
THE HISTOLOGICAL DIAGNOSIS OF 

CUTANEOUS T CELL LYMPHOMA  

DERMATOPATHOLOGY WORKSHOP  

ARAB DIVISION OF THE IAP  

DUBAI, NOVEMBER 2015  

Dr Eduardo Calonje MD 

St Johns Institute of Dermatology 

London, UK 





WHO CLASSIFICATION OF CUTANEOUS 
LYMPHOMAS 

Mature T-cell and NK-cell neoplasms 
 ÅMycosis fungoides (MF)  

ÅMF variants and subtypes 

        Folliculotropic MF 

        Pagetoid reticulosis 

        Granulomatous slack skin 

ÅSezary syndrome  

ÅAdult T-ŎŜƭƭ ƭŜǳƪŀŜƳƛŀ ѷ ƭȅƳǇƘƻƳŀ  

ÅPrimary cutaneous CD30+ lymphoproliferative disorders 

        Primary cutaneous anaplastic large cell lymphoma  

        Lymphomatoid papulosis 

ÅSubcutaneous panniculitis-like T-cell lymphoma 

Å9ȄǘǊŀƴƻŘŀƭ bY ѷ ¢-cell lymphoma, nasal type  

ÅPrimary cutaneous peripheral T-cell lymphoma, rare subtypes 

        Primary cutaneous aggressive epidermotropic CD8+ T-cell lymphoma (provisional) 

        tǊƛƳŀǊȅ ŎǳǘŀƴŜƻǳǎ ƎŀƳƳŀ ѷ ŘŜƭǘŀҌ ¢-cell lymphoma (provisional)   

        tǊƛƳŀǊȅ ŎǳǘŀƴŜƻǳǎ /5пҌ ǎƳŀƭƭ ѷ ƳŜŘƛǳƳ-sized pleomorphic T-cell lymphoma (provisional) 

 

 



 WHO CLASSIFICATION OF CUTANEOUS 
LYMPHOMAS 

Mature B-cell neoplasms 
 

ÅExtranodal marginal zone lymphoma of mucosa-associated 
lymphoid tissue (MALT lymphoma) 

ÅPrimary cutaneous follicle centre lymphoma  

ÅDiffuse large B-cell lymphoma, NOS 

ÅPrimary cutaneous diffuse large B-cell lymphoma, leg type 

ÅIntravascular large B-cell lymphoma 

 

 



WHO CLASSIFICATION OF MYELOID 
NEOPLASMS 
Acute myeloid leukemia and related 
neoplasms 
ÅBlastic plasmacytoid dendritic cell neoplasm 
 

This rare and aggressive hematopoietic neoplasm has been 
renamed several times in previous years:   

 Blastic NK-cell lymphoma 

 Agranular CD4+natural killer cell leukaemia 

 Agranular CD4+CD56+ haematodermic neoplasm 



CUTANEOUS LYMPHOMAS 

ÅPrimary cutaneous lymphomas are rare 

ÅThird most frequent type of extranodal lymphoma  

    (8% of total) 

ÅCTCL represents up to 60% of primary cutaneous 
lymphomas 

ÅB-cell lymphomas represent up to 25% of primary 
cutaneous lymphomas 



CLINICAL AND HISTOLOGICAL 
DIFFERENCES BETWEEN CUTANEOUS B 

AND T CELL LYMPHOMAS 

CTCL 

ÅUsually evolves through 
stages 

ÅEpidermal changes very 
common 

ÅInvolvement of adnexae + 

ÅSubtle changes in early 
lesions 

CBCL 

ÅTends to present with 
papules and nodules 

ÅEpidermal changes 
uncommon 

ÅRare involvement of adnexae 
(cutaneous) 

ÅMore prominent infiltrate in 
early stages 



IMMUNOHISTOCHEMISTRY IN THE 
DIAGNOSIS OF CUTANEOUS LYMPHOID 

INFILTRATES 
CTCL 

ÅPan-T cell markers:  CD2, CD3, CD5, 
CD7 

Åh  ̡(BF1) ɹ  ɻ(gamma/delta MAb) 

ÅHelper T cells: CD4* (subtypes) 

ÅCytotoxic suppressor T cells: CD8 

ÅTIA-1, granzyme, perforin 

ÅNatural killer cells: CD56 

ÅCD25 

ÅCD30 

ÅDetection of clonality not possible by 
IHC  

CBCL 

ÅPan-B cell markers: CD20, CD19, 
CD79a, Pax5 

ÅBcl-2 

ÅBcl-6 

ÅCD5, CD10 

ÅCyclin D1 

ÅCD21/CD23 (dendritic follicular cells) 

ÅKappa and lambda: light chain 
restriction 



DIAGNOSIS OF PRIMARY 
CUTANEOUS LYMPHOMAS 

ÅClinicopathological correlation is essential to make a diagnosis 

ÅHistological confirmation essential for diagnosis 

ÅImmunohistochemistry and genotypic analysis also important for 
diagnosis 



DIAGNOSIS OF PRIMARY 
CUTANEOUS LYMPHOMAS 

ÅIn B-cell lymphomas, Ig light chain restriction (Igk or Igl 
expression) has been used as a surrogate marker for clonality  

ÅDemonstration of clonality is not absolute confirmation of 
malignancy 

ÅAbsence of clonality does not rule-out the diagnosis of lymphoma 



GENOTYPIC ANALYSIS IN THE DIAGNOSIS 
OF CUTANEOUS LYMPHOMAS 

ÅAnalysis of the T cell receptor and immunoglobulin heavy chain 
genes by PCR (high sensitivy, allows the use of paraffin 
embedded material) 

ÅFalse positives and negatives can occur 

ÅIn CBCL there is a rate of false negative results in up to 20% of 
cases (due to somatic hypermutation) 



MYCOSIS FUNGOIDES 

ÅAbout 70% of cases of CTCL 

ÅIncidence: 0.42 cases/100000 

Å1000 new cases per year 

ÅM>F (3:1) 

ÅWide age range (4th to 6th decades) 

ÅThree stages: patch, plaque, tumour 



MYCOSIS FUNGOIDES 

ÅHistological diagnosis in early stages difficult and often need 
close correlation with clinical presentation and genotypic analysis 

ÅTumour stage MF appearing de novo is no longer accepted as a 
distinctive entity (most previous cases likely to be CD30 (+) 
lymphomas) 

ÅStandard T-cell panel (CD3,CD2,CD5,CD7,CD4,CD8) is  useful to 
distinguish between reactive and malignant (most malignant and 
reactive infiltrates are CD4 +) 



MYCOSIS FUNGOIDES 

ÅLymph node enlargement does not always indicate involvement 
(N1) 

ÅHistologically reactive nodes can show evidence of a clone 
(related to prognosis) 

ÅDetection of the clone in the blood appears to be an independent 
prognostic indicator even for early (stage I) disease 

ÅSome cases of MF are CD8 (+) particularly in children and 
hypopigmented MF 

ÅSome cases with gamma delta phenotype 



HISTOLOGICAL DIAGNOSIS OF 
CUTANEOUS T CELL LYMPHOMA 

ÅThe histological diagnosis of early CTCL may be very difficult as 
findings are often non-specific in the patch stage of the disease 

ÅUsually multiple biopsies over a period of time are necessary for 
confirmation of the diagnosis 

ÅClose clinicopathological correlation and the use of T cell receptor 
gene rearrangement analysis is crucial to confirm the diagnosis 

ÅThe histological diagnosis is easier in the plaque and tumour 
stages of the disease  



HISTOLOGICAL DIAGNOSIS OF 
CUTANEOUS T CELL LYMPHOMA 

ÅA single histological finding does not allow a diagnosis to be made 

ÅA combination of histological features is usually required to reach a 
diagnosis 

ÅImmunohistochemistry is of limited value in early stages of the 
disease (most reactive and neoplastic infiltrates have a T helper 
phenotype) 

ÅLoss of pan-T cell markers common with progression and less 
common in early stages (except for CD7) 



Mycosis fungoides 
Immunohistochemistry 

ÅCD2+, CD3+, CD4+, CD45RO+, 
CD8- 

ÅCD5®, CD7® 

ÅCD25+ in 50% 

ÅCD30 +/- 

ÅTCR gene rearrangements CD3 



Patch stage mycosis fungoides 
Clinical features 

Å0.4 per 105 population 

ÅVariably pruritic, slightly scaly, 
erythematous, irregular and 
asymmetrical patches 

ÅTrunk, limbs/limb girdles, 
breasts & flexures 





 





USEFUL HISTOLOGICAL FEATURES IN THE 
DIAGNOSIS OF EARLY CUTANEOUS T CELL 
LYMPHOMA (MYCOSIS FUNGOIDES) 

ÅColonization of basal keratinocytes by lymphocytes often in an 
indian file pattern **  

ÅLymphocytes with convoluted medium-large nuclei (7-9 um) 
either singly or in clusters either in the superficial dermis or the 
epidermis  **  

ÅPautrier microabscesses (tend to be rare, aggregates of 
Langerhans cells often confused with microabscesses) 



Patch stage mycosis fungoides 
Histological features 

ÅAtypical  enlarged lymphocytes 
(with halos) 

ÅTagging at DE junction 

    (string of pearls) 

ÅtŀǳǘǊƛŜǊΩǎ ƳƛŎǊƻŀōǎŎŜǎǎŜǎ 

 









Plaque stage mycosis fungoides 
Clinical features 

ÅErythematous irregular scaly, 
pruritic plaques 

ÅAnnular and polycyclic or 
serpiginous lesions 

Å10-20% progress to tumor 
stage disease 




