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67-year-old man with tumor (DM 5 cm) left inguina 

B24-90475



B24-90475





CD3 CD4 CD8

CD56, CD20 und CD79a: negative
TCR beta und delta: negative
ALK and EMA: negative 



CD30





CD30

Mycosis fungoides with 
large cell transformation

Patches – Plaques - Tumors

Cutaneous CD30+ ALCL

Solitary or grupped tumors

No Patches /  Plaques



No preexisting patches and plaques

67-year-old man with tumor (DM 5 cm) left inguina



CD30

No preexisting patches and plaques

Primary cutaneous CD30-positive anaplastic large-cell lymphoma

Staging negative 

67-year-old man with tumor (DM 5 cm) left inguina



CD30



CD30

Biphasic pattern -> DUSP22 rearrangement 

-> DUSP22/IRF4-FISH



FISH: Break in IRF4/DUSP22 Genlocus (6p25.3)



Primary cutaneous CD30-positive anaplastic large-cell lymphoma
with DUSP22/IRF-rearrangement (6p25.3 locus) 

CD30

67-year-old man with tumor (DM 5 cm) left inguina



LEF-1

LEF-1 in DUSP22 rearranged C-ALCL



Break in IRF4/DUSP22 (6p25.3 locus)

IRF4/DUSP22 Genlocus (6p25.3) rearrangement in cutaneous T-cell lymphoma

Transform. MF: rare (10%) 
Non-transformed MF: absent 

C-ALCL: rare (< 5%)
Systemic ALCL: 27-30%

Lymphomatoide 
Papulose

LYP: rare (13 cases) 

Willemze et al. Blood 2019
Niu et al. J Cutan Pathol 2023
Sibon et al. Haematologica 2023





K22-98

31-year-old man with two brownish, slightly infiltrated patches on the left thigh and right arm. 

Consultation case PD Dr. D. Helbig, Köln 





CD3

CD4

CD8



MPO



MPO



31-year-old man with two brownish slightly infiltrated patches on the left thigh and right arm.







From: Li & Kazlouskaya Am J Dermatopathol 2022



Neutrophils in FDE are relatively common in FDE (68.8%)

Abundant neutrophils in biopsies with shorter onset-to-biopsy interval 
(3.7 vs. 16.9 days, p< 0.023)

Correlation with early phase and multiple lesions of FDE rather than a different entity

    Li & Kazlouskaya Am J Dermatopathol 2022

Neutrophilic fixed drug eruption

Histological features





41-year-woman with erythematous and slightly brownish papules and atrophy on the lower abdomen and right thigh since several years

Referrral by Dr. Kathrin Bänziger, Zürich



B22-88036



B22-88036



B22-88036



B23-69182



B22-88036

CCD3



B22-88035

CCD3

CD4

CD8

Identical T-cell clone in 3 biopsies



B23-69182





Clinical features
Poikilodermatous lesions
Later cutis laxa-like
Bulky skin folds

Granulomatous slack skin



Granulomatous slack skin



34-year-old woman with a slowly enlarging erythematous plaque since 10 years. Chronic borrelia infection? 

Referrral by Dr. Ivo Weidenhoffer, Lenzburg



B25-19374

Central part of the lesion with folded skin









Elastica



B25-19375

Margin



B25-19375





CD68





Elastica



Elastica

Central area with folded skin Margin with non-folded skin



Granulomatous cutaneous lymphomas

Cutaneous T-cell lymphomas
  Granulomatous mycosis fungoides
  Granulomatous slack skin
  Sézary syndrome
  CD30+ lymphoproliferative disorders
  Subcutaneous panniculitis-like lymphoma
  Adult T-cell lymphoma/leukemia
  Peripheral T-cell lymphoma, NOS

Secondary cutaneous lymphomas
  Angioimmunoblastic T-cell lymphoma

Granulomatous features rarely found in approx. 2% of  cutaneous  lymphomas



Granulomatous MF

Hyperpigmented patches/plaques (40%)

Diagnosis in granulomatous MF
often delayed - 6 years

Prognosis worse than in classic MF
5-year-survival 66%. 

Kempf et al. Arch Dermatol 2008
Li et al. Am Acad Dermatol 2013

Second lymphoid neoplasias
Hodgkin lymphoma in 20-50% 
of patients

Van Haselen et al. 1998
Clarjis et al. 2003



Interstitial mycosis fungoides

Simulates interstitial GA, inflammatory morphea, 
and interstitial granulomatous dermatitis.

Frequently cytotoxic phenotype (50%)

In many cases a transient pattern in 
otherwise conventional MF

Clinically presenting with patches and/or plaques
    Reggiani et al. Am J Surg Pathol 2016



MF: Histiocyte-rich or granulomatous forms

Interstitial /histiocyte-rich MF Granulomatous MF   Granulomatous slack skin

Patches    Hyperpigmented patches  Bulky skin folds

Interstitial lymphocytic  Sarcoid/GA-like infiltrates  Scattered multinucleated and 
histiocytic infiltrate       histiocytic gaint cells
    
Prognosis as classic MF  Prognosis (5-y-SR: 66%) 
(5-y-SR: 90%)     
      Second lymphoid neoplasias
      Hodgkin lymphoma (20-50%) Kempf et al. Arch Dermatol 2008

Li et al. Am Acad Dermatol 2013

x



MF: Histiocyte-rich or granulomatous forms

Interstitial /histiocyte-rich MF Granulomatous MF   Granulomatous slack skin

Patches    Hyperpigmented patches  Bulky skin folds

Interstitial lymphocytic  Sarcoid/GA-like infiltrates  Scattered multinucleated and 
histiocytic infiltrate       histiocytic gaint cells
    
Prognosis as classic MF  Prognosis (5-y-SR: 66%) 
(5-y-SR: 90%)     
      Second lymphoid neoplasias
      Hodgkin lymphoma (20-50%) Kempf et al. Arch Dermatol 2008

Li et al. Am Acad Dermatol 2013

x

Not distinct subtypes
in WHO classification





PDC in T-cell rich areas of lymphoid organs

Monocytoid or plasmacytoid morphology

Facchetti et al. Virchows Arch 2003
Marafitti et al. Blood 2008 
Sukswai et al. Am J Surg Pathol 2019

CD123

CD123, CD2AP, BDCA-2 (CD303), TCF-4

Plasmacytoid dendritic cells (PDC)



PDC - function

Sensing nucleic acids in autoimmune diseases and viral infection 

Viral DNA/RNA

Self DNA (high quantities)

DNA-specific auto-antibodies

Hypomethylated CpG islands 
(released from apoptotic keratinocytes)



Plasmacytoid dendritic cells (PDC)

from: Rönnblom et al. Autoimmunity 2003

Sensing nucleic acids 
in autoimmune diseases 
and viral infection 

Production of IFN alpha and beta 
-> activation: NK cells, T and B-cells



PDC in inflammatory skin diseases

Lupus erythematosus
Lymphocytic infiltration
Infectious diseases

CD123

Facchetti et al. Virchows Arch 2003
Tomasini et al. J Cutan Pathol 2010



63-year-old man with violaceous plaque on the left chest. Fatigue.

B09-361
CD123



Herpes incognito

Detection of VZV DNA by nested PCR 

Resolution of skin lesion and pain 
under treatment with valaciclovir
(3x1 g per day for 7 days)



No pathognomic epithelial changes of alpha herpesvirus infection (HSV, VZV)

Dense perivascular and sparse interstitial superficial and deep infiltrates
of lymphocytes, sometimes assuming a patchy lichenoid pattern. 

Infiltrates prominent in and around adnexal structures

Lymphocytes sometimes with large and polygonal nuclei.   
Atypical lymphocytes were present in 32/45 cases.
Step section revealed diagnostic changes.  
      Resnik and DiLeonardo Am J Dermatopathol 2000

      Boer et al.  Am J Dermatopathol 2006 

     

Diagnosis confirmed by PCR in 80% cases with non-specific histology.

     Jain et al. J Med Virol 2001
     Kinonen et al. J Cutan Pathol 2012
     Kempf et al. JDDG 2013

     

Herpes incognito

From: Resnik and DiLeonardo Am J Dermatopathol 2000



B22-034742

76-year-old man with AML and erythematous papules and small plaques on the chest. 



B22-034742



B22-034742



CD3 CD123

B22-034742

Ki67CD56



CD123

B22-034742

CD2AP

MPO

CD3+ CD4+ CD8- CD56-

CD123+ CD2AP+

MPO- CD33- CD117-

Ki67 low



Differentialdiagnosis

Blastic plasmacytoid dendritic cell neoplasm (BPDCN) 

Acute myelomonocytic leukemia with PDC phenotype

Mature proliferation of PDC associated with myeloid neoplasms

T/B-lymphoblastic leukemia/lymphoma

Diffuse large B-cell lymphoma

Mantle cell lymphoma

Extranodal NK/T-cell lymphoma

Merkel cell carcinoma

Ewing sarcoma
MPO Ki67



76-year-old man with AML and erythematous papules and small plaques on the chest. 

CD123

Mature PDC proliferation associated with myeloid neoplasms

WHO 5th edition



Mature plasmacytoid dendritic cell proliferation associated with myeloid leukemias

Most commonly in acute or chronic myelomonocytic leukaemia
(approx. 5% of AML)

Skin: macules or pruritic papules
Bone marrow, lymph nodes (rarely)

Vitte F et al. Am J Surg Pathol 2012
Facchetti et al. Mod Pathol 2016

Indicator of poor prognosis, often heralds transformation to AML
Zalmaï et al. Haematologica 2021

In WHO 5th edition included as separate entity:
Mature plasmacytoid dendritic cell proliferation associated with myeloid neoplasm

By courtesy Dr. L. Schärer





CD3 CD123

B22-034742

Ki67CD56

CD4+ CD8- CD56-

CD123+ CD2AP+

TCL-1- TCF-4+

MPO- CD33- CD117-

Bcl-2+ (30%)

Ki67 low (5-10%)

Mature PDC proliferation associated with myeloid neoplasm - phenotype



Association with myeloid leukemia: CMML > AML

Association with RUNX1 mutation

  

PDC clonally related and originate from to leukemic AML blasts.

  
Simon et al. Blood 2020

Xiao et al. Blood. 2021

Mature PDC proliferation associated with myeloid neoplasm 

Flow-sorted leukemic blasts and pDCs from pDC-AML.
Giemsa stain (from Xiao et al. Blood 2021)

Leukemic blasts (AML) 

PDC



Blastic PDC neoplasm

CD4

CD56

CD4+, CD56 +CD123+, BDCA2 + (CD303), CD2AP, TCL-1 +
MPO -, lysozyme -, CD34 – 



60-year-old man - since 4 weeks slightly infiltrated plaques on the trunk. 



60-year-old man - since 4 weeks slightly infiltrated contusiform plaques on the trunk. 



CD3- CD4+ CD8- CD30-
CD20- CD79a-

CD3 CD4

CD56
CD123

CD4+ CD56+ 
CD123+ TCL-1+ TCF-4 +

MPO- CD68- 
CD117-



CD4+ CD56+ coexpression (20-40%), CD123+
Myeloperoxidase (MPO)+ (cytoplasmic granulation)
CD13+, CD33+, CD34+ (immature forms)
CD43+, CD68+

AML: TCL-1 - (83%) vs. TCL-1 + (90%) in BPDCN 
Petrella et al. Am J Clin Pathol 2004



Lupus erythematosus
Lesions in UV-exposed areas
Sleeve-like lymphocytic infiltrates, mucin
Smaller PDC clusters (CD56-)

Mature PDC proliferations in myeloid leukemia
Pruritic skin lesions (esp. on trunk) 
PDC nodules and lymphocytes
CD56-,  low proliferation rate
Underlying myeloid leukemia (CMML, AML) 

Blastic PDC neoplasm (BPDCN)
Contusiform skin lesions
Diffuse "pure" PDC infiltrates (CD56+, Ki67 high)
Leukemic phase (70%)

PDC clusters - differentialdagnosis





B24-87806

32-year-old man with krateriform tumoral lesion on the left perimammilary area since weeks.



By courtesy Dr. Jung, Dept. Dermatology STZ, Zurich 





B24-87806









Brown Brenn Gram stain



Tumor-like manifestations of actinomyces infections





B18-86030

57-year-old man with a solitary ulcerated nodule since 4 weeks on the right upper arm:

Cutaneous tularemia



Leishmaniasis
Leishmania tropica ("Old World")

Photo: Dr. med. Daniel Zuder, St.Gallen, Switzerland

25-28212



25-28212

Leishmania-IHC



Keratoacathoma-like pseudocarcinomatous hyperplasia in actinomyces infection 
or 

keratoacanthoma superinfected with actinomyces (unknnown source) 



Is keratoacanthoma a process 
driven by an infectious agent? 

25-28212



K11-340

65-year-old woman with rapidly growing tumor on the left cheek. 



K11-340



K11-340

CD30

CD3- CD4+ CD8- CD30+ ALK- EMA-
Monoconal rearrangement of TCR gamma genes



65-year-old woman with rapidly growing tumor on the left cheek. 

K11-340

CD30

Primary cutaneous CD30-positive anaplastic large-cell  lymphoma
with pseudocarcinomatous hyperplasia



PC-ALCL

CD30



14 / 25 cases with neutrophil- or eosinophil-rich infiltrates
Th17/Th22 cytokine pattern expressed by CD30+ cells

   Guitart et al. J Am Acad Dermatol 2014

IL-17

IL-22

Th17-TF



11 years later rapidly growing nodule on the back. 

B22-71613

CD30

CD2+ CD3- CD4- CD5+ CD8- CD30+ EMA (+)

Identical T-cell clone like KA-like C-ALCL 11 years ago   

CD30



Tarantel Nebula in the large Magellan cloud (via James-Webb telescope) NASA/ESA/CSA



38-year-old woman with deep dermal and subcutaneous infiltration (right arm)
Consultation case: Prof Dr Daniea Mihic Probst, Dept. Pathology, Univ. Hospital Zürich

K24-133



K24-133







CD3

CD8

CD3+ CD4- CD8- CD30- CD56- CD123- CD138 (+), Ki67 low (< 5%); Germinal centers with B-cells

CD4

CD68



TCR betaF1 TCR delta

Monoclonal T-cell rearrangement of TCR gamma genes



TCR delta/CD4 TCR delta/CD8 





Cutaneous gamma delta T-cell lymphoma

CD3+ CD4- CD8- CD56+

TIA-1+ Granzyme B +

beta F1- 

TCR gamma / delta +

TCR alpha/beta -
EBER- 

Epidermotropic, dermal 
and/or subcutaneous
lobular infiltrates

Atypical lymphocytes
of variable size

Nuclear pleomorphism

Nodules and plaques
with ulceration





K24-133



K24-133



EBER



EBER



Reactive gamma/delta T-cells lymphoid infiltrate
after vacciantion (aluminium hydroxide granuloma)



Gamma delta T-cells in inflammatory reactions





From: Wikipedia

Second most common edible mushroom linked to umami taste. 

Natural medicine in China and Japan

From: asiastreetfood.com

Shiitake (Lentinula edodes)



Shiitake Dermatitis

Images: Dr. med. Daniel Mahler, Lucerne



B25-56844



B25-1204



B25-1204



CD4

CD8CD20



Shiitake dermatitis

First reported case outside Asia in Finland in 1998

Skin: Flagellate linear pattern on trunk, extremities and neck
Oral mucosa: erosions without a linear pattern.

Histology
Spongiosis
Superficial dermal cuff-shaped perivascular lymphocytic infiltrate

DDx: 
Flagellate drug reactions due to bleomycin and trastuzumab
Phytophotodermatitis
Adult-onset Still's disease

Course:
Resolution usually within 8 weeks. No long-term sequelae. 

  
  Fully cook (20 min.) shiitake prior to ingestion! 

From: Janusonyte & Pünchera  N Engl J Med 2023

Stephany et al. Am J Clin Dermatol 2016


