
Clues in Dermatopathology: 
the Barcelona experience

Maite Fernández Figueras
HU General de Catalunya. Grupo Quironsalud

Universitat Internacional de Catalunya





Overlaps

Look-alikes

Red herrings

Unusual locations

Invisible dermatoses

Pitfalls



• 69-year-old man 

• Extremely painful subungual lesion

• Two previous small Bx: Non-specific changes
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CALM HOG, FLED PEN AND GETS BACK
Chondrodermatitis nodularis helicis

Angioendotheliomatosis

Leiomyoma

Metastases

Hidradenoma

Osteoma cútis

Glomus tumor

Fibromyxoma

Leiomyosarcoma

Eccrine angiomatous hamartoma

Dercum’s disease

Piezogenic pedal papule

Eccrine spiradenoma

Neurilemmoma

Angiolipoma

NEUROMA

Dermatofibroma

Granular cell tumor

Endometriosis

Thrombus

SCAR

Blue rubber bleb nevus

Angioma

Calcinosis cútis

Keloid

Clin Cosmet Investig Dermatol 2019:12 123–132

Painful skin tumors



Traumatic
neuroma

• Disordered proliferation of 
nerve elements of with 
Schwann, perineural cells 
and neurofilaments 

• Fibrous background

• Painful (under pressure)



Life lesson (LL) 1

Any tumor can be 

painful, specially in 

the subungual region



Normal glomus bodies and 
lymphoplasmacytic infiltrate

Reactive neural 
hyperplasia
(S100+ cells)

Scar tissue
(SMA+ myofibroblasts)



S100

Extremely painful subungual tumor¿Desmoplastic melanoma?



Wide resection: 
Dx: Neurotropic
desmoplastic melanoma



Desmoplastic melanoma in non-sun exposed areas
Locations: 
• Acral 
• Subungueal 
• Mucosal

Oral 
Nasal
Genital  



• 7% of subungual melanomas are desmoplastic

• Risk for desmoplastic melanoma: subungual area x 7



17 cases (all of them spindle cell/desmopl.)
• 9 subungual, 3 of them desmoplastic
• 1 periungual
• 2 acral



Longstanding fibrosisStoriform
Sclerosis

Recent scar
DesmoplasiaLL 2

Pay attention to the stroma 

And learn how to interpret it! 

Hyalinization
Sclerosis



• 70-year-old man 
• Knee tumor (2,5 cm) 
• Attached to deep tissues
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?
• 70-year-old man 
• Knee tumor (2,5 cm) 
• Attached to deep tissues It is a desmoplastic melanoma

Ask for a s100 stain “just for confirmation”



s100
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• 70-year-old man 
• Knee tumor (2,5 cm) 
• Attached to deep tissues



SMA

• 70-year-old man 
• Knee tumor (2,5 cm) 
• Attached to deep tissues



Dx: Desmoplastic leiomyosarcoma





• 51-year-old woman thigh
• 78-year-old man upper part of the back
• One case desmin negative



• 70-year-old man

Symplastic leiomyoma
Bizarre nuclei, but small, superficial and minimal mitotic activity



LL 3

All things being equal, 
the simplest 
explanation is usually 
the most likely…
but not always the 
correct one

William of Ockham (1285-1347)



96-year-old woman. Inflamed comedones in the lower eyelid, 3 years after homolateral hemifacial herpes zoster

6 slides of fragments



DDx: Milia en plaque?



• 34-year-old immunocompetent
female

• Comedones 5 months after herpes 
zoster healing

• Koebner phenomenon related to a 
“Locus minoris resistentiae” 



96-year-old woman. Inflamed comedones in the lower eyelid, 3 years after homolateral hemifacial herpes zoster

6 slides of fragments



?



Angiosarcoma 



Angiosarcoma



CD31

D2-40

Dx: Pseudolymphomatous angiosarcoma & comedones







LL 4

Never stop after the 

initial diagnosis! 

There may be additional 

hidden pathologies



• 79-year-old man. Erosive lesion on the scalp
• History of multiple squamous cell carcinomas  



Squamous cell carcinoma

Pseudolymphomatous angiosarcoma



D2-40

Dx: Collision SCC & pseudolymphomatous angiosarcoma



• Fast-growing tumor in the scalp of a 78-year old “VIP”



?????????
What’s your diagnosis?



“Highly suggestive of ANGIOSARCOMA”
Pending immunohistochemical 
confirmation…



Dx: Pseudoangiomatous squamous cell carcinoma 
CD34• Epithelial markers +

• Vascular markers -



Pseudoangiomatous squamous cell carcinoma 
Interconnected chanels Pseudo-hobnail-endothelium Intracytoplasmic lumens



Melan A

Pseudoacantholytic melanoma (simulating acantholytic AK)



LL 5



Plexiform circumscribed “palisaded” neuroma

• Facial lesion



• Facial lesion

?????????Dx: Melanoma satellitosis



Storiform pattern
Hybrid NF+perineuriomaDFSPDermatofibroma



Storiform pattern
• Hard nodule on the epigastrium
• Past history gastric cancer



PAS CKPASDx: Metastasis of a signet ring cell gastric carcinoma
Storiform pattern

PAS CK





Image: Dr Gemma Melé

Storiform collagenized pattern
Sclerotic fibroma (storiform colagenoma)



• AKA: Hypocellular fibroma, plywood

fibroma

• Skin and mucous membranas of adults

• Solitary or Multiple (Cowden Sd)

• Storiform collagen bundles with slight

interstitial mucin deposition

• Hypocellular CD34+ EMA+

Storiform collagenized pattern
Sclerotic fibroma (storiform colagenoma)



CD34

Storiform collagenized pattern
Sclerotic fibroma (storiform colagenoma)

• AKA: Hypocellular fibroma, plywood

fibroma

• Skin and mucous membranas of adults

• Solitary or Multiple (Cowden Sd)

• Storiform collagen bundles with slight

interstitial mucin deposition

• Hypocellular CD34+ EMA+



19-year-old boy. Curettage of a nodule on the arm ?f a nodule on t

Sclerotic
the armthe a

fibroma



DFSP (nodular sclerotic variant)
19-year-old boy. Curettage of a nodule on the arm One year later!



It did not work in our case



Dermatofibrosarcoma protuberans  
• Collagen 

Weakly polarizable or non-refractile (82.9%)

Checkerboard pattern (typical)

Dermatofibroma  

• Collagen 

Highly polarizable 

Diffuse and homogeneous brightness

Low sensitivity and specificity



• DFSP & Sclerotic fibroma are
CD34 + & EMA+

Sclerotic DFSP
• Patterns

Morpheiform
Sclerotic fibroma-like



Lichen sclerosus?

Epidermal detachment

Hyalinization

Angiogenesis

• 65-year-old man. Multinodular ulcerated mass on the chest
• Punch-Bx of the periphery of one of the nodules  



Dx: Dermatofibrosarcoma protuberans
• 65-year-old man. Multinodular ulcerated mass on the chest
• Punch-Bx of the periphery of one of the nodules  

Excision 
specimen





Storiform collagenized pattern
• 36-year-old woman
• Lesion on the leg
Dx: Consistent with sclerotic fibroma (DFSP cannot be ruled out) 



Storiform collagenized pattern

CD34

Multiple sclerotic fibromas of the skin. A 
cutaneous marker of Cowden's disease

Requena L, Gutiérrez J, Sánchez Yus E. 
J Cutan Pathol. 1992;19:346-51

• 36-year-old woman
• Lesion on the arm
Dx: Sclerotic fibroma

Note: It is advisable to rule out 
Cowden disease  

?CD34

Multiple sclerotic fibromas of the skin. A 
cutaneous marker of Cowden's disease

Requena L, Gutiérr s E. 
J Cutan Pathol. 

bromas of the s
of Cowden's di
rez J, Sánchez Yus

1992;19:346-51

bromas of the bbbbbbbbbrrrrromas fffffffff  tttttttttttttttttttttthhhhhhe 
wden'swwwwwwwwddddddddddddddddddddddeeeeeeeen's
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Dx: Nodular subepidermal fibrosis in chronic lymphedema
• 36-year-old woman 

• Obesity with massive lymphedema 

• Multiple nodules on her extremities



Nodular subepidermal fibrosis in non-filarial 
endemic elephantiasis of the legs
Price EW. Br J Dermatol. 1973 Nov;89(5):451-6

Elephantiasis Nostras Verrucosa
Ann Dermatol. 2009; 21: 326–329

.

Dermatology Online Journal 
14 (3):20



LL 6

TThere are no specific patterns 

or cytological features 

Be aware of the look-alikes!



• Small nodule on the anterior thorax of a womanHistiocytoid lobular breast carcinoma



LL 7



• 64-year-old man , otherwise, healthy
• Asymptomatic erythematous lesions on the left side 

of the trunk from 1 year
• Clinical Dx: MF, purpuric dermatosis, mastocytosis
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CD20

Ki67 CD138

CD3?????????



CD20

BCL2

CD3

CD25

Marginal cell lymphoma?



Marginal cell lymphoma?Dutcher bodies



Lymphoplasmacytic lymphoma (LPL) 
Waldenstrom macroglobulinemiaBone marrow +



• Low-grade lymphoma

• B lymphocytes, plasmacytoid lymphocytes, and plasma cells

• Developmental arrest in the germinal center before terminal 

differentiation into plasma cells 

• IgM monoclonal gammopathy

• Symptoms: related to bone marrow infiltration and IgM 

monoclonal gammopathy

• DDx on the skin: MZL ( MYD88 p.L265P mutation in Waldenstrom)

• Essential: IgM+ (rarely IgG+ or IgA+), CD19+, CD20+, CD22+, 

CD25+, CD10 , CD23 , CD103 , CD138+/ .

Lymphoplasmacytic lymphoma (LPL) 
Waldenstrom macroglobulinemia





Marginal zone lymphoma
Russell bodies

Folliculitis



• 68-year-old female 

• Monoclonal gammopathy and kidney failure 

• Non-specific skin lesions

y and kidney failure 



• 68-year-old female 

• Monoclonal gammopathy and kidney failure 

• Non-specific skin lesions



Dx: Cristal storing histiocytosis Bone marrow: 
myeloma



• Crystalline inclusions within the cytoplasm 
of histiocytes (pseudo-Gaucher cells)

• Typically composed of monoclonal kappa 
light chains; less commonly polyclonal 
immunoglobulins or drug-related material

• May involve multiple organs

• Strongly associated with an underlying 
plasma cell neoplasm or lymphoma with 
plasmacytic differentiation



Case 2

• 54-year-old female 
• Soft palpable nodule on her 

left proximal dorsal forearm

Case 1



• Only 13 cases of cutaneous involvement 
reported in the literature. 70% limited to 
skin

• Median age of 61 years (46– 84 years)

• 90% underlying lymphoproliferative or 
plasma cell disorder (multiple myeloma, 
MGUS or lymphoplasmacytic lymphoma)  

• 10% no underlying hematological disorder 

The hematological disease can appear 
months to years later 
Can be related to:

• Infections
• Inflammatory benign diseases (Crohn 

disease or rheumatoid arthritis)
• IgG4-related diseases 

DDx:



• 80-year-old man 

• Recent nodule on the right clavicular area



• 80-year-old man 

• Recent nodule on the right clavicular area ?



Granular cell tumor
• Amphophilic cytoplasms 

(lysosomal granules)

s100

CD68



• Eosinophilic granular cells (mitochondria)
• Periocular (lacrimal)
• Lack of cytological atypia
• Benign behavior



Metastatic oncocytic
breast carcinomaOncocytic apocrine hidradenoma



• 80 year-old man 
• Recent nodule in the right clavicular area ?



AE1-AE3 s100

• 80 year-old man 
• Recent nodule in the right clavicular area



Dx: Metastasis from an oncocytic salivary gland carcinoma



Granular cell tumors (including non-neural)
Basal & Squamous cell carcinoma
Dermatofibroma 
Dermatofibrosarcoma protuberans
Nevus and melanoma
Atypical fibroxanthoma
Pleomorphic dermal sarcoma
Leiomyoma & leiomyosarcoma
Peripheral nerve tumors
Angiosarcoma

Oncocytic cells
Cutaneous oncocytoma
Adnexal tumors with oncocytic change
Metastases (kidney, breast, etc.)

Granular cell proliferations



LL 8 

Don’t trust it, even when it looks like 
a “perfect clinicopathological match”

A “perfect match” can be deceiving. 
Look twice!



Histopathological Dx: Involuting keratoacanthoma?  
• Middle aged man with a keratotic lesion on the arm. m. Clinical Dx:  Involuting keratoacanthoma 



Lymphomatoid papulosis + pseudocarcinomatous hyperplasia 

Past history of lesions 
that disappeared 
spontaneously, wrongly 
diagnosed  clinically 
and histologically as 
hypertrophic lichen 
planus  

CD30Previous Bx



Int J Surg Pathol . 2016 May;24(3):232-6



• Nodule and erythema on the 
hip 7 years after a melanoma 
on the back (pT4a)

• Two previous Bx (punch Bx 
and wedge Bx)

• Clinical Dx: Melanoma

Reactive angiomatosis



CD34CD34
Reactive angiomatosis



S100 Angiomatosis

Melanoma

CD34

Wide marginal resection specimenDx: Angiomatosis hiding a metastatic melanoma



Angiomatosis

Merkel cell 
carcinoma



LL 10
The missing piece of the puzzle may come from the patient 



• 57-year-old man

• Perineal tumor (7 cm)

• Clinical Dx: lipoma 





Do you
cicle a lot?



• Fibroblastic pseudotumor 

• Perineal, usually “avid” male cyclists 

• Rarely  3 cm

• Paucicellular fibroblastic proliferation with:

Thick collagen bundles
Entrapped groups of mature fat cells
Numerous blood vessels
CD34-reactive spindle and epithelioid cells
Small foci of fibrinoid degeneration
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• 48-year-old man

• Perineal tumor (6 cm)

• Clinical Dx: lipoma 

Perineal nodular induration (Biker’s nodule)





• 34-year-old man

• Asymptomatic macules for 2 
weeks preceded by mild pruritus. 

• Initially with a slight purple-bluish 
hue, but later become greyish

• Clinical Dx: Ashy dermatosis, MF, 
residual lesions secondary to 
vasodilation
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Maculae caeruleae
• Rare in adults. 

• More common in children, due to the absence of pubic hair. 

The parasite is usually found on the eyelashes or hairline 

• Anticoagulant saliva that causes purpuric dermatitis 

• Dermal hypersensitivity reaction to saliva and feces



1. Any tumor can be painful. Specially in the subungual region

2. Pay attention to the stroma and learn how to interpret it

3. The simplest explanation is not always the correct one!

4. Don't stop at the initial diagnosis, hidden pathologies may creep around 

5. Do not theorize before you have all the evidences. It biases your judgment 

6. Be aware of the absence of specificity of patterns and cytological features

7. The devil lies in the details; be meticulous!

8. Success is not assured by perfect clinicopathological correlation

9. Do not dare to ask for a new/larger biopsy

10. Patients may have the missing piece of the puzzle  

Life lessons : the Barcelona experience
1 A b i f l S i ll i h b l i

Stay humble, we keep learning everyday


