
Thomas Mentzel, Friedrichshafen, Germany 

Mesenchymal Tumours of the Skin 
Part 2 



Case 6: Clinical Findings 

• F, 30 years 
• left lateral thigh 
• dermatofibroma was suspected 



DFSP 



DFSP 



Differential Diagnosis Case 6 

plaque-like, spindle cell, dermal neoplasm 
(no atypia, no mitoses, no necrosis) 
 
- flat dermatofibroma 
- neurofibroma 
- dermatomyofibroma 
- plaque-like CD34-positive dermal fibroma 
- plaque-stage DFSP 



flat, atrophic Dermatofibroma 

- hyperplasia of the epidermis 
- plump spindled tumour cells 
- hyalinised collagenous  
  fibres (entrapment) 
- CD34 - 



diffuse Neurofibroma 
- often myxoid stroma 
- scattered mast cells 
- S-100 + 

S-100 



Dermatomyofibroma 



F, 31 years, right shoulder 



Fall2A_2 



Fall2A_Elastika 

Elastica 

ASMA 



Plaque-like CD34 positive dermal Fibroma 
(„Medallion-like Dermal Dendrocyte Hamartoma“) 



  Plaque-like CD34-positive dermal Fibroma 
  
- children, adults 
- bandlike fibroblastic 
  proliferation 
- upper half of the dermis 
- no involvement of  
  stratum papillare 
- adnexal structures are 
  spared 
- many vessels 
- biphasic growth 

CD 34 



DISKUS 038 

CD34 



  plaque-like DFSP 
 

- horizontal growth 
- also in deeper parts of 
  the dermis 
- myxoid stroma 
- adnexal structures are 
  not spared 
- COL1A1 / PDGFB fusion 

CD 34 



DFSP 

Diagnosis Case 6 ? 
- flat dermatofibroma 
- neurofibroma 
- dermatomyofibroma 
- CD34-positive dermal fibroma 
- plaque-stage DFSP 



DFSP Elastika 

Elastica ASMA 

S-100 CD 34 

Case 6 



Diagnosis Case 6 

plaque-stage DFSP 



DISKUS 001 F, 67 years, buttock 

DD: plaque-stage DFSP 



DISKUS 003 



DISKUS 005 



CD34 CD 34 



S100 S-100 protein 



SOX10 Sox10 



NTRK1 NTRK1 



Recurrent NTRK1 gene fusions define a novel 
subset of locally aggressive lipofibromatosis- 

like neural tumors 
(NP Agaram et al. Am J Surg Pathol 2016; 40: 1407) 

8 F, 6 M, 4-38 years, local recurrence in 5/12 cases  
upper (6), lower extremity (5), head (2), flank (1) 

1.3 – 5.4 cm, subcutaneous lesions 
infiltrative spindle cell neoplasms 
mild nuclear atypia, no / few mitoses 
S-100 +, CD34 + (10/11), ASMA + (3/8), desmin -, 
Sox-10 -, HMB-45 -, Melan-A -, STAT6 -, H3K27me3 + 
NTRK1 gene rearrangements with NTRK1 staining 



Case 7: Clinical Findings 

- F, 75 years 

- left thigh, subcutis 

- well-circumscribed nodular lesion 

- 4.5 cm measuring neoplasm 

- complete excision 

- NSR at 2 years 



encapsulated, lobulated, lipogenic lesion 









Chondroid Lipoma 

Diagnosis Case 7 

chondroid Lipoma 



chondroid Lipoma* 

• adult patients, F > M 

• slowly growing neoplasms 

• subcutis / deep soft tissue 

• encapsulated, lobular growth 

• adipocytes, lipoblasts, eosinophilic cells 

• myxochondroid stroma  

   (hyaluronidase resistent) 

• benign clinical course 

* Meis JM, Enzinger F AJSP 1993; 17: 1103 



chondroid Lipoma 

• vimentin +, S-100 +/- 

• CD68 +/-, laminin +/-, collagen type IV +/- 

• cytokeratin focal + in some cases  

• EMA -, ASMA -, GFAP - 

• t(11;16)(q13;p13) (MGC3032-MKL2 fusion) 

  MKL2: myocardin-related transcription factor 

  MGC3032: hypothetical protein 

• ELMI: scalloped, clefted nuclei, lipid droplets 

  rough ER, mitochondria, knob-like protrusions 



AB Hyaluronidase 



F, 34 years, forearm, pancytokeratin 



C11orf95-MKL2 is a consistent finding in  
chondroid lipoma: a study of 8 cases 

U.Flucke et al. Histopathology 2013; 62: 925 

• 4 F, 4 M, 21-81 years 

• forearm (3), lower leg (2), back (1), 

  thigh (1), scalp (1) 

• 1 out of 6 cases recurred 

• classical histopathology 

• 7/8 cases showed C11orf95-MKL2 



Lipoblasts in benign lipogenic 
neoplasms ? 

Yes, no problem ! 

 

- Lipoblastoma / Lipoblastomatosis 

- spindle cell / pleomorphic Lipoma 

- chondroid Lipoma 



Differential Diagnosis: chondroid Lipoma 

extraskeletal myxoid Chondrosarcoma 
no lipogenic component 
small, uniform,  
  round/spindled cells 
no cytoplasmic 
  vacuolation 
rather avascular 
  myxoid stroma 
t(9;22)(q22;q12) > 
t(9;17)(q22;q12) 





atypical lipomatous Tumour 
no lobular growth 
no / few lipoblasts 
enlarged, hyperchromatic  
  nuclei 
septa with atypical cells 
MDM2 / CDK4 amplification 

Differential Diagnosis: chondroid Lipoma  



MDM2 amplification 



myxoid Liposarcoma 
small immature cells 
branching vessels 
myxoid stroma  
  (hyaluronidase  
  sensitive) 
PRAME + 
t(12;16)(q13;p11)  
  DDIT3-FUS fusion  
t(12;22)(q13;q12) 
  DDIT3-EWSR1 fusion 

Differential Diagnosis: chondroid Lipoma 



Myoepithelioma 
focal epithelial 
  structures 
no lipogenic cells 
no multivacuolation 
S-100 +/-, 
CK +/-, EMA +/- 
GFAP +/-, ASMA +/- 
calponin +/- 

Differential Diagnosis: chondroid Lipoma 



S-100 



Hibernoma 
brown cut surfaces 
more cytoplasm 
small nuclei 
no myxochondroid 
  stroma 
many mitochondria 

Differential Diagnosis: chondroid Lipoma 





- M, 73 years, left shoulder 
- slowly growing indurated lesion 
- slightly painful 
- subcutis, 3 x 3 cm 
- complete excision 

Case 8: Clinical Findings 





atypical spindle cell lipomatous tumour 



atypical spindle cell lipomatous tumour 



atypical spindle cell lipomatous tumour 



atypical spindle cell lipomatous tumour 



atypical spindle cell lipomatous tumour 



CD34 (HPCA-1) 

Rb 



MDM2 

CDK4 



Chondroid Lipoma 

Diagnosis Case 8 

atypical spindle cell 
lipomatous Tumour 



6 cases, 2 F, 4 M 
35-82 years, 2-25 cm 
shoulder (3), arm (2), 
back (1) 
subcutis (5), intramuscular 
multiple recurrences (3) 
dedifferentiation, MTS (1) 
spindle cells with mild to 
moderate atypia + atypical  
lipogenic component 
desmin focal + (5) 
CD34 focal + (2) 



2 F, 4 M, 59-85 years 
shoulder, trunk, thigh, 
lower leg, hand, 
paratesticular 
1 out of 4 cases  
recurred locally 
1.5-10 cm, subcutis (3) 
deep soft tissue (3) 
CD 34 focally + 
Rb-1 deletion (6) 
no MDM2/CDK4  
amplification 



M, 62 years, left thigh, 9.1 cm 



F, 60 years, back of hand, 3.5 cm, R at 6/12 





92 F, 140 M, 6-87 years 
median size 5 cm 
limbs, limb girdles (63%) 
head / neck (10%) 
genital area (7%) 
trunk (6%), back (6%)… 
poorly marginated 
atypical spindled cells + 
atypical lipogenic cells 
variable cellularity 
local recurrence 12% 
(3 x multiple) 



subcutis > deep soft tissues >> visceral 
admixture of atypical spindled + lipogenic cells 
low cellularity (62%) > high cellularity (38%) 
mild atypia (52%) > prominent atypia (28%) 
uni- or multivacuolated lipoblasts (45%) 
rare mitoses, no tumour necrosis 
purely myxoid to collagenous stroma 
CD 34 + (64%), S-100 + (40%), desmin + (22%), 
Rb loss (57%), no tumour with MDM2 and CDK4 + 
FISH analysis: no MDM2/CDK4 amplification 
   loss of Rb-1 locus in 71% 
   monosomy 7 in 43% 



DD atypical spindle cell lipomatous Tumour 

spindle cell lipoma: elderly male patients, neck, 
    encapsulated, no atypia 
ALT:    MDM2 / CDK4 amplification 
    no Rb-1 deletion 
DDLS:   deep soft tissue 
    abrupt transition, more atypia 
    MDM2 / CDK4 amplification 
spindle cell   young patients, vasculature 
myxoid LS:   t(12;16), t(12;22) 
(Alaggio R et al. AJSP 2009; 33: 645) 

lipomatous SFT, diffuse neurofibroma, DFSP, 
mammary-type myofibroblastoma, MPNST 





Conclusions Case 8 

ASCLTs and APLT are… 
distinct categories of adipocytic neoplasms 
represent clinically low-grade neoplasms 
require surgical excision with clear margins 
low risk for local recurrence 
very low risk for dedifferentiation 
often adult males with predilection for the limbs 
variable proportions of atypical spindled cells, 
 adipocytes, lipoblasts myxoid/coll. stroma 
CD 34 +, Rb -, MDM2 -, CDK4 - 



Case 9: Clinical Findings 

• F, 57 years 
• left thigh 
• 2 x 1.5 x 1 cm 
• subcutaneous lesion 



epithelioid schwannoma 



epithelioid schwannoma 



epithelioid schwannoma 



epithelioid schwannoma 



S-100 



Pathological Findings 

encapsulated epithelioid tumour 
nested arrangement of tumour cells 
uniform nuclei, small nucleoli 
hyalinised connective tissue 
vessels with hyalinised walls 
S-100 +, Sox 10 + 
Melan-A -, HMB45 - 
Pancytokeratin - 
 



Diagnosis Case 9 

epithelioid Schwannoma 



epithelioid Schwannoma 

rare, dermis, subcutis 
F > M, middle aged adults 
distal extremities, trunk, painless nodule 
encapsulated, multinodular, nested growth 
uniform epithelioid cells, scattered spindled cells 
mild nuclear atypia may be present 
may show myxoid stromal changes 
S-100 +, Sox 10 +, GFAP + 
loss of INI1 in 42% (AJSP 2017; 41: 1013) 
may recur in a nondestructive fashion 
very rarely malignant transformation 
(AJSP 2017; 41: 1013) 



Jo VY, Fletcher CDM AJSP 2017;41:1013 
Loss of INI1 in 24 out of 57 cases 



DD: epithelioid Schwannoma 

epithelioid MPNST: deep soft tissue, infiltrative 
 significant atypia, loss of INI1 in 50% 
myoepithelioma: unencapsulated 
 more heterogenous 
 pancytokeratin +/-, EMA +/- 
melanocytic neoplasms: unencapsulated 
 Melan-A +, HMB-45 +/- 



F, 52 years, lower leg 



nested growth pattern 



CD31 



HMB45 

MiTF1 



TFE3 

S-100 

Diagnosis: 
cutaneous clear 
cell PEComa 



cutaneous PEComa* 

* Mentzel T et al. Histopathology 2005; 46: 498 
   Liegl B et al. AJSP 2008; 32: 608 

• 15 F, 2 M, 15-81 years, no tuberous sclerosis 

• 15 x extremities (lower > upper), 2 x back 

• dermal lesions, extension into subcutis 

• network of thin-walled capillaries 

• perivascular / trabecular growth 

• clear > granular, eosinophilic tumour cells 

• HMB45 +, MiTF1 +, NKIC3 +, S-100 - 

• ASMA + (2), Desmin + (6), CK -, CD68 -/+ 

• biologically rather benign 



ASMA 



Desmin 



Case 10: Clinical Findings 

• F, 64 years 
• abdominal wall 











S-100 



EMA 

Collagen type 4 

Diagnosis Case 10: 
Neuroblastoma-like 
Schwannoma 



Neuroblastoma-like Schwannoma 

Neuroblastoma-like neurilemoma  
Goldblum JR et al. AJSP 1994; 18: 266 
- solitary, sporadic 
- neuroblastoma-like schwannomatosis very rare 
- may contain areas of classical schwannoma 
- DD: neuroblastoma, dendritic cell neurofibroma 
             Spitz nevus with Homer-Wright rosettes 
             low-grade fibromyxoid sarcoma with giant 
  rosettes 



Case 11: Clinical Findings 

• F, 57 years 
• multiple lesions on both feet 
• fibromatosis was suspected 







HPCA-1 (CD 34) 

fibroblastic Tumour ? 



S-100 Protein 

neural Tumour ? 



perivascular inflammatory cells  



neutrophils 



Myeloperoxidase 



Diagnosis Case 11 

Erythema elevatum et diutinum  
(tumour stage) 



Erythema elevatum et diutinum 

• variant of chronic vasculitis  
• long duration 
• persistent papules, plaques and nodules 
• multiple, symmetrical lesions, 
   distal extremities 
• associated systemic diseases 
   (MDS, lymphoma, IgA gammopathy…) 
• different stages of disease 



Erythema elevatum et diutinum 

early lesions: 
 - perivascular infiltrate of neutrophils 
 - leukocytoclasis, fibrin deposition 
established lesions: 
 - neutrophilic infiltrate of the entire dermis 
 - sometimes spongiosis, blister, necrosis 
late lesions: 
 - variable fibrosis, capillary proliferation 
 - tumour-like fibroblastic proliferation 
 - scattered neutrophils 







ASMA 



Lieblein Karl 



Erytema elevatun 



Erytema elevatun 





Many thanks for your attention ! 


