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Objectives

• To adopt the “Who-What-When-Where-How-Why?” format to 
better understand and manage cutaneous T-cell lymphoma 
(CTCL)

• To highlight the critical importance of clinicopathologic 
correlation for accurate diagnosis and optimal management

• To appreciate the value of multidisciplinary care

• To recognize that care must be patient-centered and address 
quality-of-life issues in decision-making



Alphabet Soup

• WHO-EORTC 
– World Health Organization-European Research Treatment of Cancer

• USCLC
– United States Cutaneous Lymphoma Consortium

• ISCL
– International Society for Cutaneous Lymphoma

• CLF
– Cutaneous Lymphoma Foundation

• NCCN
– National Comprehensive Cancer Network

• LRF
– Lymphoma Research Foundation



Questions for 
Cutaneous Lymphoma Clinic

• Who

• What

• When

• Where

• How

• Why



Overview

• Who
– Inform diagnosis
– Guide treatment

• What
– Clinicopathologic presentation lead to specific diagnosis (classification)
– Diagnosis  portends prognosis, management

• When
– Evolution updates diagnosis(-es)
– Progression dictates treatment

• Where
– Staging component
– Nuances of therapy

• How
– How  can we help-> management

• Why
– Research into etiopathogenesis



Overall story Cutaneous lymphoma story

• HPI- esp pt concerns

• PMH
– Implications for presentation

– Implications for tx

• SH
– Implications for tx

– Pt concerns

• FH
– Oncologic hx

• How & when did it present?

• Work-up
– Who evaluated pt?

– Histopathology- skin bx, LN bx

– Laboratory studies- bloodwork

– Imaging

• Treatment
– Skin-directed tx

– Systemic tx

WHO is the patient?



Patient #1



Patient #2



Patient #3



Is it “lymphoma”? What type?
• Clinical differential diagnosis

– Inflammatory
• Erythema annulare centrifigum

– “Pseudolymphomas”
– T-cell dyscrasia

• Parapsoriasis
• Pigmented purpura

– Drug-induced MF
– Infectious

• Syphilis

• Pathologic differential diagnosis
– Langerhans cell histiocytosis
– Other histiocytic disorders
– Melanoma

• Primary vs Secondary

• T/NK vs B

• Specific diagnosis

WHAT does the patient have?



Cutaneous T-Cell (and NK-Cell) Lymphomas:  
WHO-EORTC Classification

• Mycosis fungoides
• MF-variants

– Pagetoid reticulosis
– Folliculotropic, syringotropic, granulomatous variants

• Subtype of MF
– Granulomatous slack skin

• Sezary syndrome
• CD30-positive lymphoproliferative disorders

– Lymphomatoid papulosis
– Primary cutaneous anaplastic large cell lymphoma

• Subcutaneous panniculitis-like T-cell lymphoma
• Extranodal NK/T-cell lymphoma, nasal-type
• Primary cutaneous peripheral T-cell lymphoma (PTL), unspecified
• Subtypes of PTL

– Primary cutaneous aggressive epidermotropic CD8+ T-cell lymphoma (provisional)
– Cutaneous gamma/delta-positive T-cell lymphoma (provisional)
– Primary cutaneous CD4+ small/medium-sized pleomorphic T-cell lymphoma (provisional)

• Adult T-cell leukemia/lymphoma
• Angioimmunoblastic T-cell lymphoma



Mycosis Fungoides- Background

• History:  Coined in 1806 by Alibert for resemblance to 
fungating tumors

• Epidemiology:  Male:Female = 2:1; Black > White; Median 
age 55 yo

• Incidence:  0.29/100,000/yr

• Etiology:  ?HTLV-1; ?ionizing radiation; ?chronic antigen 
stimulation (silicone breast implants)



Mycosis Fungoides:  Pathology

• Epidermis
– Epidermotropism of atypical lymphocytes

• Pautrier’s microabscesses

• Haloed lymphocytes along dermal-epidermal junction

– Relative paucity of spongiosis

• Dermis
– Papillary dermal sclerosis

– Lymphocytic atypia



Mycosis Fungoides:  Pathology



Mycosis Fungoides:  Immunophenotype

• CD3 • CD20



Mycosis Fungoides:  Immunophenotype

• CD4 • CD7



Mycosis Fungoides- Variants

Mckee’s Pathology of the Skin.  
Elsevier. 







Cutaneous T-Cell (and NK-Cell) Lymphomas:  
WHO-EORTC Classification

• Mycosis fungoides
• MF-variants

– Pagetoid reticulosis
– Folliculotropic, syringotropic, granulomatous variants

• Subtype of MF
– Granulomatous slack skin

• Sezary syndrome
• CD30-positive lymphoproliferative disorders

– Lymphomatoid papulosis
– Primary cutaneous anaplastic large cell lymphoma

• Subcutaneous panniculitis-like T-cell lymphoma
• Extranodal NK/T-cell lymphoma, nasal-type
• Primary cutaneous peripheral T-cell lymphoma (PTL), unspecified
• Subtypes of PTL

– Primary cutaneous aggressive epidermotropic CD8+ T-cell lymphoma (provisional)
– Cutaneous gamma/delta-positive T-cell lymphoma (provisional)
– Primary cutaneous CD4+ small/medium-sized pleomorphic T-cell lymphoma (provisional)

• Adult T-cell leukemia/lymphoma
• Angioimmunoblastic T-cell lymphoma



CD30+ Lymphoproliferative Disorders: 
Lymphomatoid Papulosis

• Demographics
– Median age:  45

– Male-to-female:  1.5:1

• Chronic, recurrent, asymptomatic, self-healing 
papulonodular/papulonecrotic eruption
– Trunk and limbs

– Lesions and course similar to PLEVA

– Hypopigmented scarring

• Course
– Develops over days/weeks 

– Duration:  months to >40 years



CD30+LPD: 
Primary Cutaneous Anaplastic Large Cell Lymphoma

• Demographics
– Older adults

– Generally older than systemic ALCL with skin involvement

• Skin-colored to erythematous nodules, plaques, and tumors 

• Few to several centimeters in diameter

• Trunk, extremities, and occasionally face, affected

• Ulceration not uncommon



MF vs CD30+LPD?

J Cutan Pathol. 2017 Aug;44(8):703-712.



Integration

MF CD30+ 
LPD

J Cutan Pathol. 2013 Aug;40(8):714-9. 



Integration

J Cutan Pathol. 2017 Apr;44(4):360-366. 



Clinicopathologic Correlation



Evolution of features Implications

• Progression assessment

• Transformation
– MF large cell transformation

• Dual processes
– MF & CD30+ LPD

• Prognosis

• Therapy
– Aggressiveness

– Tx of other malignancy 

• CLL

• Plasma cell dyscrasia

WHEN did this happen?



MF



Staging Testing

• Skin
– Morphology

– BSA

• Reticuloendothelial system
– Lymph nodes

– HSM

• Blood
– B-symptoms

• Skin Biopsy
– H&E
– Immunohistochemistry
– Clonality

• RES
– ?CXR Stage IA/IB
– CT(/PET) for >=Stage I

• Blood
– Labs:  

• CBC 
• LDH
• Chem-7
• LFTs
• Lipids
• TSH
• U/A

– Flow cytometry of peripheral blood 
– Clonality studies of peripheral blood

WHERE is the disease?



WHERE is the disease?

T 
(Tumor):  
Skin

N
(Node):  
Lymph 
node

B
(Blood):  
Blood & 
Bone 
marrow

M
(Metastasis):  
Internal 
organs



Body Surface Area



MF

WHERE is the disease?









Prognosis Treatment

• Staging

• Counseling
– Stage IA, most IB 

• Skin-directed therapy
– Topical steroids
– Nitrogen mustard (mechlorethamine)

• Phototherapy
– PUVA
– N-UVB
– Extracorporeal photophoresis (ECP)

• Systemic therapy
– MTX
– Retinoids

• Bexarotene
• Acitretin 

– HDAC-I
• Vorinostat
• Romidepsin 

– IFN
– Chemotx
– ONTAK
– BMT

HOW can we help?







Stage-Directed Management









Stage-Directed Management

















Patient Centered:
Quality of Life



Patient-Centered, Multidisciplinary Care

Patient

Dermatologist

Oncologist

Radiation 
Oncologist

Radiologist

Pathologist

Family

Quality-of-Life



MF



Medical Documentation

• 1) MYCOSIS FUNGOIDES

• Stage:

• History:

• Work-up:

• Consultations:

• Bloodwork:

•

• Histopathology:

•

• Radiographic Imaging:

•

• Treatment:

• Topical/Intralesional Therapy:

•

• Photo(chemo)therapy/Radiation therapy:

•

• Systemic therapy:

• - Antihistamines:

•

• - Systemic steroids

•

• - Methotrexate

• - Retinoids

•

• - Interferon 

•

• - Vorinostat

•

• - Doxil

• - Gemcitabine 

•

• - Pentostatin

• - Mogamulizumab



Case observations Research questions

• Presentation 
– Unusual hx?

– PE?

– Work-up?

• Therapy 

• Clinical

• Pathologic

• Therapy

WHY did this happen?



MF



Research Into What Lies Beneath?

Clin Cancer Res. 2019 May 
15;25(10):2996-3005.



WHERE?

Skin Staging

WHAT?

Lymphoma? Type

WHO, WHEN?

HPI PMH, SH, FH



HOW HELP OTHERS?

Improved diagnostic criteria, 
classification, prognosis, etc.

Improved management

WHY?

Research into Diagnosis, 
Classification

Research into Therapy

HOW HELP?

Lymphoma therapy Personal, Social, Family Well-being



Conclusions

• “Who-What-When-Where-How-Why?” offers a framework to 
understanding cutaneous T-cell lymphoma (CTCL)

• Clinicopathologic correlation is key to accurate diagnosis and 
optimal management

• Multidisciplinary care coordination is critical

• Optimal care is patient-centered and addresses quality-of-life 
issues in decision-making


