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Cutaneous Lymphomas 

ÁDiverse group of lymphoma 

ÁLocalized to the skin 

ÁT-cell and B-cell types 

ÁMycosis fungoides and Sézary syndrome most common types 

 

 

 



Epidemiology 

ÁMost common between age of 50 to 60 years 

Á6.4 per million people in the United States 

ÁMale > female 

ÁAfrican American > Caucasian 

 

 

SEER data: 1973 - 2002 



Etiology 

ÁUnknown 

ÁSome studies have shown links to 

ÁInfectious 

ÁEnvironmental 

ÁGenetics 

 
Á1993-2005 
Á>50,000 users 
ÁLarge prospective cohort 
ÁNo association between glyphosphate and 

solid/lymphoid malignancy 
Á Increased risk of AML in highest exposed 

group 



Cutaneous T cell lymphomas 

Mycosis fungoides 
Å Folliculotropic type 
Å Pagetoid reticulosis 
Å Granulomatous slack skin 

Sézary syndrome 

Primary cutaneous CD30+ lymphoproliferative disorders 
Å Lymphomatoid papulosis (type A-E,  DUSP22-IRF4) 
Å Primary cutaneous anaplastic large cell lymphoma 

Subcutaneous panniculitis-like T cell lymphoma 

Primary cutaneous peripheral T cell lymphoma, rare subtypes 
ÅPrimary cutaneous ɹ  ɻT cell lymphoma 
ÅPrimary cutaneous aggressive epidermotropic CD8+ cytotoxic T cell lymphoma  
ÅPrimary cutaneous acral CD8+ T cell lymphoma (provisional) 
ÅCD4+ small/medium-sized pleomorphic T-cell lymphoproliferative disorder (provisional) 

Primary cutaneous peripheral T cell lymphoma, NOS 

Extranodal NK/T cell lymphoma, nasal type 

Chronic active EBV infection 

The 2018 Updated WHO-EORTC Classification of Hematologic Malignancies 

Willemze et al. Blood 2019; Swerdlow  et al. Blood 2016 



CTCL ς The problems:  

ÁRare 

ÁNot known by many physicians  

ÁMistaken for common skin rashes 

ÁDiagnosis may take up to years 

ÁMultiple skin biopsies may be needed 

ÁWounds 

ÁInfections 

ÁComplications from therapy 

 



Mycosis fungoides: The great imitator 
Zackheim et al. JAAD 2002 

üMycosis fungoides can mimic 
other skin conditions 

üOther skin conditions can mimic 
mycosis fungoides 





Á Vitiligo vs cutaneous T cell lymphoma  

Á 32 year-old female 

Á 10-year history of hypopigmented patches on extremities.  Patches remained flat, now 

development of widespread patches.  

Á Previous tx with topical steroids on and off 

Á PMH:  HTN, asthma 

Á The patient was referred for an aggressive cytotoxic CD8+ lymphoma 

 

Á CD3+CD4-CD8+ BF1+ with variable TIA1 expression and loss of CD7 

 

 

 

 



How do we make a diagnosis? 

ÁClinical appearance 

ÁSkin biopsies 

ÁAdditional tests 

ÁSpecial histologic stains for phenotype (surface 
markers) 

ÁMolecular tests (T cell receptor rearrangement 
analysis) 



Characteristic histology: 

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

2. Epidermotropism  

3. Pautrier microabscesses 

1 

2 

3 



CTCL 

ÁNo single perfect test 

ÁBiopsy 

ÁUntreated skin  

ÁRepeat biopsy if not diagnostic 

ÁDetermine lymphoma subtype 



Mycosis Fungoides 

Á Prototype of CTCL 

Á Low-grade lymphoma 

Á Post-thymic T-cell malignancy (CD4+/CD45RO+) 

Á Malignancy of 3 different T-cell populations: 

Á Features of T-regulatory (CD25+FoxP3+), Th2- and Th17-cell 
phenotype 

Á Th2-driven immunosuppressive properties 

Á Secretion of IL-4, IL-5, IL-6, IL-10 

Á Peripheral eosinophilia, elevated IgE 

Á Decreased antigen-specific T-cell response 

Á Impaired cell mediated cytotoxicity 

Á Patch, plaque, tumors and erythroderma 

Berger C et al. 2005; Dummer R et al. 1996; Krejsgaard T et al. 2010  





Folliculotropic  MF  



Sézary Syndrome 

Á Systemic and aggressive variant  

Á Exfoliative erythroderma 

Á Ectropion, alopecia, palmoplantar keratoderma 

Á Severe pruritus 

Á Circulating, atypical, malignant T-lymphocytes (Sézary 
cells) 





CTCL Staging 

All patients 

Á Physical exam 
Á Skin burden, nodes 

Á Skin biopsy 
Á Immunophenotyping 

Á TCR analysis  

Á CBC, CMP, LDH 

 

 

Selected patients 

Á Sézary cell counts by flow cytometry 
Á CD4+/CD7-; CD4+/CD26-   

Á CD4:CD8 ratio 

Á Molecular analysis/TCR sequencing 

Á HTLV-1 titer 

Á PET/CT scans 

Á Lymph node biopsy 

Á Bone marrow biopsy 



CTCL - Prognosis 

ÁWhat about cure? 

ÁWhat means remission? 

ÁWhat happens if the lymphoma comes back? 

ÁWhat happens if the lymphoma progresses? 

ÁHow long will I live? 

 



ωMost subtypes are indolent 

ωChronic course 

ωRelapses are common 

ωEarly stages have good prognosis 

 

 

 



ü Disease-specific Survival according to (A) Clinical Stage and (B) T Classification 

©2010 by American Society of Clinical Oncology 

Risk of Progression 

ÅT-stage ÅElevated LDH 

ÅFolliculotropic MF ÅPeripheral blood clone 

ÅLarge cell transformation ÅTumor distribution Agar NS et al.  J Clin Oncol 2010 



Cutaneous T Cell Lymphoma 

Clinical Features Malignant Cells Micro-environment 

Prognostication 

Management 

ü What are the key findings that can 
help guide clinical management of 
cutaneous lymphomas? 



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 Ó10% of body 
surface 

30% 

T3: Tumor(s) 15% 

T4: Erythroderma 12% 

Querfeld C & Rosen ST in AbeloffΩs Clinical Oncology, 2013 



Stage-based Treatment Algorithm for Mycosis Fungoides and Sézary Syndrome 

mogamulizumab 



Systemic Agents Approved in CTCL 

Agent (class) Dosage Toxicity N Stage ORR DOR 

Extracorporeal photopheresis 2 consecutive 
days/month 

- 32 Advanced 
stages 

84% (skin) NR 

Denileukin diftitox  

(fusion protein) 

(E7777 currently  in clinical trial) 

18ug/kg/day IV x 5 
days ς q3weeks 

Increased LFTs 

Capillary leak 
syndrome 

71 IB-IVA 30% 4 m 

Bexarotene 

(retinoic X-receptor agonist) 

300mg/m2/daily PO Hypothyroidism 

Hyperlipidemia 

Cytopenia 

62 IIB-IVA 32% 5 m 

Vorinostat  

(class I/II HDAC inhibitor) 

400mg daily PO 

 

Asthenia 

Diarrhea 

Cytopenia 

74 IB-IVB 30% 6 m 

Romidepsin  

(pan HDAC inhibitor) 

14mg/m2/ IV  

1, 8, 15 q month 

Asthenia 

Cytopenia 

96 

71 

IB-IVA 34% 

35% 

15 m 

11 m 

Brentuximab vedotin 

(CD30 Ab linked to anti-
microtubule agent MMAE) 

1.8 mg/kg IV infused 
over 30 minutes 
q3Weeks 

Peripheral 
Neuropathy 

Fatigue 
Neutropenia 

32 

 

48 (MF) 

16 (pALCL) 

IB-IVB  

 

IB-IVB 

70%  

 

65% 

75% 

5 m 

 

15.1 m 

Mogamulizumab 

(CCR4 Ab) 

(1.0 mg/kg) weekly 
x 4 w, then q2weeks 

Nausea 

Chills 

Skin rash 

38 (17 SS) 

 

186 

IB-IVA 28.6/47% 

 

28% /37% 

10.4 m 

 

14 m 



Treatment Principles 

ωEarly stage 

ςPotential for cure 

ςSkin-directed therapies, combination therapies 

ωAdvanced stage 

ςPalliation and control of disease 

ςMultidisciplinary approach 

ςSystemic therapies and combinations 

ωImmune enhancing therapies 

ωCytotoxic response in malignant cells  

 



ÅTopical corticosteroids 

ÅTopical chemotherapy 

ï Nitrogen mustard 

(Mustargen) 

ï Carmustine (BCNU) 

ÅTopical 

retinoids/rexinoids 

ï Bexarotene (Targretin) 

ï Tazarotene 

ÅPhototherapy 
ï NB-UVB 

ï PUVA 

ÅRadiation 
ï Electron beam radiation 

ï Site-directed radiation 

 

Skin-Directed Therapies 




