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Cutaneous lymphomas

WHO 5ed    International Consensus Classification 2022

Mycosis fungoides & variants  Mycosis fungoides & variants

Sézary syndrome   Sézary syndrome

Adult T-cell leukemia/lymphoma  Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders Cutaneous CD30+ lymphopr. disorders

   Cutaneous anaplastic large cell lymphoma    Cutaneous anaplastic large cell lymphoma

    Lymphomatoid papulosis      Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous γ/δ T-cell lymphoma  Cutaneous γ/δ T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder Acral CD8+ T-cell lymphoproliferative disorder

Systemic chronic active EBV disease  Chronic active EBV infection

Peripheral T-cell lymphoma, NOS  Peripheral T-cell lymphoma, NOS

Cutaneous marginal zone lymphoma  Cutaneous marginal zone lymphopr. disorder

Cutaneous follicle center lymphoma  Cutaneous follicle center lymphoma

Diffuse large B-cell lymphoma, leg-type Diffuse large B-cell lymphoma, leg-type

Intravascular large B-cell lymphoma  Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer  EBV+ mucocutaneous ulcer



Mycosis fungoides
Represents the most common cutaneous T-cell 
lymphoma and is characterized by a chronic, 
indolent course. Histology shows in early stages 
band-like, epidermotropic infiltrates, sometimes 
with formation of intraepidermal collections of 
lymphocytes (Darier nests). The phenotype is 
mostly CD4+ T-helper (may by CD8+ or γ/δ+). In 
later stages formation of tumors.
Four main clinicopathological variants: 1) "classic"; 
2) adnexotropic; 3) pagetoid reticulosis; 4) 
granulomatous slack skin.







Arch Dermatol 2002;138:527-532



psoriasiform MF

atrophic MF

multiforme-like MF

spongiotic MF





2 biopsies taken on the same day





Poikilodermatic MF



"Parakeratosis variegata"



Hypopigmented MF



2011 Papular MF



M, 57 (1-JAAD) D-  (239)  (bronchial carcinoma)
F, 58 (2-JAAD) A+  (215)  (progressive disease)
F, 57 (3-JAAD) D-  (194)  (ovarian carcinoma)
M, 41 (4-JAAD) A+  (300)  (progressive disease)
M, 59 (5-JAAD) D+  (50)  (death of disease progression)
M, 61 (6-JAAD) A-  (236)  (remission at last follow-up)
M, 77    A-  (88)  (remission at last follow-up)
M, 49    D+ (199)  (death of disease progression)
M, 64    A+ (62)  (stable disease)
M, 55    A+ (107)  (stable disease)
F, 67    A+ (6)   (stable disease)
M, 68    A+ (113)  (stable disease)
M, 70 A+ (304) (stable disease)
M, 76    A- (17)   (remission at last follow-up)
M, 13    A+ (20)  (stable disease)
M, 15    A+ (66)  (stable disease)
F, 43    A+ (46)  (stable disease)
F, 17    A+ (74)  (stable disease)

18 patients (M:F = 13:5); Median age: 57,5 (range: 13-77)



Interstitial MF





Beware the crucial importance 
of clinicopathological correlation



F, 70

(Consultation Dr. Mavrot, Maribor) 





CD2

CD5

CD3

CD8



CD4

CD30

TIA-1

TCR-γßF1



Lymphomatoid papulosis, type B

• Epidermotropic variant of lymphomatoid papulosis mimicking 
the histopathological features of MF

• Phenotype: CD4+ (distinct from type D, also epidermotropic 
but CD8+); it may express cytotoxic proteins

• In old reports described as "CD30− variant": it is always 
positive with antigen retrieval methods (but the positivity may 
be weak); repeat staining in case of doubt; a diagnosis of 
"CD30− LyP" should be judged critically



"Classic" MF Adnexotropic MF Granulomatous slack skin Pagetoid reticulosis



Adnexotropic MF



Adnexotropic MF (syringotropic)



● Clinico-pathologic variant of mycosis 
fungoides; sometimes solitary lesions

● Clinical manifestations oft different from 
"conventional" MF

● Prominent involvement of the eccrine 
glands; syringometaplasia

● Oft concomitant involvement of the hair 
follicles (syringotropic-pilotropic MF; 
"syringolymphoid hyperplasia with 
alopecia")



Died of progressive MF, November 1989 (12 years after 1st diagnosis, 16 after onset of disease)

1st diagnosis (4-year history) 5 years later 6 more years later



• "Idiopathic" generalized follicular mucinosis is a form of 
early pilotropic MF

• Course and prognosis similar to early "conventional" MF, 
but response to skin-directed treatment may be less 
pronounced and/or more delayed

• Avoid aggressive treatment; manage as other cases of early 
MF, eventually with the association of systemic retinoids to 
other standard options

"Idiopathic" generalized follicular mucinosis



M, 54 M, 22

Follicular mucinosis

(Consultation Dr. B. Werner, Curitiba)



M, 54

(Consultation Dr. B. Werner, Curitiba)



M, 22



M, 54 M, 22

MF-associated follicular mucinosis Solitary ("benign") follicular mucinosis



Pilotropic & adnexotropic mycosis fungoides
• A variant observed in all ages including children; pilotropic & 

syringotropic patterns may be present in the same lesion
• Several clinicopathologic presentations; some variants similar to 

those observed in MF (e.g., hypopigmented follicular mucinosis)
• Classification of "benign alopecia mucinosa" yet unclear
• Morphological, phenotypic and molecular features don't allow to 

separate MF-associated cases from "benign" ones
• Conservative approach; avoid aggressive treatment (but local 

radiotherapy may be an option)
• Non-malignant follicular mucinosis may be observed histologically on 

the background of several inflammatory and neoplastic conditions



Pagetoid reticulosis

CD8



• Pagetoid reticulosis is considered as a localized (often solitary) 
variant of MF (Woringer-Kolopp disease)

• Mostly on acral skin; may mimic viral warts or inflammatory 
dermatoses – clinically deceptive ("non-responsive eczema"), 
histologically clear-cut

• Prognosis usually favourable

• Similar histopathological features may be observed also in 
clinically "conventional" MF

Pagetoid Reticulosis











1978





"There are clinical differences between GMF and GSS, but they 
show overlapping histologic findings and therefore cannot be 
discriminated by histologic examination alone."





CD3

Sezary syndrome
Erythroderma (may be missing in 
early phases), enlarged lymph 
nodes, clonal T-cells in skin, lymph 
nodes and blood. Strong pruritus, 
irregular or generalized alopecia, 
ectropion, palmar and/or plantar 
hyperkeratoses, onychodystrophy. 
Phenotype always CD4+. Histology 
often non-specific ("pseudo-
dermatitis").



Most lymphocytes in Sèzary syndrome are positive for PD-1



Extensive genetic 
instability with complex 
karyotypes.
Significant gains in regions 
with known oncogenes 
like MYC; common 
STAT3/5B amplifications 
and P53 deletions.

Aberrant JAK-STAT 
signaling is a hallmark of 
T-cell lymphoma and 
appears to be of critical 
importance in Sèzary
syndrome.



M, 51
According to the 
patient itchy, 
"eczematous" lesions 
for the last 3 years.



1 year later



1 more year later



3 more years later
(5 years after first presentation); DoD (8y survival)



Prodromic phases of Sézary syndrome may mimic clinically 
an inflammatory disease, particularly an eczematous / 
pruriginous dermatosis ("red man syndrome").

Histopathological features of overt Sézary syndrome may be 
non-specific as well, simulating a spongiotic dermatitis 
("pseudo-dermatitis"); neoplastic cells may "colonize" an 
eczematous dermatitis in prodromic, subclinical phases of 
the disease ("koebnerization").







Cutaneous pseudolymphomas (my experience)

Lichen aureus & lichenoid purpura

Lichen sclerosus
Lichenoid keratosis 
& "solitary superficial idiopathic pseudolympohoma"

Arthropod bite reactions
including scabies

Borrelia
(other than lymphocytoma)

Drug 
(B- and T-cell pattern)

Vaccination

Tattoo

Herpes simplex & 
VZV infection

Psoriasis

Lupus erythematosus
including atypical LE panniculitis

Others

Lymphomatoid
eczematous dermatitis 
including atopic 
dermatitis

Lymphocytoma (different causes 
including Borrelia)



Cutaneous Pseudolymphomas
General Histopathologic Remarks

• A band-like T-cell infiltrate with intraepithelial lymphocytes is not 
restricted to MF or other CTCLs, and is not uncommon in several 
inflammatory disorders (e.g., lichenoid dermatoses)

• Low-grade malignant cutaneous B-cell lymphomas are usually 
characterized by a prominent population of reactive lymphocytes that 
may be the predominant one

• Identification of the neoplastic population crucial for proper diagnosis 
and classification (phenotype, proliferation pattern)

• kappa/lambda ratio for detection of monoclonality: 10:1; 
lambda/kappa: 4:1



F, 58
Generalized reddish lesions



CD3

Lichen planus



2nd biopsy



M, 50. 
Several, partly hyperpigmented macules 
on the trunk and flexural regions. 



CD3

PD-1

CD4

CD30CD56ICOS



CD3Atrophic lichen planus



Pseudolymphomatous lichen planus

• The lichenoid infiltrate of lichen planus is easily distinguished 
from band-like infiltrates of MF in the vast majority of cases

• In some cases lack of other typical histopathological features 
of lichen planus (e.g., epithelial hyperplasia, hypergranulosis) 
and presence of epidermotropic lymphocytes may be the 
reason for concern

• Phenotypic features of these cases do not provide differential 
diagnostic criteria; correlation with the clinical picture and/or 
repeat biopsies allow a precise diagnosis



SMPTCL: 16 (15 solitary)
Eczema: 11
Drug reaction: 10
Lupus erythematosus: 5
Psoriasis: 2
Hidradenitis suppurativa: 2
Lichen aureus: 2
Erythema nodosum: 1
Folliculitis: 1
Erythema annulare centrifugum: 1
Viral exanthema: 1
Lichen sclerosus: 1
Lichen planus: 1
Urticaria: 1
AHWE (epithelioid hemangioma): 1

SMPTCL: all cases positive for PD-1 and 
ICOS (ICOS: lower # of cells); CXCL13 
stained "much fewer cells"
Controls: all cases positive for PD-1 and 
ICOS (ICOS: lower # of cells); CXCL13-



F, 69. 
Infiltrated, reddish papules and plaques on the 
upper trunk. 



CD3 CD20

CD4 CD8



CD123



ANA 1:1280
ENA >32.0 U/ml (0 – 1)
Ro-Abs >240.0 U/ml (0 – 10)
Ro 52-Abs >240.0 U/ml  (0 – 10)
Ro 60-Abs >282.0 U/ml  (0 – 10)
La-Abs 19.0 U/ml  (0 – 10)

CD123

"Pseudolymphomatous" LE



15 cases

9 cases: dense nodular infiltrates
3 cases: angiocentric pattern
2 cases: band-like pattern
1 case: band-like + angiocentric pattern



F, 35, pregnant.



ANA 1:5120
ENA-Screening >32.0 U/mL (-1.0)
Ro-AK >240.0 U/mL (-10.0)
Ro52-AK >240.0 U/mL (-10.0)
Ro60-AK >282.0 U/mL (-10.0)
La-AK 290.0 U/mL (-10.0)



CD123



CD123



F, 23



CD123

M, 47



• Acrosyringeal LE
• Alopecia in LE (cicatricial and non-cicatricial)
• Mucosal involvement in LE
• Interstitial granulomatous dermatitis in LE
• Papulonodular LE with diffuse mucin 

deposition
• SLE / scleroderma overlap syndrome
• LE / lichen planus overlap syndrome
• Pseudolymphomatous LE (several variants)
• Reticular erythematous mucinosis
• ? Degos disease (malignant atrophic 

papulosis)

Variants of lupus erythematosus
• LE tumidus / Jessner-Kanof
• LE profundus (LE panniculitis)
• Neonatal LE
• Chilblain LE
• Multiforme-like LE - Rowell syndrome / Toxic 

epidermal necrolysis-like eruption of ACLE 
(acute syndrome of apoptotic pan-
epidermolysis  - ASAP)

• Bullous LE
• Drug-induced LE
• Paraneoplastic LE
• Linear LE
• Urticarial neutrophilic dermatitis in LE
• Verrucous LE
• Follicular LE



M, 77
Plantar region



M, 77
According to the 
patient lesions on the 
soles for 
approximately 3 years. 
Mostly asymptomatic, 
sometimes mild 
pruritus. 
Last sexual intercourse 
12 years previously. 
Screening for syphilis 
negative. 



MNDA

CD3

CD8
"Pseudolymphomatous" psoriasis

CD123



"Pseudolymphomatous" psoriasis CD3



"Our case may be distinguished from 
psoriasis by the density and bandlike 
characteristics of the lymphohistiocytic
infiltrate and the lack of 
polymorphonuclear cells in the dermal 
papillae. The cells seen in the epidermis 
and in the abscesses are atypical 
mononuclear cells rather than 
polymorphonuclear cells."





Mycosis fungoides may involve the palms and soles, in exceptional cases without lesions at other sites of the body; these cases usually clinically atypical and 
histopathologically showing infiltrates that involve also the reticular dermis. At least some of the published cases probably do not represent genuine MF.
Palmoplantar psoriasis may present with band-like lymphocytic rather than neutrophil-rich infiltrates; a diagnosis of MF in a patient with lesions confined to 
the palms and/or soles should be made only when features are compelling; positivity of some of the mononuclear cells for MNDA may represent a clue.

CD8CD3



CD5



Psoriasis mimicking mycosis fungoides
• A variant of mycosis fungoides restricted to the palms and 

soles has been described in the literature as "mycosis 
fungoides palmaris et plantaris"; in my opinion this variant 
does not exist, and these cases are examples of psoriasis with 
a band-like infiltrate of lymphocytes and many 
epidermotropic cells

• Variable numbers of intraepidermal lymphocytes may be 
observed also in psoriasis at sites other than palms and soles 
(usually CD8+); these cells are admixed with MNDA+ 
histiocytoid cells (most likely neutrophilic precursors) 
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M, 44



Same patient, 1 year later



Mycosis fungoides? Eczema? Psoriasis?



CD3



CD3



1st biopsy (age 30) same year

14 years later (age 44) 15 years later (age 45)



Psoriasiform/spongiotic mycosis fungoides





F, 7





CD3

CD2 CD5

CD8



Atypical pityriasis lichenoides



4 years later



4 patients (M:F=2:2); Age: 35-70



66 cases
Initial histopathological diagnosis of PLEVA

Conventional PLEVA
n=20

Atypical PLEVA
n=25

LyP
n=10

PLEVA-like MF
n=11

Clinical features 
inconsistent with 
PLEVA and typical 
of MF

CD30+; 
Recurrent 
crops

Clinically typical but
aberrant phenotype

Conventional PLEVA

PCR-M/P:  6/7 PCR-M/P:  10/9 PCR-M/P:  5/3 PCR-M/P:  3/1

Follow-up (n=17):
A+ (1-3, 2): n=2
A- (2-264, 99): n=15

Follow-up (n=21):
A+ (1-74, 37): n=8*
A- (8-240, 80): n=13
*"Progression" to MF: n=4

Follow-up (n=9):
A+ (3-86, 73): n=5
A- (22-94, 65): n=4

Follow-up (n=5):
A+ (2-120, 8): n=5

Phenotype, Clinical presentation, Follow-up



F, 44
Lower arm



F, 44

According to the patient asymptomatic skin lesion on the left 
lower arm for approximately 9 months (picture taken after a 
punch biopsy).



CD8 CD30



Two further lesions on the lower leg and 
left arm (biopsy from the arm).



Reported as mycosis fungoides...
(pagetoid reticulosis-like)



... vitiligo
(pagetoid reticulosis-like)





M, 71
History of cytotoxic MF 
diagnosed histopathologically
7 years before presentation.
Managed as hypopigmented 
MF since diagnosis.
Comes for a planned control; 
a new biopsy is taken 
(including both the 
hypopigmented area and the 
erythematous rim).



Original biopsy (7 years previously) CD5



Vitiligo
Same CD8+ phenotype in the original and the 
new biopsy.
Absence of melanocytes in the hypopigmented 
area.

New biopsy

Melan-A



(consultation Dr. Riccioni, Cesena)

Vitiligo – Inflammatory stage
• Erythematous patches with evolving central depigmentation; borders not as sharply demarcated 

as in later stages; "inflammatory" borders may persist around central depigmentation
• Band-like infiltrate of lymphocytes; several epidermotropic lymphocytes
• Cytotoxic lymphocytes (CD8+) predominate (similar to cases of hypopigmented MF)
• A source of dermatopathological mistakes 

(my humble experience: 3 out of 3 (100%) "MF-like" cases missed...)



Prominent ("pagetoid") epidermotropism
Aggressive T-cell lymphomas

Mycosis fungoides
Conventional clinical presentation or 
features of solitary pagetoid reticulosis.
Pagetoid epidermotropism mostly in cases 
with cytotoxic phenotype.

Indolent T-cell lymphomas

Aggressive epidermotr. CD8+ cytotoxic T-cell ly
Generalized, partly ulcerated plaques and 
tumors. CD8+ by definition; CD30 usually 
negative (Ddx from LyP type D); TCRß+ / 
TCRγ/δ−.

Cutaneous γ/δ T-cell lymphoma
Generalized, partly ulcerated plaques and 
tumors. TCRγ/δ cytotoxic phenotype pre-
requisite for diagnosis; TCRß may be 
coexpressed. Angiocentricity, concomitant 
subcutaneous involvement; 
Haemophagocytosis.

Lymphomatoid papulosis, type B or D
Waxing and waining papules and small 
nodules. Positivity for CD30 and CD4 
(type B) or CD8 (type D) are a pre-
requisite for the diagnosis; may be 
positive for TCRγ/δ .

Exceedingly rare
Vitiligo.
Lymphomatoid contact dermatitis.
Lichen sclerosus.
Usually predominance of CD8+ T 
lymphocytes.

Pseudolymphomas



Annular lichenoid dermatitis of youth

CD3



• Characteristic clinical presentation resembling morphea or MF

• Histopathologic features mimic MF; necrosis of keratinocytes at 
tip of rete ridges ("squaring" of rete ridges) typical of ALDY

• Polyclonal pattern of TCR genes rearrangement

• Benign behaviour (yet few cases described, relatively short 
follow-up)

• Long-term follow-up advisable



Two young girls
Four adult males



Clue: "squaring" of tip of rete ridges by lymphoid infiltrate



13-y/o boy
(Consultation Dr. Gentile, Bari)

Clinically ALDY-like hypopigmented MF



Histopathologically ALDY-like MF CD3



8-year-old boy with phymosis.



CD8 TIA-1

CD3CD2



Lichen sclerosus, inflammatory stage
• Pseudolymphomatous features are 

observed almost exclusively in genital 
LSA

• Most frequent presentation is 
phymosis in male children

• Band-like infiltrate of T-lymphocytes 
with variable numbers of 
epidermotropic 'haloed' cells; CD8+

• Conventional histopathological features 
of LSA are often missing or present only 
focally; clinicopathologic correlation 
crucial





121 cases of LSA with dense lymphoid infiltrates
(genital: 94; M:F: 93:1; age range: 2-87; median age: 
11; extragenital: 27; M:F: 0.1:1; age range: 11-79; 
median age: 59).

Epidermotropic lymphocytes mimicking the 
histopathological features of MF were present in 93.6% 
of the genital specimens but none of the extragenital
cases. 

Interestingly, typical features of LSA were missing in 
39.4% of genital LSA, and in a further 25.5% were 
present only focally.

In genital "pseudo-MF" cases, immunohistochemical 
analyses showed a predominance of CD8+ T 
lymphocytes within the epidermis. Molecular studies of 
the T-cell receptor genes revealed a monoclonal 
population of T lymphocytes in nearly half of the cases.



M, 39.
Penis.

CD8



Pseudo-MF features on genital skin
• MF-like histopathological features are very common in 

genital lichen sclerosus and may be observed rarely also in 
balanitis / balanoposthitis / vulvitis

• In all such conditions presence of intraepidermal 
(epidermotropic) lymphocytes, usually with cytotoxic 
phenotype (CD8+)

• The genital area may be a special site for MF-like cytotoxic 
T-cell infiltrates

• A diagnosis of MF on genital skin should be made only upon 
compelling evidence



Ki-67M, 80



Lymphomatoid drug eruption



CD3

CD8

PD-1

Ki-67
F, 74



Lymphomatoid drug eruption (T-cell pattern)
• Drug eruptions may occasionally mimic histopathologically a 

cutaneous T-cell lymphoma (MF-like or lymphomatoid papulosis-
like)

• Sudden onset, generalized distribution; Resolution upon 
discontinuation of the offending drug

• Cases with T-cell pattern show band-like lymphoid infilrates with 
several activated cells and often with high proliferation (>90%); 
Epidermotropism usually minimal but atypia may be striking

• Cases with CD30+ activated lymphocytes usually characterized 
by mostly perivascular rather than interstitial CD30+ cells





Pattern
MF-like 69,6% (n= 16)
Angiocentric 39,1% (n= 9, 8 with MF-like features)
Folliculotropic 8,7% (n=2)
Lymphocytoma 17,4% (n=4)





Lymphomatoid drug eruption Mycosis fungoides / Sézary

Clue: Proliferation rate (Ki-67) too high for early MF



M, 48



Lichen aureus



siderophagesvacuolated basal keratinocyteserythrocytes



Lichen Aureus

• Persistent, localized form of "pigmented purpuric dermatitis"

• Spontaneous resolution observed in >50% of cases; in some 
cases lesions persist unchanged for years

• T-cell monoclonality in ~50% of cases

• No relationship between treatment / clonality and outcome

• Probably represents one of so-called "clonal dermatoses" – 
follow-up advisable







F, 51



Same patient,
11 years previously

CD3



Monoclonal: 8 (50%)
Persistent disease: 9 (39,1%) (20-204)



70-year-old woman with a scaly, solitary lesion on the breast.



CD3

CD3



CD3



• Dense, band-like infiltrate with sharp lateral circumscription 
(not visible on partial biopsies!)

• Epithelial hyperplasia (variable); sometimes remnants of an 
epithelial tumor (e.g., lentigo actinica, seborrheic keratosis)

• Mixed infiltrate of T-cells (predominant) and B-cells
• Lack or minimal fibrosis of papillary dermis
• Variable numbers of intraepithelial ("epidermotropic") 

lymphocytes; may be larger than normal
• In the past reported often (and published) as "solitary" MF 

(also by me...)

Lichenoid (lymphomatoid) keratosis



A&W (83)
A&W (176)
A&W (194)
A&W (258)
LFU
A&W (27)
A&W (196)
D- (30)
A&W (239)
A&W (48)
A&W (35)

A&W (167)

A&W (176)

A&W (118)

A&W (184)
A&W (207)

Developed new lesions

Developed new lesions & LyP

San Francisco





Clue: sharp circumscribed, dense infiltrate; mixed T- and B-lymphocytes; in many 
cases focal rests of an epithelial tumor, often seborrheic keratosis 



F, 34. Nipple.

Reported as "suspicion of MF"



One year later repeat biopsy on same nipple to confirm the "suspicion of MF" made on the previous biopsy.

CD3



CD3

2016 2017

Nevoid 
hyperkeratosis 
of the nipple

Clinical correlation (available 
only 2 years after the second 
biopsy, 3 years after the first 
one).

2019





Benign intraepidermal collections of lymphocytes
("pseudo"-Darier nests / Pautrier microabscesses) 

Nevoid hyperkeratosis of the nippleLichenoid keratosis



Actinic reticuloid

M, 68



M, 66



Immunophenotypic analysis demonstrated 
increased proportions of CD8+ T cells in 
the skin in seven of seven cases of patients 
with actinic reticuloid.



Actinic reticuloid
• Considered as a "prototypic" T-cell pseudolymphoma, yet 

most cases do not resemble histopathologically mycosis 
fungoides or other CTCLs (it may be indistinguishable from a 
chronic eczematous dermatitis)

• Clinically may become erythrodermic

• Hyperplastic epidermis with variable spongiosis, similar to 
lichen simplex chronicus

• "Bizarre" fibroblasts in the superficial dermis

• UV test necessary to confirm the diagnosis



CD8

CD3

Lymphomatoid eczematous dermatitis



Lymphomatoid eczematous dermatitis



"Pseudotumoral" eczematous dermatitis

M, 51
(Consultation Dr. T. Wiesner, Vienna)



In my experience not restricted 
to contact dermatitis; may be 
observed in any "eczematous" 
dermatitis, including atopic 
dermatitis, xerosis cutis, and 
lichen simplex chronicus
among others.



Lymphomatoid eczematous dermatitis
• Not restricted to contact dermatitis; can be observed in 

different types of "eczema" including atopic dermatitis

• Band-like lymphoid infiltrates with some epidermotropic
lymphocytes

• Spongiosis variable (minimal in chronic eczematous 
dermatitis)

• Clinically may present with "pseudotumoral" lesions

• Correlation with the clinical picture allows to classify cases 
correctly in the vast majority of cases



F, 68



Acrodermatitis chronica atrophicans

CD3



F, 91



Acrodermatitis chronica atrophicans



Pseudolymphomatous ACA

•Acral sites (particularly leg, foot); usually asymmetrical 
distribution; may simulate histopathologically either MF 
or MZL

•Dense inflammatory infiltrates; frequent band-like 
arrangement

•T lymphocytes predominate in some cases; plasma cells 
reveal a polyclonal pattern

•Positive Borrelia serology; PCR positive for Borrelia
•Resolution with antibiotic treatment





F, 1



CD8
Lichen striatus





Lichen Striatus

• A prototypic example of the "linear dermatoses"

• Psoriasiform epidermal hyperplasia and variably dense 
lichenoid infiltrate, involving the deep dermis growing along 
the adnexal structures

• Epitheliotropism may be prominent

• Phenotype not studied in detail; some cases are positive for 
CD8



Cutaneous anaplastic large cell lymphoma
Solitary lesions (rarely grouped), mostly ulcerated. Spontaneous regression (mostly partial) 
common. A clinical presentation with extensive involvement of one lower extremity has a 
worse prognosis (extensive limb disease)
Mixed infiltrate with predominance of CD30+ T-lymphocytes (>70% of the infiltrate).
Common intralymphatic complexes of neoplastic cells. Phenotypic aberrations common.
Rearrangement of the DUSP22 locus at 6p25.3 occurs in 20-25% of C-ALCL. The t(2;5) 
chromosomal translocation is absent in most cutaneous cases.
Indolent behavior, excellent prognosis.



CD30CD5



11 patients (M:F = 9:2; age: 67 to 88 y)



Histological pattern of rearrangement 
of the DUSP22 locus at 6p25.3 

CD30

Small/medium-sized epidermotropic
lymphocytes; large dermal lymphocytes. 
Both populations positive for CD30.



eosinophils and/or neutrophils 
may be prominent



Different patterns of necrosis in cALCL

wedge-shaped

central

"geographical"



CD30



M, 66

(Consultation Dr. Müller, Homburg/Saar)

CD30



small cell type

signet ring cell type

"inflammatory" type



CD3

CD2

CD5 CD4

TIA-1 CD8 CD30



Common loss of pan-T-cell antigens:
CD2− 6/27 (22%)
CD3− 13/34 (38%)
CD5− 16/31 (52%) 
4/35 cases (11%) lacked all pan-T cell markers

Often cytotoxic phenotype:
CD4+/CD8− in 12 (35%) (TIA-1+ in 62,5%)
CD4−/CD8+  in 6 (18%) (all TIA-1+)
CD4+/CD8+ in 7 (21%) (all TIA-1+)
CD4−/CD8− in 9 (26%) (TIA-1+ in 12%)

TIA-1+ in 16/26 cases (62%)



cALCL with extensive limb disease

CD30CD4



CD30 D2-40

Intralymphatic cALCL



5 ALK− ALCL
1 ALK+ ALCL
3 "LyP-like"
2 benign intralymphatic proliferations of T-cell 
lymphoid blasts



Lymphatic vessel involvement was found 
in 36/60 cases (60%) of ALCL (primary 
cutaneous: 24; concomitant: 3; secondary 
cutaneous: 4; staging unknown: 5), and in 
6 cases (37.5%) of LyP. 
Follow-up data, available in 28 patients 
with ALCL and 11 with LyP, suggested that 
lymphatic vessel involvement had no 
negative prognostic implication.



D2-40

CD30
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"Here is a paradox:..."



CD30



Lymphomatoid papulosis
Recurrent, waxing and waning eruption of papules and small nodules that tend to 
ulcerate and may resolve with scars. Number of lesions variable from a few to >100. 
Number of crops variable as well (in some patients continuous presence of lesions, in 
other only occasional crops). Several types according to clinic-pathological 
presentation. Benign, but may be associated with other cutaneous lymphomas.



CD30



Type A LyP ("classic" type)



CD30

Type B LyP (MF-like)



CD30Type C LyP (cALCL-like)



CD8
Type D LyP (pagetoid epidermotropism, CD8+)



"This cytotoxic variant of LyP may be 
histopathologically indistinguishable from 
primary cutaneous aggressive 
epidermotropic CD8+ cytotoxic T-cell 
lymphoma, and may be the source of 
pitfalls in the diagnosis and classification. 
We propose the term LyP type D for this 
unusual variant of the disease. Accurate 
clinicopathologic correlation is required in 
this setting, with crucial implications 
regarding prognosis and management of 
patients."



Type E LyP ("angioinvasive")

CD30



"We retrospectively analyzed the 
clinicopathologic and molecular features 
of angioinvasive LyP in a series of 16 
patients. This new form of LyP is 
characterized by oligolesional papules 
that rapidly ulcerate and evolve into large 
necrotic eschar-like lesions with a 
diameter of 1 to 4 cm and an 
angiocentric and angiodestructive
infiltrate of small-sized to medium-sized 
atypical lymphocytes expressing CD30 
and frequently CD8. (…) We propose the 
term LyP type E for this clinically and 
histologically unusual variant."



M, 60

(Courtesy Dr. Cota, Rome)

CD30D2-40

Intralymphatic LyP



Follicular LyP

CD30





TCR-δ

CD30

LyP with gamma/delta phenotype



Hodgkin-lymphoma-like LyP
The patient subsequently developed several new papules and nodules on the same arm over a 
period of >20 years, always with similar histopathologic features and without systemic involvement 
("regional" lymphomatoid papulosis).



LyP with pseudoepitheliomatous hyperplasia

pan-CK

Ki-67

CD30



"Keratoacanthomatous" LyP

CD30

CD30





M, 56

CD30

DUSP22 (6p25) 
break apart probe



Type A Type B Type C Type D
"Conventional" MF-like ALCL-like CD8+ CTCL-like

Type E
Angioinvasive

Type F Type G

Type H Type I

Follicular Gamma/Delta

Hodgkin-like KA-like

Type 6
6p25.3 

DUSP22-IRF4

Type K
Intralymphatic Regional

Type R
Mucosal

Type M

Subtypes of lymphomatoid papulosis are not a classification: 
Just a caveat (particularly for dermatopathologists)

in order to avoid misdiagnoses !



• Many clinical or histopathological "types" of lymphomatoid 
papulosis have been described after the original report by 
Macaulay

• Clinically and prognostically no differences between the 
various types of lymphomatoid papulosis

• Some variants may be a chance finding (e.g., follicular LyP)
• The identification of different histopathological types of LyP 

is important exclusively for the diagnosis (i.e., rule out other 
cutaneous lymphomas)

• Not necessarily part of the histological report !!!

Variants of lymphomatoid papulosis





Apart from cutaneous CD30+ lymphoproliferative 
disorders, CD30 positivity was found in 32% of 
classical (patch and plaque stage) and in 59.4% cases 
of transformed MF. 
CD30 was also frequently expressed in cutaneous 
mastocytosis (96.5%). 
In solid tumors, some single reports describe CD30 
expression by tumor cells.
CD30+ reactive lymphocytes were frequently 
observed in the tumor microenvironment, especially 
in keratoacanthoma. (*)

(*) beware of "keratoacanthomatous" LyP and 
cALCL !!



CD30
Herpes simplex



M, 53

CD3



10 weeks later

Herpes simplex 1 
infection

(confirmed by PCR, retrospectively 
positive also on the first biopsy specimen)



From herpes incognito to herpes cognito...





Reaction to 
artrhropod bite



Pseudolymphomatous
reaction to artrhropod bite



Scabies



Nodular scabies
• Pruritic papules and small nodules with a predilection for the lower 

trunk, scrotum, and thighs; commonly observed in children
• May persist for several months and be not responsive to conventional 

treatment
• Mites are found in a minority of cases; it may represent a delayed 

hypersensitivity reaction similar to that found following other 
arthropod bites

• Activated, CD30+ cells may mimic lymphomatoid papulosis

CD30



Molluscum contagiosum

Milker's nodule CD30

CD30



Tattoo

Folliculitis



CD30+ pseudolymphomas – Histopathological clues
• Arthropod bites with CD30+ cells: infiltrate wedge-shaped, may resemble 

LyP type A but limited number of atypical cells; usually no clusters of 
CD30+ cells; sometimes central scale crust; intracorneal cuniculum in 
scabies (rare!)

• Herpes infections: necrotic keratinocytes within epithelial structures 
(sometimes confined to follicles, eccrine coils)

• Parapox virus: large areas of haemorrhage, dilated vessels, irregular 
epithelial hyperplasia with focal areas of necrosis

• Molluscum contagiosum: typical molluscum bodies (may be found only in 
deeper sections!)

• Drug eruptions with CD30+ cells: infiltrate superficial, may resemble MF but 
more "atypical" than early MF



CD8

Subcutaneous panniculitis-like T-cell
lymphoma
Exclusive involvement of subcutaneous 
fat (lobular panniculitis-like).
CD3+, CD4–, CD8+, CD56–, TIA1+, ßF1+, 
TCR γ/δ –; monoclonal TCR genes 
rearrangement.
Mutations in HAVCR2Y82C associated 
with younger age, development of 
hemophagocytic lymphohistiocytosis, 
and short relapse-free survival.



CD8



HAVCR2Y82C was associated with younger age, development 
of hemophagocytic lymphohistiocytosis or hemophagocytic 
lymphohistiocytosis–like systemic illness, and short relapse-
free survival (RFS).



Pick W.
Persistent form of erythema nodosum
Arch Derm Syph 72, 1904



M, 36. Recurrent subcutaneous nodules, some with atrophic scars, for the last 14 years.

(Consultation Dr. Calcinaro, Ascoli Piceno)



Ki-67

CD20CD8

CD123



LE panniculitis



CD123



CD8

CD20(Consultation Dr. Amitay-Laish, Petach Tikva)
F, 15



Epidermal involvement: 73%



Panniculitis in lupus erythematosus (lupus profundus)
• Patients with cLE may show prominent involvement of the 

subcutaneous fat (lupus profundus)
• May be concomitant to more conventional lesions of cLE 

(particularly CDLE but also SLE)
• The overlying skin may show features of cLE
• Histopathologically, pattern of a mainly lobular panniculitis 

with variable involvement of the septae ("mixed panniculitis") 
and with hyaline necrosis of the fat lobules

• Distinction from SPTCL is traditionally considered difficult; 
some biopsies show overlapping histopathological features of 
the two entities





Subcutaneous panniculitis-like T-cell lymphomaLupus panniculitis

Ki-67

CD123



Lupus panniculitis

•Mostly lobular paniculitis
•Prominent necrosis
•Nuclear debris, degenerative changes
•Rimming of adipocytes by different cell 

types
•Nodules of B lymphocytes at the periphery 

of lobules
•Germinal centers frequent
•Mixed cell infiltrate; plasma cells frequent

•Fibrotic, enlarged septae
•Proliferation (Ki-67) low
•No proliferation "rimming"
•Clusters of CD123+ cells
•TCR: polyclonal

•Mostly lobular panniculitis
•Prominent necrosis
•Nuclear debris, degenerative changes
•Rimming of adipocytes by atypical 

lymphocytes
•B lymphocytes few or absent

•Germinal centers absent
•Monomorphous lymphocytes; clusters of 

atypical cells
•Septae minimally or not enlarged
•Proliferation (Ki-67) high
•Proliferation "rimming"
•No (or small) clusters of CD123+ cells
•TCR: monoclonal

Subcutaneous T-cell lymphoma







MIB-1CD8

Area of "Subcutaneous T-cell lymphoma"

CD20CD21

Area of "Lupus panniculitis"

CD123



11 patients
(M:F=5:6; median age: 49 y; range: 20 to 75 y)

A simple chance overlap of 2 unrelated 
pathologies seems unlikely, as we could 
observe these unusual features in 11 cases, 
much more than mere chance would justify. 
Three other hypotheses may explain the 
features observed in our patients: (1) these are 
examples of SPTCL with focal histologic 
features mimicking those of LEP; (2) these are 
examples of LEP with focal atypical histologic 
features mimicking those of SPTCL; (3) SPTCL 
and LEP may represent 2 ends of a spectrum, a 
hypothesis that may be supported by the 
frequent association of the 2 diseases.



Overlap SPTCL – LE panniculitis
Large biopsy specimens may show 
overlapping histopathologic and 
phenotypic features of both SPTCL and 
LEP.
More cases than mere chance would 
justify.
A proportion of patients with 
"conventional" SPTCL shows clinical 
features of LE.
Relationship between the 2 diseases (if 
any) yet unclear.
May represent cases of "atypical" LEP, or 
early stages of SPTCL developing in 
patients with LEP, or SPCTL and LEP may 
represent to ends of a spectrum.

My current approach: these cases 
represent examples of "atypical" LE 
panniculitis and do not progress to clear-
cut SPTCL.



Cutaneous small-medium pleomorphic CD4+ T-cell lymphoproliferative disorder
Solitary lesion (essential criterion) located mostly on the face.
Mixed infiltrate with predominance of CD4+ lymphocytes with TFH phenotype 
(PD1+).
Large cells should not exceed 20%; Ki-67 should be <30%.
Indolent behavior, excellent prognosis.



PD1 CD4



136 patients; 133 solitary lesion, 3 multiple (2 or 3 lesions)
Follow-up: 45 patients (median FU time: 63 months; range: 1–357 months)
41 CR (including 2 with multiple lesions) 
4 persistent disease (2, 2, 4, and 16 months, respectively)



CD8

Acral CD8+ T-cell lymphoproliferative disorder
Lesions located mostly on the ear/face.
Monotonous proliferation of medium-sized CD8+ lymphocytes; dot-like CD68-positivity.
Main differential diagnoses: cutaneous CD8+ aggressive epidermotropic cytotoxic T-cell 
lymphoma (clinical features, prominent epidermotropism), peripheral T-cell lymphoma, NOS 
(different phenotype), pcCD4+SMPTCLD (CD4+, frequent TFH phenotype).
Indolent behaviour, excellent prognosis.



CD8

CD5 CD68





CD8

Aggressive epidermotropic CD8+ T-Cell Lymphoma
Clinically presents with the picture of so-called "generalized 
pagetoid reticulosis" (Ketron-Goodman).
Prominent epidermotropism (may vary with biopsy site, time); 
CD8 expression may be weak in some cases; CD2, CD5 often 
negative; CD30 usually not expressed.
Main differential diagnoses: CD8+ MF (history, clinical 
presentation), LyP-D (history, CD30+), cutaneous γ/δ T-cell 
lymphoma (TCR-γ/δ+).
Aggressive behavior.



CD8

ßF1



17 cases of CD8+ CTCL

MF   2
Pagetoid reticulosis 2
Lymphomatoid papulosis 2
cALCL   2
SPTCL   1

Aggressive CD8+ CTCL: 8

CD2  2/7
CD3 8/8
CD4 0/7
CD5  2/7
CD7  6/7
CD8 8/8
CD30 0/7
CD45Ro  0/8
CD45Ra 7/8
TCRß 8/8
TIA-1 8/8
Granzyme B 2/8



Eighteen cases had distinct features and conformed to the 
diagnosis of aggressive epidermotropic cutaneous CD8+ 
lymphoma.

The patients typically present with widespread plaques and 
tumors, often ulcerated and hemorrhagic, and have striking 
pagetoid epidermotropism histologically. 

A CD8+ CD45RA+ CD45RO- CD2- CD5- CD56- phenotype, with 
1 or more cytotoxic markers was found in 7/18 cases, with a 
very similar phenotype in the remainder. 

The tumors seldom involve lymph nodes but mucosae and 
central nervous system involvement is not uncommon. 

The prognosis is poor, with a median survival of 12 months.



Cutaneous γ/δ T-cell lymphoma
Cases lumped in the past together with MF and 
SPTCL.
A γ/δ phenotype is not unique to cutaneous γ/δ T-
cell lymphoma (MF, LyP, ALCL), but is never 
observed in reactive conditions.
Oft involvement of both epidermis and 
subcutaneous fat; angiocentricity / angiotropism; 
hemophagocytic syndrome (particularly in 
tumors involving the subcutaneous fat).



CD2

ßF1

gamma

CD68



TCR-δ



TCR-δ



Vδ1 cells

Vδ2 cells



Cutaneous extranodal NK/T-cell lymphoma, nasal type
Nasal/perinasal erythematous, partly necrotic plaques ("lethal midline granuloma") and/or palatal 
ulcers; Persistent facial swelling is another typical presentation; non-descript patches, plaques and 
tumors on any region of the body.
Cell morphology variable (small, medium, large).
Phenotype: CD2+, CD3+, CD5-, CD4-, CD8-, ßF1-, TCRγ/δ-, CD56+, TIA-1+, Skin often CD2-, CD56-; 
CD30+ in approx. 30% of cases.
EBV-positivity (EBER-1) and expression of cytotoxic proteins pre-requisites for diagnosis!
TCR genes rearranged in 10-40% of cases.





CD3 CD5 EBER-1 TIA-1

TCR-γßF1



73 cases 
(63 nasal / upper aereodigestive tract, 10 
extranasal including skin)

32 cases with incomplete data, lineage could 
not be assigned

24 cases (59%) of NK-cell lineage
17 cases (41%) of T-cell lineage

All cases positive for EBV (EBER-1)



Cutaneous epidermotropic lymphomas
Mycosis fungoides and variants
Conventional clinical presentation or features of solitary pagetoid reticulosis
Prominent ("pagetoid") epidermotropism observed mostly in cases with cytotoxic phenotype

Cutaneous γ/δ T-cell lymphoma (subset of cases)
Similar clinical presentation as advanced MF ("Ketron-Goodman" type of pagetoid reticulosis)
TCRγ+ or TCRδ+ cytotoxic phenotype pre-requisite for diagnosis; TCRß may be coexpressed
Aggressive behaviour (cases reported as "indolent variant" indistinguishable from TCRγ/δ+ MF)
Aggressive epidermotropic CD8+ cytotoxic T-cell lymphoma
Similar clinical presentation as advanced MF ("Ketron-Goodman" type of pagetoid reticulosis)
CD8+ by definition (may be non-epidermotropic in given biopsies); TCRß+ / TCRγ− / TCRδ−
Aggressive behaviour
Lymphomatoid papulosis, type B or D
Waxing and waining papules and small nodules
Positivity for CD30 and CD4 (type B) or CD8 (type D) a pre-requisite for the diagnosis
Extranodal NK/T-cell lymphoma, nasal-type (subset of cases)
Positivity for EBV a pre-requisite for the diagnosis (EBER-1+)
Epidermotropism less marked than in other epidermotropic lymphomas (may be absent)
Aggressive behaviour in the majority of cases
… and others, including some cutaneous B-cell lymphomas



Hydroa vacciniforme lymphoproliferative disorder
• WHO 2024: included in the group of EBV+ T/NK-cell lymphoid 

proliferations and lymphomas of childhood
• Spectrum of clinicopathologic presentations from classic hydroa 

vacciniforme to severe hydroa vacciniforme and to hydroa vacciniforme-
like T-cell lymphoma; genetic background plays a major role

• Hypersensitivity to sun and to insect bites
• Observed mainly in Asia, Mexico, Central- and South-America
• Primary cutaneous; variable clinical course but in HV-like T-cell 

lymphoma fatal outcome within 10-15 years

(Consultation Dr. Schettini, Brazil)
EBER-1



9 Mexican patients (M:F = 2:1; mean age, 
14.5 years; median age, 13.3 years; age range, 
4–27 years).

Facial edema in all cases.
No case with mosquito bite hypersensitivity.
All cases with extracutaneous involvement at 
first diagnosis and survival <6 months.

Always cytotoxic phenotype.
3 cases CD8+; 4 cases CD4-/CD8-; 2 cases 
CD8- with some CD4+ neoplastic cells.



Cutaneous lymphomas

WHO 5ed    International Consensus Classification 2022

Mycosis fungoides & variants  Mycosis fungoides & variants

Sézary syndrome   Sézary syndrome

Adult T-cell leukemia/lymphoma  Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders Cutaneous CD30+ lymphopr. disorders

   Cutaneous anaplastic large cell lymphoma    Cutaneous anaplastic large cell lymphoma

    Lymphomatoid papulosis      Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous γ/δ T-cell lymphoma  Cutaneous γ/δ T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder Acral CD8+ T-cell lymphoproliferative disorder

Systemic chronic active EBV disease  Chronic active EBV infection

Peripheral T-cell lymphoma, NOS  Peripheral T-cell lymphoma, NOS

Cutaneous marginal zone lymphoma  Cutaneous marginal zone lymphopr. disorder

Cutaneous follicle center lymphoma  Cutaneous follicle center lymphoma

Diffuse large B-cell lymphoma, leg-type Diffuse large B-cell lymphoma, leg-type

Intravascular large B-cell lymphoma  Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer  EBV+ mucocutaneous ulcer



Cutaneous marginal zone lymphoproliferative disorder
(Young) adults; may occur in children. Predominance of any given cell type (marginal zone 
cells, lymphoplasmacytoid cells, plasma cells, blastoid cells) does not influence prognosis
Conservative treatment; BM biopsy and staging investigations not necessary.
Histopathological worrying features: blastoid features in sequential biopsies; 
monomorphous, IgM+ infiltrates (non-class-switched MZLD). Class-switched cases: excellent 
prognosis; IgM+ cases: excellent prognosis, but extracutaneous dissemination possible.



kappa lambda



Almost invariable presence of 
reactive germinal centers

Predominance of reactive lymphocytes 
admixed with monoclonal marginal zone cells 
and plasma cells, usually arranged at the 
periphery of the infiltrate



Conventional Lymphoplasmacytic

Plasmacytic Blastoid





These findings support the presence of 2 types of 
cutaneous MALT lymphomas with the class-switched 
cases being the most distinctive but still sharing 
significant features with MALT lymphomas from 
other sites.

The class-switched cases had a predominance of T 
cells in 22 out of 23 cases, usually showed nodules 
and scattered small B cells often with IgD+ 
apparently nonneoplastic follicles, never showed a 
totally diffuse growth pattern, and lacked 
extracutaneous involvement. The IgM+ cases 
showed a predominance of B cells in 5 out of 6, a 
diffuse proliferation of CD20+ B cells  in all, and 
extracutaneous disease in 3 out of 6.



Lambda KappaIgM

"non-class-switched" cutaneous marginal zone 
lymphoproliferative disorder (IgM+)



Cutaneous marginal zone lymphoproliferative disorder

• Segregated from other MALT lymphomas, based on clinicopathologic 
features including mutational landscape.

• Now considered as a lymphoproliferative disorder rather than overt 
lymphoma.

• Two subtypes recognized distinguished principally based on whether class-
chained switched or IgM+.

• IgM+ subtype requires greater concern about the possibility of concurrent or 
subsequent extracutaneous involvement.
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Cutaneous follicle center lymphoma
Most common type of cutaneous B-cell lymphoma. Adults; preferential locations: head & neck, 
trunk ("Crosti's lymphoma"). Staging mandatory; Bcl-2-positivity suspicious for (but not 
pathognomic of) secondary skin involvement. Indolent course irrespective of growth pattern 
(i.e., cases with diffuse infiltrates of large centrocytes are not classified as a high grade 
lymphoma). Differentiation from pcDLBCL, leg-type based on clinical presentation, cell 
morphology (predominance of centrocytes rather than of centroblasts & immunoblasts), and 
phenotype.
Deletion of chromosome 14q32.33 containing the oncogene AKT1, as well as the 
immunoglobulin heavy chain locus has been reported. Mutations in CREBBP, KTM2D, and BCL2
much less frequently than in nodal follicular lymphoma. Mutations in MYD88 and inactivation 
of CDKN2A and CDKN2B by deletion (9p21.3) or their promotor hypermethylation are not or 
only rarely found in PCFCL, in contrast to PCLBCL, leg type.



Bcl-2 Ki-67Bcl-6



Follicular Diffuse



In primary cutaneous follicle center 
lymphoma, a diffuse pattern of 
growth in conjunction with a follicular 
one is not a sign of "progression".



"Large cell lymphocytoma". In the past considered as a variant of the cutaneous pseudolymphomas; 
now included in the histopathological spectrum of cutaneous follicle center lymphoma.
Almost exclusively on the head & neck area; clinically often localized miliary lesions (similar to miliary 
and agminated cutaneous FCL). No association with Borrelia infection.



CD21Bcl-6

Bcl-2

MUM-1



Patterns of Bcl-2 expression in primary cutaneous FCL



Spindled-cell cFCL





24 cases (M:F = 18:6) (mean age 55 years). 
Head (12), trunk (8), lower extremities (4). 

The neoplastic infiltrates comprised a 
mixture of medium-sized, visually prominent 
spindled cells (15% - 85% of the infiltrate) 
arranged in a fascicular pattern around 
nodular aggregates and admixed in a random 
manner between centrocyte/centroblast-like 
cells within these nodular collections. 
Immunohistochemical support for a follicular 
center cell origin was present in 22/24 cases, 
1 was consistent with DLBCL-leg type and 1 
defied precise classification, best fitting with 
intermediate-grade DLBCL-other.



Differential diagnosis of cutaneous lymphoid infiltrates 
with follicular pattern

• Reactive germinal centers:
• Large numbers of tingible body macrophages and normal, 

well-formed mantle zone
• Clusters of Bcl6+ cells confined to the germinal centers
• High proliferation of the germinal centers
• Other clues specific to particular types of lymphocytoma 

(e.g., focal necrosis and histiocytes with a granular, basophilic 
cytoplasm in vaccination-induced pseudolymphoma)

• Beware of special locations in Borrelia-related lymphocytoma 
(e.g., earlobe, nipple, genital area)



Reactive follicle Neoplastic follicle



M, 6
Scrotum





Borrelia lymphocytoma

Bcl-6 Ki-67



"Because of this misleading 
histologic feature, a diagnosis of 
primary cutaneous large B-cell 
lymphoma was first suspected in 
both cases. In one case, successive 
recurrences led to aggressive 
therapies before the B burgdorferi 
infection was recognized."



"A surgical cutaneous excision associated with a testis biopsy was performed. (…) After a 15-month disease-free interval, 
the patient presented in July 1997 with an infiltrated plaque of 15x10 mm in diameter on the anterior part of the 
scrotum. A biopsy specimen confirmed the recurrence of the previously diagnosed tumor. Radiation therapy was 
performed in September 1997 with 6 meV for a total dose of 44 Gy in 20 fractions and resulted in a slow and complete 
resolution of the skin lesion within 2 months. However, a local recurrence with similar histologic features occurred 3 
months later in the radiation field. The patient received 6 cycles of cyclophosphamide, doxorubicin, vincristine, and 
prednisone chemotherapy. A complete response was achieved in July 1998. However, a scrotal nodule again reappeared 
in March 1999. (…) A complete resolution of the skin lesion was achieved after 3 weeks of therapy with amoxicillin, 3 g, 
administered daily. No relapse was observed after a follow-up period of 27 months."





Nipple 59,4%
Earlobe 16,7%
Genital 8,5%
Other 10,0%



Exceptions to the rules
• Reactive germinal centers in Borrelia-induced lymphocytoma 

may miss a well-formed mantle and show confluence, 
mimicking the histopathological features of a diffuse large 
B-cell lymphoma

• High proliferation is usually a feature of malignant tumors, 
yet in lymphoid infiltrates with follicular pattern reduced 
proliferation of the lymphoid follicles is a clue for malignancy, 
whereas high (nearly 100%) proliferation is typical of reactive 
germinal centers



F, 42. 
Subcutaneous nodule at the site of a hyposensitivity 
treatment.



EBER1

Pseudolymphoma at the 
site of vaccination



EBER1



"Histiocytes with a granular, basophilic cytoplasm were 
observed in clusters and scattered throughout the 
infiltrates in all cases."





F, 60
lambdakappa



TP

Secondary syphilis



Lues maligna in HIV+ patient TP



Biopsies of lymph nodes interpreted as lymphoma Skin biopsies interpreted as lymphoma



Pseudolymphomatous syphilis

• Rare clinicopathologic presentation of secondary syphilis
• Solitary (rarely) or multiple papules, nodules and small 

tumors; may simulate MZLD, but plasma cells polyclonal
• In HIV+ patients with low CD4+ count may simulate a T-cell 

lymphoma (lues maligna)
• Some ulcera of primary syphilis may also be characterized by 

florid, pseudolymphomatous infiltrates
• Staining for Treponema pallidum represents a useful tool, 

but microorganisms may be only a few



Pseudolymphoma after drug administration

F, 84



Lymphomatoid drug eruption (B-cell pattern)

• Drug eruptions may occasionally mimic a cutaneous B-cell 
lymphoma (FCL-like or MZLD-like); The B-cell pattern is much less 
frequent than the T-cell pattern of drug-induced pseudolymphoma

• Sudden onset, localized or generalized distribution; Resolution 
upon discontinuation of the offending drug

• Cases with B-cell pattern present with nodular infiltrates, either 
with germinal centers or with clusters/sheets of monotypic plasma 
cells

• The germinal centers reveal reactive morphologic and phenotypic 
features





kappa

lambda

M, 56



kappa lambda

Pseudolymphoma after talimogene laherparepvec  
treatment for metastatic melanoma





FOXP1 IgMMUM-1 Bcl-2

Primary cutaneous diffuse large B-cell lymphoma, leg-type
Edlerly patients; in >80% of cases located on the leg(s). Sheets of 
centroblasts and/or immunoblasts. Bcl2+, MUM1+, Bcl6+/-, FOXP1+, 
IgM+, MYC+/-, CD10-(+).
Chromosomal translocations involving IGH in 50%, MYC in 5-43% and 
BCL6 in 23-50% are reported, as well as “double-hit” lymphomas with 
MYC and BCL6 translocations (not of BCL2). Highly recurrent hotspot 
mutations in the adaptor molecule of the Toll-like receptor MYD88 are 
found in ~70-75% of cases. The gene expression profile of PCLBCL-LT 
resembles activated B-cell–like DLBCL, similar to lymphomas arising in 
immunoprivileged sites such as primary DLBCL of the CNS and testis.



FOXP1 IgMMUM-1 Bcl-2



FOX-P1 IgMMUM-1 Bcl-2



Follicle center lymphoma, diffuse type

Non-aggressive treatment Aggressive treatment

Diffuse large B-cell lymphoma, leg type

Bcl-2 MUM-1 MUM-1Bcl-2





Bcl-2 Ki-67



M, 72 (Clinical pictures courtesy of Dr. Breier, Vienna)

Intravascular diffuse large B-cell lymphoma
Rare variant of large B-cell lymphoma confined to the lumina of small blood vessels. Common 
involvement of skin and CNS ("Western variant "); multiorgan failure, haemophagocytic syndrome 
("Asian variant"); a purely cutaneous variant, observed only in Western women, has a better 
prognosis. Sometimes diagnosed by "random" skin biopsy; located within haemangiomas in more 
cases than mere chance would explain. MYD88 and CD79B hot spot mutations are reported in 50% 
and almost 70% of cases, respectively. Morphologically indistinguishable from IV-NK/TCL.



M, 72 (Clinical pictures courtesy of Dr. Breier, Vienna)

CD20 CD31 Bcl-2



F, 56
(Consultation Dr. Müller, Homburg/Saar)

CD20





CD20



IVLBCL in 3/6 angiomas.
5/5 angiolipomas negative.
Normal skin at the side of involved angiomas did 
not show  histopathological signs of intravascular 
lymphoma.



Main "intravascular" proliferation of cells
Within blood vessels
• B- and NK/T-cell intravascular diffuse large cell lymphoma
• Diffuse large B-cell lymphoma with intravascular component
• Intravascular angiosarcoma
• Reactive angioendotheliomatosis
• Rare cases of intravascular histiocytosis
• Merkel cell carcinoma (rare)

Within lymphatic vessels
• Intralymphatic cut. anaplastic large cell lymphoma / lymphomatoid papulosis
• Benign intralymphatic proliferation of large T-cell lymphoid blasts
• Intralymphatic histiocytosis
• Merkel cell carcinoma (common)
• Metastases of different types of carcinoma and of other malignant neoplasms



M, 83

CD163

D2-40

CD3

CD20

Intralymphatic histiocytosis



• Known seronegative chronic polyarthritis
• Elevated CRP (111,1 mg/L)
• Duration of the skin lesions unknown



Intralymphatic histiocytosis
• Clusters of histiocytes within lymphatic vessels; may mimic 

intravascular large cell lymphoma (but it is intralymphatic)

• Cells CD68+, CD163+ and negative for lymphoid markers; 
vessels positive for podoplanin

• Association with rheumatoid arthritis more common than mere 
chance would explain (part of a macrophage activation 
syndrome?)

• "Localized" cases observed in different settings (particularly in 
chronic recurrent infections / inflammation, e.g. recurrent 
erysipelas)





M, 44, hidradenitis suppurativa



CD3

D2-40

CD30

Ki-67

Benign intralymphatic 
proliferation of T-cell blasts





Benign intralymphatic proliferation of blasts

• Most reported cases observed in a "microorganism-rich" environment (also 
at extracutaneous sites!)

• May be related to a local infection triggering the activation and proliferation 
of a T-cell subclone trafficking to and from the regional lymph nodes

• Usually CD30+ T-cell phenotype with high Ki-67; cytotoxic markers negative; 
no association with EBV; polyclonal pattern of the TCR genes

• Positive staining for podoplanin in affected vessels rules out intravascular 
NK/T large cell lymphoma

• Presence of a prominent inflammatory response outside of the affected 
vessels rules out intralymphatic cALCL (LyP may remain a differential 
diagnosis, but features of the background condition usually allow a clear-cut 
distinction)





F, 29



kappa lambda

Cutaneous marginal zone 
lymphoproliferative disorder

CD3 CD20 CD30 D2-40

Benign intralymphatic proliferations of 
T lymphocytes can be observed in different, 

unrelated conditions



Approach to diagnosis of intraluminal cells

Type of vessels involved
 lymphatic vs. blood vessel
Type of cells
 lymphocytes, histiocytes, endothelial cells, solid tumor
Extravascular component (yes / no)
 (e.g., no extravascular component in IV-LCL)
Histopathological features of concomitant diseases

Staining for D2-40 mandatory; panel of other antibodies 
depending on other histopathological features
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