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Primary Cutaneous CD30+ T-cell 
Lymphoproliferative Disorders

• This group includes:

• Lymphomatoid papulosis (LyP)

• Primary cutaneous anaplastic large cell 
lymphoma 

• Distinction between primary cutaneous 
anaplastic large cell lymphoma and LyP not 
always possible

• The clinical appearance and course used a 
decisive criterion for definite diagnosis
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• Diffuse non-epidermotropic 

infiltrates with cohesive sheets 

of large CD30+ tumour cells 

(>75%)

• Immunophenotype: CD4+, 

variable loss of CD2, CD5, 

CD7, CD3; frequent expression 

of granzyme B, TIA1, perforin

• Some cases CD4−/CD8+ or 

CD4+/CD8+

• CD15+ in ≈ 40% of cases; IRF4 

(MUM1)+ in ≈ 100% of cases

Primary Cutaneous 
ALCL (CD30+)

CD30



Primary Cutaneous ALCL (CD30+)

Genetic Profile

•The vast majority of PC-ALCLs dos not carry translocations 

involving the ALK gene, however, unusual cases of ALK+ PC-

ALCL, including cases showing strong nuclear and cytoplasmic 

staining characteristic of the t(2;5) chromosomal translocation and 

cases expressing cytoplasmic ALK protein (indicative of a variant 

translocation), have been reported in children and adults

•Rearrangements of the DUSP22-IRF4 locus at 6p25.3 are found in 

approximately 25% of PC-ALCL cases

•High expression of skin-homing chemokine receptor genes CCR10 

and CCR8 in PC-ALCL

•A novel recurrent NPM1-TYK2 gene fusion, resulting in 

constitutive STAT signalling, has been described in ≈ 4%  of 

primary cutaneous CD30+ TCLPD
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Cutaneous manifestations of 
chronic active EBV infection

• Definition

Cutaneous manifestations of chronic active EBV 

infection include hydroa vacciniforme–like 

lymphoproliferative disorder (HV-like LPD) and 

severe mosquito bite allergy. Both conditions 

present primarily in children/adolescent and are 

associated with a risk of progression to systemic 

EBV-associated NK/T-cell lymphoma. HV-like LPD 

is derived from T cells, whereas severe mosquito 

bite allergy is more often of NK-cell origin.



Cutaneous manifestations of 
chronic active EBV infection

• Clinical features

HV-like LPD affects the 
skin of the face, the 
dorsal surface of the 
hands, and the ear lobes. 
In more severe cases, 
systemic symptoms may 
be present in addition to 
extensive skin lesions. 
In severe mosquito bites hypersensitivity, skin lesions at 
the site of the mosquito bite typically show erythema 
and bullae that subsequently become necrotic and 
ulcerated. The lesions eventually heal, with scarring. 
Systemic symptoms can be present



Cutaneous manifestations of 
chronic active EBV infection

• Histopathology

The characteristic histological 
feature of HV-like LPD is 
intraepidermal spongiotic 
vesiculation. The infiltrate is 
mainly located around 
adnexa and blood vessels, 
often with angiodestructive 
features. The neoplastic 
cells are generally small to 
medium-

A

EBERCD8

CD3

sized, without substantial atypia. The cells have a cytotoxic T-cell 
phenotype. Most cases are CD8+; a few are CD4+. Some cases 
show an NK-cell phenotype (CD56+). CD30 is often expressed in 
the infiltrating EBV+ T cells. LMP1 is usually negative



Cutaneous manifestations of 

chronic active EBV infection

• Histopathology

In mosquito bite allergy, the skin at 

the site of the bite exhibits 

epidermal necrosis and ulceration. 

The dermis shows oedema, and a 

polymorphic infiltrate that 

extends to subcutaneous tissue. 

Polymorphonuclear leukocytes 

and eosinophils with admixed 

nuclear debris, as well as 

extravasated red blood cells, are 

common.



Cutaneous manifestations of 

chronic active EBV infection

• Genetic profile

Most cases of HV-like LPD have clonal 

rearrangements of the TCR genes and in situ 

hybridization for EBER is positive. LMP1 is negative 

immunohistochemically, but it can be detected in the 

peripheral blood by PCR in most cases, indicating 

type II EBV latency. In both HV-like LPD and severe 

mosquito bite allergy, EBV is clonal. 
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Primary Cutaneous Peripheral T-cell 

Lymphomas

On the basis of characteristic clinicopathological and 

prognostic features, four subtypes of cutaneous T-cell 

lymphoma were defined: primary cutaneous γδ T-cell 

lymphoma, primary cutaneous CD8+ aggressive 

epidermotropic cytotoxic T-cell lymphoma, primary 

cutaneous acral CD8+ T-cell lymphoma, and primary 

cutaneous CD4+ small/medium T-cell 

lymphoproliferative disorder. The last three entities are 

considered to be provisional.
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CD4+ Small/medium T-cell 
Lymphoproliferative Disorder

Characterized by a 

predominance of small to 

medium-sized CD4+ 

pleomorphic T cells, 

presentation with a solitary 

skin lesion, and no evidence of 

the patches or plaques that are
typical of mycosis fungoides. Cases have the same 

clinicopathological features and benign clinical course as 

cutaneous pseudo-T-cell lymphomas with a nodular 

growth pattern(therefore,“lymphoproliferative disorder”).



Peripheral T-cell Lymphoma NOS

• Cases presenting with 

widespread skin lesions, 

large rapidly growing 

tumours, and/or a high 

proliferation rate do not 

belong to the group of CD4+ 

lymphoproliferative disorder

• Such cases usually have a

more aggressive clinical behaviour and are better 

classified as peripheral T-cell lymphoma NOS



CD4+ Small/medium T-cell 
Lymphoproliferative Disorder

• Dense, nodular or diffuse 
infiltrates within the dermis 
with tendency to infiltrate the 
subcutis

• Epidermotropism may be 
present focally

• Predominance of 
small/medium-sized 
pleomorphic T cells (large 
cells <30%)

• Considerable admixture with 
reactive CD8+ T-cells, B-cells, 
plasma cells, and histiocytes



CD4+ Small/medium T-cell 
Lymphoproliferative Disorder

• Immunophenotype: CD3+, 

CD4+, CD8–, TIA1/ Perforin/ 

GrB–, CD30–, Ki-67+: 5-20%

• A variable proportion of 

atypical CD4+ T cells,  

grouped in small clusters and 

pseudorosettes around B‐cells, 

express PD1 (CD279), ICOS, 

BCL-6, and CXCL13, 

suggesting derivation from  

TFH cells 

CD4
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• TFH cells express PD-1, BCL6, ICOS and CXCL13, 
together with the highest levels of CXCR5, a chemokine 
receptor which defines follicular homing

• Due to the expression of PD-1, BCL6, ICOS and 
CXCL13, CD4+ SM-TCLD has been suggested to be a 
TFH-cell-derived disorder

• However, the consistent lack of CXCR5 in lesional cells 
argues against TFH cell derivation

• CD4+ SM-TCLD may represent the counterpart of a 
unique T helper-cell population that provides help to B 
cells outside the follicles. Unlike TFH cells, these 
extrafollicular PD-1+/BCL6+/ICOS+ T helper cells do 
not express CXCR5




