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Cutaneous pseudolymphomas (my experience on >1200 cases)

LLichenn aureuss && lichenoidd purpura

Lichenn sclerosus
Lichenoidd keratosiss 
&& "solitaryy superficiall idiopathicc pseudolympohoma"

Arthropodd bitee reactions
includingg scabies

Borrelia
(other than lymphocytoma)

Drug 
(B- and T-cell pattern)

Vaccination

Tattoo

Herpes simplex & 
VZV infection

Psoriasis

Lupuss erythematosus
includingg atypicall LEE panniculitis

Others

Lymphomatoid
eczematous dermatitis 
including atopic 
dermatitis

Lymphocytoma (differentt causess 
includingg 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



Mimickers of mycosis fungoides
Always Sometimes to Frequently Rarely

Lichen aureus Actinic reticuloid Lichen planus
Non-MF-associated follicular mucinosis Eczematous dermatoses LE, superficial variant
Lymphomatoid keratosis Psoriasis Bullous pemphigoid
Superficial idiopathic pseudolymphoma Lichen sclerosus (genital) ACA, superficial variant
Annular lichenoid dermatitis of youth Vitiligo, inflammatory stage Drug eruption, T-cell type

CD8+ dermatitis in HIV+ Tattoos, lichenoid type
CD8+ dermatitis in mogamulizumab Lichen striatus
Pityriasis lichenoides Nevoid hyperkeratosis of 

nipple
Syphilis, superficial variant
HTLV-I infectious dermatitis
Immune response to epithelial tumors



F, 58
Generalized reddish lesions



CD3

Lichen planus



2nd biopsy



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



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



M,, 77
Plantarr 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



"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."





Palmoplantar psoriasis (and other variants of the disease as well) 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



M, 40

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 tthis variant 
ddoes 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

• MF, of course, may involve the palms and soles as any other 
part of the body, but never the palms and soles only



8-year-old boy with phymosis.



CD8 TIA-1

CD3CD2





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.



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



M, 39.
Penis.

CD8



Picture taken after 10d of local steroids with 
partial resolution (achieved after 3 weeks); No 
clinical signs of LSA or of MF. A&W (32 
months).

At presentation



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



F, 44
Lower arm



FF, 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)



5 months later... (only local treatment)



... vitiligo
(pagetoid reticulosis-like)5 months later

1st presentation



9-year-old boy

(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
AAggressive 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+ / 
TCR

Cutaneous  T-cell lymphoma
Generalized, partly ulcerated plaques and 
tumors. TCR  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 TCR  .

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

Pseudolymphomas



F, 10
According to the mother 
asymptomatic skin lesion on the 
abdomen for 3 years. Improvement 
with local steroids, yet no complete 
clearance. Recent enlargement.

A biopsy is taken.



CD3

CD8

Annular lichenoid dermatitis 
of youth



• 23 patients (median age 10 years; age range 5-22 years)
• 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





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



To my eyes, not a single one among these 12 cases is a true ALDY
"Positive Borrelia serology" not specified (IgG+ alone not diagnostic)
PCR for Borrelia on tissue not tested
"Floating" microscopy a completely useless technique (my opinion)

Genuine ALDY has nothing to do with Borrelia (my opinion)



Scleroderma Erythema chronicum migrans Annular lichenoid dermatitis of youth Atopic dermatitis with hypopigmentation



M, 48



Lichen aureus



F, 51



Same patient,
11 years previously

CD3



Lichen Aureus

• Persistent, localized form of "pigmented purpuric dermatitis"

• Spontaneous resolution observed in >50% of cases; in some 
case lesions persist unchanged for years, or recur at the 
same or at different sites

• 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





23 patients (F:M=1.1:1; median age: 47 range: 1-77)
Monoclonal: 8/16 (50%)
Persistent disease: 9/23 (39,1%) 
(range: 20-204 months; median: 41)





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



MM, 79
History of non-melanoma skin cancers. According to the patient "new" 
lesion on the right back (not mentioned in the chart 16 months 
previously).
A biopsy is taken.



CD3

Seborrheic keratosis with 
pseudolymphomatous infiltrate



Seborrheic keratoses with inflammatory infiltrate



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



MM, 72 
Referred by a private dermatologist for 
further evaluation of itchy skin lesions 
on the lower extremities and elevated 
serum tryptase (41,3 g/L; normal value: 
0-11,4). No gastrointestinal symptoms; 
no other complaints.





Lymphomatoid
eczematous (atopic) dermatitis



FF, 85
History of B-CLL stage IV, managed with ibrutinib. Itchy exanthema "for 
a few days".
Two biopsies are taken.



CD3



Lymphomatoid
eczematous dermatitis

CD8



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.



"Pseudotumoral" eczematous dermatitis

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



Lymphomatoid eczematous dermatitis
• Eczematous conditions may present with dense lymphoid 

infiltrates, potentially mimicking histopathologically mycosis 
fungoides

• Eczematous histopathological features (e.g., irregular 
acanthosis, spongiosis, parakeratosis, serum in horny layer, 
eosinophils in the infiltrate) usually prominent – yet similar 
features may be observed sometimes in mycosis funbgoides
or Sèzary syndrome

• Intraepidermal lymphocytes usually positive for CD8 in 
eczematous dermatoses



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



CD8Lichen 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



Mimickers of cALCL / LyP
Sometimes to Frequently Rarely

HSV1, HSV2, VZV infection Tattoo
Milker's nodule & Orf Syphilis II (lues maligna)
Molluscum contagiosum Leishmaniasis
Arthropod bite reactions including scabies Inflammatory infiltrates in various conditions
Pityriasis lichenoides
Syphilis I





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

F, 45



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...





CD30

Pseudolymphomatous
reaction to artrhropod bite



F, 66

Pseudolymphomatous
reaction to artrhropod bite



M, 83

Scabies



NNodularr 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



F, 44
The patient is a nurse and also has a small farm with cows and rabbits (a cow was recently ill). Two 
itchy lesions on right and left hands for 3 days.

A biopsy is taken.



CD30 Ki-67

Milker's nodule



CD30



CD30



CD30

M, 15



F, 9





Tattoo

Folliculitis



CD30+ pseudolymphomas – Histopathological clues
• AArthropod 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



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



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





M, 75
Solitary subcutaneous 
nodule (trunk); managed 
with systemic steroids; a 
few new lesions appeared 
over a period of 5 years 
(local steroids).



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.



Mimickers of CBCLs (FCL, MZLD)
Sometimes to Frequently Rarely

Borrelia & other lymphocytomas Syphilis II
Local reaction to vaccination Leishmaniasis
ACA, plasma cell-rich variant Drug eruptions, B-cell type
Cutaneous plasmacytosis Reactions to tattoo

Localized scleroderma



Differential diagnosis of cutaneous lymphoid infiltrates 
with follicular pattern

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



Reactive follicle Neoplastic follicle



M, 10
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 ssurgicall cutaneouss excisionn associatedd withh aa testiss biopsyy 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. RRadiationn therapyy 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 locall recurrencee with similar histologic features occurred 3 
months later in the radiation field. The patient received 66 cycless off cyclophosphamide,, doxorubicin,, vincristine,, andd 
prednisonee chemotherapy. A complete response was achieved in July 1998. However, a sscrotall nodulee againn reappearedd 
in March 1999. (…) AA completee resolutionn off thee skinn lesionn wass achievedd afterr 33 weekss off therapyy withh amoxicillin,, 33 g,, 
administeredd daily.. No relapse was observed after a follow-up period of 27 months."



Germinal centers in Borrelia lymphocytoma at special sites (nipple, 
genital area, sometimes also earlobe) are commonly "naked", and 
may become confluent mimicking a diffuse large B-cell lymphoma



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



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

may lack 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



TPCD8

Lues maligna in HIV+ patient



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, 
B-cell type

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

Pseudolymphoma after talimogene laherparepvec  
treatment for metastatic melanoma

M, 56



2 years previously 1 year previously (during treatment)

Time of biopsy 2 years later





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



F, 46
Chronic polyarthritis



PGM1/CD68Podoplanin





Intravascular histiocytosis

F, 50
B-CLL and clonal cytopenia; 

skin lesions for some months.

Consultation Dr. Forsek, Klagenfurt

D2-40 CD31 CD163





Intravascular (intralymphatic) histiocytosis
• Clusters of histiocytes within lymphatic vessels (in rare cases within 

blood vessels); may mimic intravascular large cell lymphoma

• Cells CD68+, CD163+ and negative for lymphoid markers; vessels 
positive for podoplanin in the vast majority of cases 

• 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



M, 70

D2-40



Benign intralymphatic proliferation of T-cell blasts

• Most reported cases observed in a "microorganism-rich" environment
• 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 
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
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Benign intralymphatic proliferations of 
T lymphocytes can be observed in different, 

unrelated conditions



Main "intravascular" proliferation of cells
WWithin  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



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


