investigational Therapies 



Care and Quality of Life 

  Monitor for cutaneous infections 
  bacterial, viral (herpes, shingles) 

  Monitor for other skin cancers 
  Pruritus, pain 
  Nutritional deficiencies 
  Psychological needs 



Take Home Message 

  Cutaneous lymphoma is not curable, but there is 
much to feel hopeful about 

  There are many available treatment options  
  Research is invaluable and ongoing 
  Ultimate goal to improve survival and quality of life 


