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Case 1

M, 85. Bleeding
retroauricular tumor of
unknown duration.
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Carcinosarcoma

(BCC & pleomorphic dermal sarcoma)

Thanks to Dr. Carlos Santonja (Madrid) for reviewing the case BerEP4
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Next 5 cases present a similar problem

Case 2

Case 5

Case 3

Case 6

Case 4



Case 2

M, 91. History of melanoma in situ on the right temple 2 years before presentation (confirmed by
punch biopsy; the planned surgical excision was not performed because of a Covid-19 infection
and later on a femoral neck fracture; the patient did not come back afterwards).

Ulcerated tumor approx. 2 cm. distal from the site of the previous punch biopsy.















Squamous cell carcinoma, keratoacanthoma type,
with focal clear-cell differentiation

Dr. Schadelbauer: should we stain it? Prof. Cerroni: not necessary



On Fridays, Prof. Cerroni is not at the Department, and spends his time at his mountain house;

Dr. Fried gets the case, and decides that staining may be worthwhile...




Nodular complexes of a melanoma
within a squamous cell carcinoma, keratoacanthoma type

Melan-A

PRAME

CK



Case 3

M, 85. Pigmented lesion of
unknown duration on the
right shoulder.



Melan-A



Pigmented basal cell carcinoma
with melanocytic hyperplasia

Melan-A



Case 4

F, 89. In-patient at Cardiology.
Sent for evaluation of a pigmented
lesion of unknown duration on the
left ear.
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Melan-A

PRAME PRAME



Melanoma in situ &
small superficial BCC

BerEP4

PRAME



Melan-A

Final diagnosis:
Microinvasive melanoma
.. (& small superficial BCC)

PRAME



Where is the BCC?...



Case 5

F, 64. 1 week previously excision of a large melanoma on the back (Breslow: 22

mm.). A pigmented lesion in the left submammary area is excised during the visit
for re-excision and planning of staging.



Basal cell carcinoma...

2nd leyel



Melan-A

PRAME



Melan-A

PRAME






Previous MM (excised one week earlier)



Multiple tiny skin metastases
of melanoma



Melan-A

PRAME

Melan-A

Melamoma metastatic to
a basal cell carcinoma



Melan-A Melan-A

The exception to the rule

A melanoma metastatic to a basal cell carcinoma mimicking the distribution
of melanocytes observed in BCCs with melanocytic hyperplasia
(but with a nodular component outside of the BCC complexes as well)



Camn Rrowr

Malignant Melanoma Metastatic to a Basal Cell
Carcinoma Simulating the Pattern of
a Basomelanocytic Tumor
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FIGURE 3. Shave biopsy of a BCC infiltrating the dermis as
small solid tumor nodules.



Case 6
M, 81. Pigmented tumor of unknown duration on the pre-sternal area.






Melan-A



Pigmented basal cell carcinoma
with melanocytic hyperplasia



5 cases presenting a similar problem

Melanoma metastatic to SCC

Melanoma metastatic to BCC

BCC with melanocytic hyperplasia Collision of MM & BCC

BCC with melanocytic hyperplasia



BCC with melanocytic hyperplasia vs. collision of MM & BCC

e Confusing literature on "malignant basomelanocytic tumor”

* In BCC with melanocytic hyperplasia dendritic melanocytes in solitary
units are dispersed uniformly within the tumor complexes of the BCC;

normal number of melanocytes within the skin above and adjacent the
BCC

* |n collision tumors of MM & BCC neoplastic melanocytes within the
tumor complexes of BCC may mimic the pattern observed in
hyperplasia; however, an increase of melanocytes with the pattern of
MM in situ is invariably observed also in the epidermis above and
adjacent to the tumor

e PRAME can be a helpful diagnostic clue (but it is usually not necessary)



M, 46
Forehead

Courtesy Dr. C. Cota, Roma, Italy



Melan-A

Melan-A PRAME



reported (not by Dr. Cota...) as high grade BCC with a melanoma

Melan-A

"High grade basal cell carcinoma combined with a
strongly pigmented spindle and epithelioid cell
melanoma (so-called malignant basomelanocytic
tumor)."




Case 1 most likely represents
collision of MM & BCC

Case 2 to my eyes represents
a classical example of BCC &
melanocytic hyperplasia
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A Rare Case of a Cutanecus Squamomelanocytic Tumor:
Revisiting the Histogenesis of Combined Neoplasms
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REew ARTRTTE

Malignant Melanoma Within Squamous Cell Carcinoma
and Basal Cell Carcinoma: Is it a Combined or Collision
Tumor?—A Case Report and Review of the Literature
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A scalp lesion was identified in
the same region as the
previously diagnosed basal cell
carcinoma. Biopsies revealed a
conventional vertical growth
phase malignant melanoma
with an intraepidermal
component and an invasion to
Clark level V, Breslow depth 3.0
mm. Immunohistochemical
studies were performed on the
originally biopsied scalp tumor
(...). There was a distinct
population of neoplastic cells
within the epithelial islands
that were strongly and
diffusely immunoreactive for
MART-1, HMB-45, and
tyrosinase and weakly
immunoreactive for S-100.




1. Collision tumor:two independent neoplasms that occur in
close proximity to one another, yet maintain sharp distinct
boundaries.

2. Colonization:a MIS that permeates an underlying BCC, with
the proviso that the atypical melanocytes must remain within
the confines of the BCC. Prudence must be employed when this
term is used because the term "colonization" widely pervades
the literature to describe a situation where large dendritic non-
neoplastic melanocytes populate various neoplasms. In this
latter situation, the melanocytes are hypothesized to be
reactive bystanders and non-neoplastic, yet this is not the case
with colonization of a BCC by a melanoma where both
populations of cells are malignant.

3. Combined tumor:a neoplasm composed of two distinct yet
intertwined populations of malignant cells. Often, the
epithelial and melanocytic populations merge imperceptibly
when viewed with routine stains, but are better appreciated
when immunohistochemical stains are utilized.

4. Biphenotypic tumor:a tumor that arises from a common
stem cell precursor that undergoes divergent differentiation
with the two tumor populations exhibiting overlapping
immunohistochemical and molecular properties.




My own classification of "combined"” melanocytic tumors

e

—

1. Collision tumors:two independent neoplasms that occur in
close proximity to one another and show areas of overlap.
The melanocytic component may be a primary or metastatic
melanoma.

2. Epithelial tumor with melanocytic hyperplasia.: a population
of dendritic, non-neoplastic melanocytes arranged as solitary
units, that populate various epithelial neoplasms including
particularly BCCs, SCCs and seborrheic keratoses.



Basal cell carcinoma Squamous cell carcinoma Seborrheic keratosis

In colonization, melanocytes are confined to the epithelial tumor, are
uniformly distributed, do not form nests, and have a dendritic shape



Basal cell carcinoma with melanocytic hyperplasia Collision of melanoma and basal cell carcinoma
Melanocytic proliferation restricted to complexes of the basal cell carcinoma Melanocytic proliferation beyond the complexes of the basal cell carcinoma




Case 7/

F 19. Recurrent tumor on the
scalp. A previous biopsy was
diagnosed as desmoplastic
trichoepithelioma.
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Meningocele



Neural heterotopias & related tumors

Abnormalities of the cerebrospinal axis, mostly due to abnormal closure of the neural tube
and its associated components

Three major histopathological manifestations of neural heterotopia to the skin:
meningeal, neuroglial, neuroblastic / ganglionic

Heterotopic meningeal tissue:

* Meningocele (herniation of the meningeal linings) (described in the past as cutaneous
meningioma, hamartoma of the scalp with ectopic meningothelial elements, sequestrated
meningocele, acoleic meningeal hamartoma, cutaneous heterotopic meningeal nodules)

 Meningiomas (autonomous proliferations of displaced meningothelial cells)

 Meningiomas of type |: arachnoid lining cells displaced during embryogenesis

e Meningiomas of type Il: along the course of cranial nerves

 Meningiomas of type Ill: cutaneous metastasis or direct extension of primary
meningiomas of the arachnoid lining



Meningoceles, meningomyeloceles, and
encephaloceles: a neuro-dermatopathologic
study of 132 cases
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Rudimentary meningocele: a variant of
“primary cutaneous meningioma”
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"The meningothelial lesions described herein lack
the nodular and sheet-like growth patterns that
typify meningiomas of the central nervous system
and most primary ectopic meningiomas, including
some that develop within the skin. They appear
closely related to meningoceles and should be
viewed as developmental abnormalities rather than
neoplasms. The term "rudimentary meningocele"
seems appropriate for these lesions."




Case 8

M, 51. According to the patient lesions on the left ear
for 6 years, previously diagnosed as lupus
erythematosus (histologically reported as "non-specific
but consistent with LE"). Two subsequent biopsies had
been diagnosed as "pilotropic MF" and "spongiotic
dermatitis".

No improvement with hydroxychloroquine.

The first biopsy is reviewed (the other 2 are not
available).






Auricular ossificans
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Case 9

M, 58. Recent onset of
generalized "Sweet-like"
skin lesions (two
biopsies).



Biopsy #1 (9A)






Biopsy #2 (9B)






VEXAS syndrome
UBA1 p.M41T mutation



VEXAS syndrome

V acuoles, in myeloid and erythroid progenitor cells within the bone marrow.
E 1 enzyme, alterations of the ubiquitin-activating enzyme.

X -linked, UBA1 gene is found on the X chromosome at Xp11.23.

A utoinflammation, as the resulting pathological process.

S omatic, i.e. mutations of the UBA1 gene are not germline.

Mostly in males >50 presenting with glucocorticoid-dependent inflammation, neutrophilic
dermatoses, chondritis and myelodysplastic features.

Considered as an autoinflammatory disorder.

Skin manifestations are common and an early feature of the disease (leukocytoclastic
vasculitis, neutrophilic dermatoses including Sweet syndrome).

"Histiocytoid" cells frequently found in skin biopsies (e.g., histiocytoid Sweet syndrome).
Poor prognosis.





















Case 10

M, 64. History of acute
myeloid leukemia (RUNX1
mutated). Biopsy taken to
rule out skin infiltration.






CD123






Mature plasmacytoid
dendritic cell proliferation

CD123 CD56 MPO



Localization

Most cases have been described in the skin and
bone marrow, and very rarely, in lymph nodes.

Essential and desirable diagnostic criteria
Essential:

Accumulation of mature cells with plasmacytoid
morphology and expression of CD123 and/or other
pDC markers in the context of a defined myeloid
neoplasm.

Desirable:

Aberrant pDC immunophenotype

Absence or low/partial expression of CD56.




CASES 11-20
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Case 11

» 560y, M
» 1,1 cm large nodule suprapatellar
» DD: chondrom?















Myofibroma



Myofibroma (Myofibromatosis)

» 90% of cases are paediatric (65% occur by the age of 2 years)

» 3 forms:
» solitary: skin/subcutis of the head & neck, upper extremities, trunk (>M)

» frequent somatic PDGFRB mutations
» multicentric (>F, pediatric cases)

» generalized - visceral involvement
» Germline mutations in PDGFRB (89%) and NOTCH3 (11%) in the familial disease



» biphasic growth:

1) primitive, small rounded cells and
plump spindled mesenchymal cells

» associated with numerous thin-walled
haemangiopericytoma-like vessels

2) mature eosinophilic plump spindled
myoid cells

» frequent myointimal-like nodular
proliferations (vascular balls)

» IHC: SMA+, (h-caldesmon absent or focally +)

» usually desmin-negative

WHO Skin Tumors 5th Ed



SMA https://dermpath.weill.cornell.edu/diagnosis-gallery/solitary-myofibroma



Case 12

» 31y, F

» 0,8 cm large elevated
lesion on the chin















Caldesmon

Nodular fasciitis WA



Nodular fasciitis

» Involve surface of fascia and extend into subcutis (also intramuscular)
» Any anatomic site can be involved

» Variants:
» Intravascular fasciitis
» Cranial fasciitis
» Tenosynovial fasciitis

» Cellularity can vary
» Degenerative changes - myxoid, cystic
» USP6 fusion partners:
» MYH9, COL1Al, COL3A1, COL1A2, RRBP1, CALU, CTNNB1, MIR22HG, SERPINH1, ....



USP6 rearranged neoplasms oft tissue)

» Nodular fasciitis (MYH9, ... :

( ) Without bone
» (Cellular) Fibroma of tendon sheath (MYH9, COL1A1, ...) formation
» Myositis ossificans (COL1A1) With bone

» Fibro-osseous pseudotumor of digits (COL1A1) formation






Active phase - more cellular, higher mitotic activity



SMA









Case 13

» 60y, F
» nodule in the peri-/subungual region















CD34

Superficial acral
fibromyxoma

SMA



Superficial acral fibromyxoma

» benign fibroblastic neoplasm
» restricted to acral sites

» marked predilection for the periungual (subungual) region of the digits
» potential for local recurrence

» solitary, slowly growing
» often painful

Riebesell S A et al. Cureus 16(5): e60518.



Superficial acral fibromyxoma

» RB1 gene deletions at chromosome 13g14.2
» RB1 loss

» DD (CcD34+):
» DFSP myxoid variant
» superficial angiomyxoma
» myxoid neurofibroma

Agaimy A, et al. Hum Pathol. 2017;60:192-198. CD34 EMA RB1



Case 14

» 63y, F
» Upper lip; inner side

» 1.7 cm soft nodular
lesion


















Ossifying fibromixod
desmin tumor
(non-ossifying variant)

CD10 S100



Ossifying fiboromyxoid tumor (OFT)

» a rare mesenchymal neoplasm of uncertain differentiation

» often surrounded by a complete or incomplete peripheral shell of
lamellar bone

» cords and trabeculae of ovoid cells embedded in a fibromyxoid
matrix

» PHF1 gene rearrangement (80%)
» with fusion to EP400 (44%), MEAF6, TFE3

» potential for local recurrence and metastasis
» especially when showing malignant features






Head & neck

Cancers 2025, 17, 1508




Case 15

» 35y, M

» II-11l Dig. man. sin
- subcutaneous
tumor

» duration 2
months

» DD: hematoma
after trauma?












Tenosynovial giant cell
tumor



Tenosynovial giant cell tumor

» most often arising from the synovium of joints, bursae, and
tendon sheaths

» 2 Subtypes:

» Localized: predominantly in the hand
» Diffuse: knee

Correlation with
radiology!

Translocations involving CSF1 gene












FXllla



localized diffuse



https://www.pathologyoutlines.com/imgau/softtissuegctlocalWhisman_01.jpg



Case 16

» 44y, M
» Fosa poplitea, 0,4 cm large papule
» DD: Molluscum contagiosum

External report:
Epithelioid sarcoma
















Epithelioid fibrous D163
histiocytoma

S100 CK/SOX10 ALK



Epithelioid fibrous histiocytoma

» usually exophytic and well-circumscribed benign cutaneous
neoplasm of uncertain differentiation

» lower extremities, upper extremities

» Uncommon: trunk, head and neck region

» epithelioid cells (including binucleated forms)

» ALK rearrangement
» Subset: PRKCB & PRKCD fusion



Dermal/superficial neoplasms with ALK rearragement

» Epithelioid fibrous histiocytoma
» Nonneural granular cell tumor
» Spitz nevus/melanocytoma/melanoma

» Plaque-like ALK fusion dermal neoplasm
» plaque-like CD34+ dermal fibroma
» plaque-like DFSP
» Superficial ALK-rearranged myxoid spindle cell neoplasm
» TPM4::ALK rearranged cutaneous epithelioid vascular tumor/hemangioma






CAVE!!I



Case 17

» 35y, F
» occipital
» DD: dermal naevus?















Epithelioid hemangioma



Epithelioid hemangioma

» benign vascular proliferation (vessels lined by epithelioid endothelial cells)
» often an associated inflammatory component

» Not recommended: angiolymphoid hyperplasia with eosinophilia; histiocytoid
haemangioma; pseudopyogenic granuloma

» Cutaneous lesions: head & neck and trunk
» occur also in deeper soft tissue, internal organs, and bone
single or multiple, persistent, skin-coloured to erythematous papules and nodules
peripheral eosinophilia (15%)
» FOS or FOSB gene rearrangements (in BST lesions)
» rare in cutaneous lesions (FOSB IHC can be positive!)

\ A 4



Nielsen, Rosenberg: Diagnostic Pathology Bone 2nd Ed



Case 18
» /3y, F

» Upper leg 1,5x1,5 cm
subcutaneous nodule

» Overlying skin red
» DD: infamed epidermal cyst

» Ultrasound: 9x8mm
hypoechogenic lesion in the
dermis und subcutis









SMA

ERG

Vascular lesion: Resection
Ki67
























YAP1::TFE3

YAP1::TFE3 rearranged
epithelioid
hemangioendothelioma

ERG



Epithelioid hemangioendothelioma

» malignant endothelial neoplasm
» can be locally aggressive
> has metastatic potential

Age & Gender:
» Peak: 2nd-3rd decades of life

Location:
» soft tissue, bone, lung, skin and liver

» often multifocal: bone and visceral lesions



EHE - Molecular analysis

2 Subtypes:

IHC:
» WWTR1::CAMTAL rearrangement ms) CAMTA1L
» YAP1::TFE3 rearrangement E——) TFE3

Doyle et al. Am J Surg Pathol. 2016.
Antonescu et al. Genes Chromosomes Cancer. 2013.




WWTR1::CAMTAL

CAMTA1

Doyle et al. Am J Surg Pathol. 2016.




YAP1::TFE3

» Solid nests or
pseudo-alveolar
structures of
epitheloid cells

» Fibrous stroma

Antonescu et al. Genes Chromosomes Cancer. 2013. CD3 1 TFE3




DD:

» Epithelioid hemangioma
» Epithelioid angiosarcoma:
» IHC: CAMTAL1/TFE3 negativ

» Epithelioid sarcoma:
» |HC: keratin+ (strong), CD31-, CD34-, ERG-, INI1 lost

» Melanoma: IHC: S100+, SOX10+, HMB45+, Melan A+, CD31-

» Carcinoma/Carcinoma-metastasis
» IHC: keratin+, CD31-, CD34-, ERG-



Case 19

» 31y, F

» swelling of the finger with slow growth for the last 2 years
» Private dermatologist: ganglion

» Pt came for surgical excision



ik















i

CD34



Case 19b

» 80y, M

» tumor on the foot present for >20 years, "stable or
slowly enlarging*

Other skin changes:

» chronic venous insufficiency

» stasis dermatitis

» lipodermatosclerosis

» small ulcerations on both lower limbs

v

Tumor: excised under the clinical diagnosis of
lipoma












CD34+, Rb1l loss
MDM2 -

Atypical spindle cell/pleomorphic

lipomatous tumor




Atypical spindle cell/pleomorphic lipomatous tumor

» a benign adipocytic neoplasm
» characterized by:
» ill-defined tumour margins

» variable proportions of mild to moderately atypical spindle cells,
adipocytes, lipoblasts, pleomorphic cells, multinucleated giant cells

» myxoid or collagenous extracellular matrix
» CD34+, Rb1 loss

» a low tendency for local recurrence iIf incompletely excised



DD: Spindle cell/pleomorphic lipoma

CD34+, Rb1l loss



Lipoma
Neck
Shoulders
Back
Abdomen
Arms
Thighs

MDM2

+ 0 o0 o
CD34+, Rbl loss amplification
Spindle cell/pleom. lipoma Atypical spindle cell / Atypical lipomatous tumor
Posterior neck pleomorphic lip. tumor (“cutaneous liposarcoma")
Shoulders Hands Thighs
Back Feet Buttocks

Location matters — Site is important in "lipomas"




Case 20

» 32y, F

» 1cm lesion on
the left ear









ClC-rearranged sarcoma

CD99 WT1 Ki67



CIC-rearranged sarcoma

» high-grade round cell undifferentiated sarcoma defined by CIC-
related gene fusions (bux4; FOX04, LEUTX, NUTM1, NUTM2A )

» young adults
» deep soft tissues of the limbs or trunk

» head and neck, retroperitoneum, pelvis, visceral organs



J Cutan Pathol. 2020;47:509-516.




CK, SMA,
CD34, SOX10,
desmin,
ERG/EMA




18t Summer Academy of Dermatopathology
Graz, July 6 =10, 2026

Self-assessment (cases 21-30)

Lorenzo Cerroni



Case 21

M, 36. Painful lesions on the
nose and left retroauricular
region for several months.









Acanthoma fissuratum












Case 22

M, 78. History of MF (1t diagnosis at
the age of 56; according to the patient
15t manifestation at the age of 40).

Actual presentation: confluent papules
and small nodules on the forehead for
the last 3 months.

Biopsy taken with a suspect clinical
diagnosis of progression of MF.












Inadequate biopsy showing severe
drying artifacts, reported as atypical
lymphoid proliferation with
suspicion of follicular lymphoma
and with request of a new, proper

biopsy

CD20 Bcl-6



Cutaneous follicular lymphoma

d .
2"9 biopsy, a few weeks later Ki-67 Bcl-6









F, 65

History of primary cutaneous follicular lymphoma of the scalp (1% diagnosis 3 years before
presentation; managed with 18x 2Gy irradiations). Alopecia and light erythema in the
irradiated area.

A biopsy is taken.



Cutaneous follicle center lymphoma

"Small" neoplastic cells
(morphology altered by surgical drying artifacts) Bel-6 D1



Never (small biopsies)

Yes (large biopsies)

"Drying" artifacts

Most sensible cells:

* Large lymphocytes (e.g.,
follicular lymphoma, other
lymphomas)

* Neoplastic cells of
Merkel cell carcinoma



-orceps should never be used in
ounch or shaving biopsies !

A small biopsy (e.g., punch or shaving
biopsy) should never be put on a
gauze |



Case 23

F, 15. According to the
patient 3 lesions on both
arms for 3 days. The
patient works by a
veterinary and had contact
with a cow few days
previously.

Sent by GP for mycological
Investigation.









A biopsy showing severe fixation
artifacts — can some information
still be retrieved?

1. Absence of inflammation

2. Epidermal necrosis with normal
horny layer above regenerating
epidermis



Artifact



Recognizing surgical artifacts in dermatopathology

Cauterization artifact (electro cautery-knife) Squeeze (crash) artifact (squeezing the specimen with the forceps)

Poor fixation (usually too little or no formalin in the vessel) Drying artifact (putting a small biopsy specimen, like a punch, on a gauze)



Teach your surgeons !

Drying artifact — not a squeezing artifact, not a fixation artifact



Case 24

M, 86. An ulcerated lesion on
the 219 finger of the left hand
is removed by shaving under
the clinical diagnosis of SCC
vs. mucoid cyst.












Gout tophus

Uric acid: 8,4 mg/dL (-6,0)









M, 71. Cysts on both ears. Clinical diagnosis: Cyst, pseudocyst of ear?



24 biopsy, other ear



M, 54.

History of factor V Leiden
mutation with recurrent
thrombosis of the deep
veins of both lower
extremities.

Sepsis (E. coli) 3 months
before presentation.

New, painful
subcutaneous nodule on
the right arm; soft tissue
sonography showed an
encapsulated thickening
of the fat tissue.

The lesion is excised
surgically (the surgeon
reports presence of
"calcifications").












Subcutaneous
gout tophus

Urea: 69 mg/dL (10-45)



"Conventional" gout tophus Subcutaneous gout tophus









Case 25

M, 6. Solitary small nodule
on the back for 3 months,
according to the mother
starting after an insect
bite at the same site.












Arthropod bite reaction



Largest flame figure ever ("fire figure")
in an arthropod bite reaction



2005



Dermatopathology: Practical & Conceptual

"We believe that "flame figures" seen in
sections of specimens from some lesions of
insect bites and Wells syndrome are examples
of Churg-Strauss granulomas in miniature.”




Churg-Strauss granuloma Flame figure

To my eyes, parts of a histopathological spectrum, characterized by abundant neutrophils (Churg-Strauss) or eosinophils (flame
figure) with subsequent, variable basophilic degeneration of collagen fibers. Histiocytes may be absent and eosinophils are
often present in Churg-Strauss "granulomas"; granulomas are often present in late stages of flame figures.



F, 55

According to the patient very itchy skin lesions for
the last 2 months. She reports a constant
enlargement of the affected area without
remissions. No systemic symptoms, no other
complaints. No improvement with local steroids or
with oral steroids and anti-histamines taken for a few
days.

A biopsy is taken.



Hypersensitivity reaction

With Churg-Strauss granulomas (flame figures)



15t presentation 18 days later

Local steroids; systemic steroids for the last 3 days (50 mg prednisolone)



F, 67

According to the
patient
generalized skin
lesions for 1,5
years.

A biopsy is taken.



Pustular hypersensitivity reaction

With numerous flame figures



Contact dermatitis Wells syndrome Polymorphous light eruption Phototoxic dermatitis



Flame Figures

Granules of eosinophils disposed in clusters
around one or more collagen bundles that may
show signs of degeneration (basophilia).

AB Ackerman, Histologic diagnosis of
inflammatory skin diseases, 3™ ed., 2005

Wells syndrome

Arthropod bite reactions (including scabies)

Parasitic disorders (e.g., gnathostomiasis,
helminthiasis)

Bullous pemphigoid

Dermatitis herpetiformis

Tr. rubrum infection

Drug eruptions

Leukocytoclastic vasculitis

Hypereosinophilic syndrome

Interstitial granulomatous dermatitis

Kimura disease

AHWE

My experience

Phototoxic dermatitis
Contact dermatitis
Polymorphous light eruption

Requena et al., DPP&C 1996,2:21-24
Sweet syndrome
Erythema elevatum et diutinum



Case 26

M, 79. History of B-CLL (1t diagnosis 15
months before presentation); managed
with watchful waiting.

Monoclonal IgG/lambda peak in peripheral
blood.

Partly necrotic, hemorrhagic lesions on the
lower extremities for the last 4 months, not
improving on local steroid treatment; an
external biopsy was reported as
"leukocytoclastic vasculitis" (not available
for review).









Vasculitis with occlusive
vasculopathy in B-CLL

DIF: IgM in 2 vessel walls, C3 in some vessel walls. Discharged as vasculitis; Two
new similar crops 4 and 19 months later, respectively (in winter- and summertime;
still diagnosed as "vasculitis" and managed with systemic steroids & rituximab)
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TABLE 1. Occlusive Momasculitic Vasculopathies
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In the setting of leukemia /
lymphoma think of:

Cold-agglutinin syndromes
Cryoglobulinemia (monoclonal)
Crystalglobulinemia



Cryoglobulinemia

* Monoclonal (usually in the setting of hematological
disorders; intravascular deposits)

* Mixed (often in association with hepatitis C; acute vasculitis
with variable leucocytoclasia)

* Immunoglobulin and complement found often within the
vessel walls in mixed cryoglobulinemia




Case 27

F, 41. Recurrent "erythema
nodosum" for 6 years. A
previous external biopsy was
interpreted as "erythema
nodosum" (not available for
review).









reported as livedoid vasculopathy



reported again as livedoid vasculopathy

6 years later



16 years later (now age 57). Managed
over the years with systemic steroids,
alprostadil, chloroquine.

Two new biopsies and a few days later a
third one are taken.



...livedoid vasculopathy...

Biopsy #1



...livedoid vasculopathy...

Biopsy #2



...livedoid vasculopathy
& cutaneous arteritis

Biopsy #3



15t pictures (6-year history)

16 years later

Clinical presentation
remarkably similar 16
years after first
presentation; several
biopsies over the years
showing livedoid
vasculopathy, and focal
features of cutaneous
arteritis only in one
specimen.



6/29 patients with atrophie blanche had underlying
medium-sized vasculitis consistent with PAN.

"All six patients’ skin specimens revealed typical necrotizing
vasculitis of muscular medium-sized vessels of the deep
dermis and dermal-subcutaneous junction, particularly
around adnexal structures. The characteristic histological
features of segmental hyalinizing vasculopathy were
identified on the superficial dermal vessels underlying areas
of ulceration in all patients."







Case 28

F, 39. History of recurrent "leukocytoclastic vasculitis" on both lower
extremities for 2 years (external biopsy not available for review).
Comes because of exacerbation of the lesions. Two biopsies.






Biopsy #1 (28A)



Biopsy #2 (28B)



Livedoid vasculopathy
(atrophie blanche)
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Although all aspects of
pathogenesis have not yet been
clearly delineated, LV often is
associated with several
hypercoagulable states, including
Factor V Leiden mutation,
prothrombin gene mutation,
antithrombin Il deficiency, protein C
deficiency, APS, and
hyperhomocysteinemia. (...)

LV may coexist with cutaneous
polyarteritis nodosa within the
same skin biopsy; remarkably
cutaneous polyarteritis nodosa may
clinically mimic atrophie blanche,
thereby underlining the importance
of performing deep biopsies in
these patients, especially when they
present with peripheral neuropathy
or other signs suspicious of an
underlying vasculitis, to
demonstrate the segmental
involvement of a muscular vessel.



Case 29

M, 84. Chronic renal

insufficiency. Ulcerations on
the distal lower extremities.









Calciphylaxis

with perineural calcification









Case 30

F, 59. According to the
patient lesions on both flanks
for approximately 8 months.












Morphea

with perineural inflammation



Dhaliwal et al.

Table 2. Perineural inflammation scores/pattern and degrees of accompanying perivascular dermal inflamrmation in morphea and control cases

Indeterminate Inflammataony Intermediate Selerotic Cantrols
in=3) n=8) (n=20) (n=49) [n=236)

Feiinaural inflammation
Fattern
a. Caoncentric 0 7 15 i3 6
b, Marginal 3 1 5 23 16
Mean score (standard deviation) 0.58 (0.09) 1.02(0.36) 089 (043} 0.44 (0.38) 0.23 (0.25)
SCOre range 0.50-0.87 0.50-1.67 0.40-1467 0-1.13 0-0.83
Degres of germal inflammation
a. Absent 0 0 0 7 i}
b, Mild ‘ 0 10 40 i
c.. Moderate 1 g g 2 24
d. Dense 0 P 1 0 &




Scleroderma with perineural /
neurotropic infiltrates S100






LE with perineural
inflammation
F, 33. Photosensitivity, Ro-
abs+.
Excellent response to
hydroxychloroquine.

CD123



Perineural alterations in non-neoplastic conditions

Morphea Calciphylaxis Lupus erythematosus Syphilis Borreliosis (ACA) Leprosy



18t Summer Academy of Dermatopathology
Graz, July 6 =10, 2026

Self-assessment (cases 31-40)

Lorenzo Cerroni



Case 31

M, 65. History of "lichen sclerosus" on the glans for 5 years
(verified histologically 4 years before this presentation).









Lichen sclerosus

with verruciform xanthoma-like histopathological features



Case Reports

Verruciform Xanthoma of the Vulva

AReport of Two Cases

DAKIEL J. SANTA CAUZ, M., AND SCOTT A MAATIM, 3.0,

Sanin Cruz, Danigl )., and Mortin, Senft &.: ¥ermseiform
santhoma of (ke vulva, Beporl of Lwo cases. Am ] Clio Puthal
1= 224- 224, 1870, Two ceses of yerrecilerm xanthoma of the
vulva ore descrihed. This rare besbon, previoucly repanied to
ooeur tnly e the oral cavily, is charcirioe by @ verrocous
epithelial prdileralion sccumpsanied by sentheai cells disirib-
uled puclusively in the popdllary dermis. The histinlogic fenbures
of che leelom are digmoslle pid Bchide (1) repulne acnithiocks
il which clie cofe pess exfensd toa wpilorm lesed e e deranis;
12} hy perkecalosis with parake ratosis nflen extending deep into
thy: rede peys and mnndfesting a macsive meatrophdlis mltrade:
13 hvalmlzation of ihe colksim and Infilirates of wanchama
rells ikl are cesivicted tu dhe papillary dermis bewesn (he
rete: pegs- Additlanally, o llchennld Inflummistary dnfiltrede =
seem At the perlphery of the vereucons lesinns, ond in i
vase This has he paltern of classic liclwn sclermus, Verrac-
Torm xaniboms: musl be differentivted rom vercuca volgais,
ondylnma acuminadum, grooular cell umne with peeodoepd-
tholomadous hyperplasia, and serencoms crrcinoma.’ (Key
wordss Yilvag Shing Xaothooa: VervoeiFaror santhams,)

VYERRUCIFORM XANTHOMA i o rare enlity. hist
described by Shaferin 1975.° Twenty-four cases of this
lesien have been previously publishest; sl have oc
curred in the oral cavicy !4 The histologic fentures
are characterisoc: (1) wniform acanthosis without
arypla, 21 parakeratosis. and (3) xanthoma cells lo-
cated within the papillary dermis between, but not be-
neath, the acanthotie rete peps. We hove expmined
wulvar lesions from twoe paticits that ace histologically
idenwcal (o vermuciferm xanthoma of the eral cavity,

Hageved March 20 1978, jeceived revised maousinps 2od oo-
ol Far puklicagion April 18, 1975

Supperiad in punl by trasming granl SCI90L from the Amedcan
Concel Sncsery mwanled Jo D, Momin presenced 1o the Demea
|Lﬁl1ﬁ|m Clul 51 the mecting of the Dnlgrglional Academy ol
Falbalogy in Alanta, Georgia, on March 5, 1978

Address reprink recoasss o Ur. Banc Cruz: Deasion of Surpeal
Pk, Deputorns of Prihelegy. Washingios Lniversity Scmool
of Muedicing. 5. Lovis, Missoori 630010,

Divisian ni Surgical Pathniogy, Degariment of Pathology,
Waghingtan University Sehool of Mealeine,
St Low's, Missour

This report constiletes the firgt deseription of this enticy
in an exiraeri] ite, In ome cose The clinicl [MpTEssion
WAL fpil,!crrnr.riﬁ garcinoama, which sllustrates the im
portance of the clinicul and pathologicnl recognition of
this legicn.

Report of Two Cases

Cwse $A 2R vear-old black woman was Teasd e maee pumurang
werruzoss lesions of the yulva duninga roubme preoaml evamunabon.
e il clinecal impression wos oondykmals acumenais, The pazeni
whaletl, mwoncer sl the I Toul leed peeseel sing: Fle age o 11
vears, had prodoced no =ymploms, aml kenl s chanped in appesminee

dhie af the lesions was opsied and found on hiseslags exeming.
Fian B cenfain fee cmteilike srucires eich a repilar acushasis,
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Case 32

F, 14. According to the
patient itchy lesion on the
left labium minus for
approximately 6-7 weeks.

Reported as a "hematoma”
at the first visit in the
department of dermatology.









Lichen sclerosus

with vascular malformation-like blood vessels






Hemorrhagic lichen sclerosus



Lichen sclerosus presenting with a single hemorrhagic lesion



Case 33

M, 61. History of genital lichen sclerosus (1%t
diagnosis 15 years previously; meatoplasty
19 years previously; circumcision 2 years
before presentation).

Partly purulent lesions for 2 months.









Lichen sclerosus

bullous-hemorrhagic, complicated by
Streptococcus pyogenes group A infection






Biopsies taken 4 years earlier









Least common denominator

Compact orthohyperkeratosis



Case 34

M, 67. According to the patient itchy
lesions on the glans penis for a few days.
Started on valaciclovir for suspicion of
herpes simplex infection.

Clinical signs of minimal regression are
described 2 days later, yet a biopsy is
planned and taken 5 days after the first
presentation.









Penile metastasis of
prostatic carcinoma

Prostatic carcinoma diagnosed 10 years
previously but not mentioned in the chart;
liver metastases detected 3 months previously

PSA

CK






Case 35

F, 11. According to the patient and her mother
lesions on both feet for approximately 4 years.
An MR examination showed "symmetrical signal
modification in the subcutaneous tissue, not
clearly explainable”.

A previous external biopsy was reported (by
me, without access to any clinical
documentation but for the clinical diagnosis of
"skin nodule") as subcutaneous mucin
deposition.

The biopsy is re-evaluated in the light of the
clinical correlation.












Piezogenic nodule-like herniation



September 5, 2025

Dearest Vertico-Dratico,

Once more, thank you very much for your masterclass yesterday

| was most interested in your case of the lesion in the ankle with a nodule filled with mucin. I've seen many cases of lesions like that,
due to prolonged friction with a prominent astragalus bone; | have biopsied a few (2 that | can remember, the patients in the pictures
attached). One had a huge mucin deposition and the other a more modest one. | think these are just friction collagenomas with
mucinous degeneration. Do you agree with my theory? The cases with huge mucin deposition can be doubtful, but the cases with
collagen deposition and incipient mucin deposition | think support my view. What do you think? Do you want us to gather our 3 cases
(and possibly more cases if | find them) and do a paper on it? It is not an uncommon condition, but the presence of mucin could be
misleading, and our paper would clarify and help clinicians worldwide.

All best wishes, and wish you a great time in the weekend,

Toni

September 5, 2025

Dear Toni,

Incredible pictures, as always... | don't know how my patient did look like before the biopsy, but cannot imagine that she had such a
large lesion, as the biopsy was relatively small, and only a scar was visible at the end. | think that mucin deposition is a secondary
phenomenon due to stress situations (one could be piezogenic nodule, the other compression / friction with an underlying bone). Thus
| think that your theory may be correct and perhaps the proper way would be to put these cases together (the histology of my case is
identical to piezogenic nodule) and propose "mechanic" factors as the reason for the histopathological (and clinical) changes in both
conditions.

Be that as it may, of course you can get all material from me, including biopsied case (or cases? | must check) of piezogenic nodule. To
have a paper with the master of masters would be the cherry on the cake of my academic life...

Un abrazo,

Lorenzo






September 9, 2025

Dear Professor,

Please correct me if I'm wrong; in my mind, piezogenic papules are small papules appearing on the lateral sides of the feet and heel on
standing position, that disappear when pressure from body weight is relieved. In my mind, they represent small fat herniations, and the
histology will show normal tissue, because certainly there is no anatomical substrate. Piezogenic papules of the heels are unusual in
children. | wonder if you have the same concept, or if you consider in the same group nodules on the side of the ankles over bony
prominences as a result of friction rather than true pressure. In these cases, a collagenoma-like changes and sometimes mucinous
changes are seen.

Can you please share the clinical pictures of your 2 conventional piezogenic nodules? | am sharing a number of cases I've seen, all of
which | diagnosed as 'friction collagenoma' or 'friction nodules’, but had not thought of as piezogenic or piezogenic-like nodules. | do
not biopsy these lesions regularly.

Yes, my histopics were very primitive; | can do much better or if unsuccessful | can send the slides to el Catedratico.

Please feel free to lead the article writing as first author or if you prefer we can do it here with same pleasure. In my view, only those
cases with mucinous changes deserve publication. What do you think?

All best wishes,

Toni

September 10, 2025

Dear Maestrissimo,

you are right, but not completely. For me the histology of piezogenic papules is almost identical to that of your patient. | send you 2
cases (one with 1 biopsy, the other with several biopsies) and my "piezogenic-like" case that you saw in the last dia-klinik.

To my eyes, this peculiar histology is due to repeated "trauma" (e.g., repeated herniation or compression against a bony structure), thus
| would put the two conditions together because | think that the mechanism is similar, and for diagnosis it is important to know that the
correlation with the clinical picture is essential. But as you are much better than me (no joke), of course you decide. Just take a look at
the cases that | sent you and let me know.

Greetings from Vienna (I am a foreign body at the European Congress of Pathology...)

The Nondratico



F, 21



Fe-nin Jiang, M=
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Acral mechanic subcutaneous mucinous degeneration



Case 36

M, 60. Hematoma on the right
lower leg for one week. Oral
antibiotics and diuretic for a
few days, prescribed by the GP.

According to the patient small
erythematous lesions on both
lower extremities for one year.















New biopsy






Flegel disease






Case 37

F, 55. History of "pemphigus
vulgaris" (15t diagnosis 13 years
before presentation, confirmed
by biopsy; symptoms present
for >20 years; DIF & IIF
negative). Improvements and
relapses under dapsone
therapy.

According to the patient recent
worsening after a respiratory
infection.












Biopsy taken 13 years earlier & old clinical picture



Actual biopsy



Hailey-Hailey disease



In an acantholytic skin disorder, the presence of eosinophils, even in large
numbers, is not a clue to a histopathological diagnosis of pemphigus

Acantholytic keratinocytes with a reddish or purple cytoplasm are a clue to
the histopathological diagnosis of Hailey-Hailey disease



Case 38

F, 57. According to the
patient itchy skin lesions
for 8 months; in the last
days "burning" in the
mouth and sore throat.












Pemphigus vulgaris

DIF: Granular intercellular IgG deposition within the
mid- and lower epidermal layers; C3 deposition
within the lower epidermal layers.

Desmoglein 1: 80+, Desmoglein 3: 228+



2 weeks later



In these 2 cases, eosinophils were more prominent in
Hailey-Hailey disease than in pemphigus vulgaris

Hailey-Hailey disease

Pemphigus vulgaris



Case 39

M, 75. According to the patient

generalized, itchy lesions for 2
months.












Herpetiform pemphigus

DIF: Intraepidermal intercellular IgG deposition;
C3 weak.
Desmoglein 1: 136+; Desmoglein 3: 2-
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Case 40

F, 45. History of metastatic
breast carcinoma (at present
managed with datopotamab
deruxtecan; last treatment 14
days before presentation).
Some erosions on the mouth
after each treatment, now
partly bullous, generalized skin
lesions.












My histological diagnosis:
Stevens-Johnson syndrome



Metastatic breast carcinoma.

Stomatitis is a common side-
effect of datopotamab
deruxtecan treatment.

Minimal involvement of the
palms.

Multiforme-like histological
pattern with subepidermal cleft.

DIF: Intraepidermal intercellular
IgG deposition; C3 cytoid
bodies.

Desmoglein 1: 2-; Desmoglein 3:
14-/+

Managed with systemic steroids
(initial dose 100 mqg
prednisolone); improvement of
cutaneous and oral lesions.



Revised diagnosis:

Drug-induced
paraneoplastic pemphigus



"Despite the similar clinical and
pathological manifestations to classical
pemphigus, most of the cases are less
severe and have a better prognosis."




Erythema multiforme

minor
No involvement of
mucosae
Target lesions
No progression to TEN

Erythema multiforme
major

Involvement of mucosae Involvement of mucosae

(may be severe)
Lesions mostly on face
and distal extremities
Target lesions

No progression to TEN

Stevens-Johnson
syndrome (SJS)

Lesions mostly on trunk
No target lesions

Skin detachment <10%
Progression to TEN

possible and unpredictable

SJS/TEN overlap

Involvement of mucosae
No target lesions

Skin detachment 10-30%
Progression to TEN likely

Toxic epidermal

necrolysis (TEN)
Involvement of mucosae
No target lesions
Large areas of skin
exfoliation (>30%)

Generalized bullous

fixed DE

Involvement of mucosae
in severe cases

No target lesions

Lesions of fixed DE focally
Mortality rate 0-22%



Paraneoplastic pemphigus "Exfoliative" bullous pemphigoid



18t Summer Academy of Dermatopathology
Graz, July 6 =10, 2026

Self-assessment (cases 41-50)

Lorenzo Cerroni



Case 41

F, 57. An external biopsy was reported by a private dermatopathologist as
"part of a poroma", with a recommendation to perform a complete excision.

According to the patient the lesion is present for approximately one year.












Solid carcinoma

(solid variant of microcystic adnexal carcinoma)
(previously described also as a solid variant of syringomatous carcinoma)



Previous biopsy






Microcystic adnexal carcinoma Syringomatous carcinoma Solid carcinoma



Case 42

M, 83. Exophytic
preauricular tumor of
unknown duration.






[§ Catenin



Pilomatrical carcinoma

[§ Catenin









M, 59



F, 91



The diagnosis of pilomatrical carcinoma relies on architectural
features (asymmetry, poor circumscription) more than on
cytological ones; fragmented, incomplete biopsies may be
impossible to classify precisely (in this particular case | favor
pilomatricoma; patient alive and well 6 years after the biopsy).
Necrosis en masse, prominent atypia, low proportion of shadow
cells, scant stroma represent useful criteria for malignancy.
Presence of numerous, scattered dendritic melanocytes maybe
observed in pilomatrical carcinoma (it should be underlined that

"melanocytic matricoma" represents a variant of pilomatricoma).

F, 76



Case 43

M, 86. Comes for excision of a lesion
reported as SCC on an external biopsy.






CK






Lymphoepithelioma-like
carcinoma

CK



Lymphoepithelioma-like carcinoma

* Head & neck, elderly; very rare

* Local spread, very rarely metastases

* Lymphoid infiltrate mixed (B- and T-lymphocytes); may
mask the epithelial component

e EMA+, CK+, EBV—
* No squamous differentiation

* Unknown origin
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Lymphoepithelioma-like carcinoma of the
skin: A light-microscopic and
Immunohistochemical study
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"Lymphoepithelioma-like
carcinoma of the skin is a distinct
cutaneous neoplasm of unknown
histogenesis, although some foci
of adnexal differentiation have
been found in some specimens.”



"We agree with those who view LELC
of the skin as a morphological
pattern rather than a distinct
clinicopathological entity, and we
think that this tumor in the skin likely
represents a variation of squamous-
cell carcinoma.”






Dermal tumor

Usually no connection
to the epidermis

Often clear cells

Prominent
inflammatory infiltrate
permeating the tumor
(may be better
observed with staining
for CK or lymphocytes)






Case 44

F, 40. Large pigmented
tumor (>5 cm) on the
buttocks.












Ancient cellular

blue nevus
(ancient neuronevus of Masson)






M, 44






F, 61



M, 39



F, 84



Ancient blue nevus



Case 45

M, 97. Keratotic plague
on the forehead.



PRAME



CK

SOX10 Melan-A



Hyperplastic actinic keratosis / CIS
PRAME+









Hyperplastic actinic keratosis / CIS Malignant melanoma

PRAME



Case 46

M), 62. History of 3 melanomas.

During a follow-up visit an "atypical
pigmented lesion" on the right thigh
is noticed.












"Baby" (early) Spitz nevus?



Early melanoma in situ

PRAME






12.5.1 Intraepidermal, Sometimes Pagetoid Spitz Nevus

In some cases of early stage Spitz nevus, only single melanocytes are present
and sometimes in a pagetoid pattern (Fig. 12.1). This variant seems to occur
disproportionately on the legs of women. The cells are in single units inside
the epidermal spinous layer or are gathered in intraepidermal nests. The
most typical cells are large, with abundant homogeneous-appearing ground
glass cytoplasm and sharp cytoplasmic borders. These result in prominent
clefts that outline the cells in a uniform manner. Their nuclei are vesicular,
with “open” chromatin and distinct nucleoli. The lesions are small (4 mm)
and sharply circumscribed, both clinically and histologically. Epidermis is
uniformly altered (slight hyperplasia) and the melanocytes and nests are
uniformly scattered throughout the lesion. At the edge of the lesion, the
melanocytes and the epidermal hyperplasia “stop” at exactly the same point.
The differential diagnosis is with melanoma in situ. The age of the patient
(20s on average for this form of Spitz nevus vs. 50s for melanoma in situ) can
be helpful in determining how likely one’s diagnosis is. The even distribution
and lateral demarcation noted above are useful diagnostic clues. Also,
multinucleated melanocytes seem disproportionately common in these
lesions. In difficult cases, fluorescence in situ hybridization can distinguish
many melanomas in situ from pagetoid Spitz nevi, but the cost of this
technigue and its limited sensitivity make it impractical, especially as re-
excision will usually be done for cases in which there is any doubt.



12.5.2 Lentiginous Spitz Nevus

The earliest phase of a Spitz nevus sometimes features single melanocytes
evenly distributed along the junction in a lentiginous pattern (Fig. 12.2). The
cells can sometimes be present up to the middle of the spinous layer. Single
melanocytes are distributed preferentially along the sides and bases of
elongated rete ridges in a variant termed as “spitzoid lentigo.” Junctional
nests are inconspicuous or small. The cells, while large, are monomorphous,
with features similar to those described above for pagetoid Spitz nevus.
Occasionally, there are long dendrites that extend into the spinous layer.
Such cases often feature hyperpigmentation of the spinous layer and
melanin in the cornified layer as well. A cleft frequently separates them from
the surrounding keratinocytes. As a rule, however, pigmentation is scarce.
The epidermis overlying the proliferation is unaffected in the very earliest
lesions but later becomes slightly hyperplastic with jagged acanthosis,
hypergranulosis, and compact hyperkeratosis. The epidermal hyperplasia
may be slight but is remarkable enough to contrast sharply with the
surrounding normal epidermis. In lesions with a lentiginous pattern, there
can be several exceptional findings. If the lesion is hyperpigmented, globules
of melanin may be present in the cornified layer, and single melanocytes may
trail off at the edge of the lesion. As with pagetoid Spitz nevus, any doubt
usually triggers re-excision with margins used for melanoma in situ.



Intraepidermal, Sometimes Pagetoid Spitz Nevus & Lentiginous Spitz Nevus
(colloguially often referred to as "baby Spitz")

e Should represent an early stage of Spitz nevus, yet is observed almost
exclusively in adults, never in children

e Characterized by melanocytes arranged in solitary units predominating over
melanocytes arranged in nests — one of the histopathological criteria of
melanoma

e Often presence of an intraepidermal pagetoid pattern —another
histopathological criterion of melanoma

e "Baby Spitz nevus" or "baby melanoma in situ"?

e Beware a diagnosis of "early Spitz nevus" in middle-aged adults and elderly
patients...



Case 47/

M, 68. Sent by a private dermatologist for evaluation of a
pigmented lesion on the right arm (duration unknown).












Melan-A

PRAME



Melan-A

Small melanoma

PRAME






Diagnostic criteria
Age
Asymmetry (clinical and H&E)
Unsharp circumscription (clinical and
H&E)
Atypical melanocytes (H&E)
PRAME+ (IHC)
In spite of the clinical picture, no

remnants of a previous melanocytic
nevus on H&E or IHC

Melan-A

PRAME



"Overdiagnosis is the term used when a condition
is diagnosed that would otherwise not go on to
cause symptoms or death. (...) Overdiagnosis
should not be confused with false-positive results,
that is, a positive test in an individual who is
subsequently recognized not to have cancer. By
contrast, an overdiagnosed patient has a tumor
that fulfills the pathological criteria for cancer."
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(...) an overdiagnosed patient
has a tumor that fulfills the
pathological criteria for cancer.

MMMMMMM




Are we overdiagnosing melanoma ?

* In situ cancer doesn't kill a patient

e The term "cancer" should be used only for
advanced disease likely to be fatal

e A diagnosis of "cancer" is bound with
considerable distress by patients

e Patients diagnosed with cancer may lose their
health insurance

* Invasive cancer may not kill a patient either;
even metastatic cancer may be cured

e The term "lion" is used irrespective of the age
of the animal, although a baby lion will never
kill; we don't call baby lions "dysplastic cats"

e A diagnosis of diabetes is bound with distress as
well (and diabetes may be life-threatening if
unmanaged), but in 1997 the diagnostic
treshold has been lowered according to medical
knowledge from 140 mg/dL to 126 mg/dL (with
the new threshold, only in the US >1.500.000
persons became diabetic overnight)

e The health insurance systems should be
reformed, not the classification of diseases



Die Grenzen meiner Sprache bedeuten
die Grenzen meiner Welt.

(The limits of my language define the
limits of my world).

Ludwig Wittgenstein.
Tractatus Logico-Philosophicus, 1922



74-year-old man

October 4, 2010



June §, 2011
(9 months later)



March 20, 2012
(9 more months later) Melan-A






Every "indolent” or "slow growing" cancer will get speed,
sometime...

An "indolent"” or "slow-growing" cancer is not a turtle;
rather a cheetah that doesn't (yet) run...



What is the biological difference between a melanocytic nevus and a melanoma ?

Both are caused by a
molecular mechanism

Melanocytic nevi start
growing and than stop and
remain stable or involute

Melanomas start growing
and continue to grow
indefinitely — yet at
variable pace



Case 48

F, 18. Reddish small plaque / flat nodule
of recent onset on the right breast.









Atypical Spitz nevus/tumor...






Melanoma



Satellite skin metastases
Lymph nodes metastases
Subcutaneous metastases

19 months later: lung, liver
metastases

Died of progressive disease 6 years
after presentation



No epidermal involvement but confluence of dermal complexes, high cellularity, absence
of maturation, predominance of spindle cells, mitoses also near the base of the tumor






Panel of experts

Ray Barnhill, David
Elder, Geoffrey
Gottlieb, Peter
Heenan, Heinz
Kutzner, Phil LeBoit,
Martin Mihm, Jr,,
Juan Rosai.

Tutorial 2008

Panelist A
Panelist B
Panelist C
Panelist D
Panelist E
Panelist F
Panelist G
Panelist H

Borderline
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma




Cases with favourable behaviour (n=17)
(no metastases, follow-up of 5 years or longer; median FU: 10y)

Unanimously diagnosed as benign: 0
Majority favoured benign: 8 (cum. benign dg.: 47,1%)
Majority favoured malignant: 6
Unanimously classified as malignant: 1
No clear-cut majority: 2

Cases with unfavourable behaviour (n=26)
(large LN metastases, or visceral metastases, or DoD)

Unanimously diagnosed as malignant: 4 (15,4%)

Majority favoured malignant: 15 (cum. malignant dg.: 73,1%)
Majority favoured benign: 6

No clear-cut majority: 1

14 cases were considered biologically "borderline" (lymph nodes involved by small
parenchymal clusters of melanocytes, no other evidence of disease progression)

Digital slides; Panelists: R. Barnhill, D. Elder, G. Gottlieb, P. Heenan,
H. Kutzner, P.E. LeBoit, M. Mihm, Jr., J. Rosai



Case 49

M, 6. Reddish tumor of recent onset
on the right lower leg.






Spitz melanocytoma ? Spitz melanoma ?



Spitz mEIanOma Skin Lymph node



Ki-67

Symmetrical and mainly dermal, but large ulceration (in children may be traumatic), confluence of dermal complexes, high
cellularity, absence of maturation, several mitoses, high Ki-67 index also near the base of the tumor



Spitz melanoma

A rare type of melanoma showing molecular features of the so-called Spitz lineage (i.e., molecular features found in Spitz
nevi and atypical Spitz tumors, including HRAS mutations; tyrosine kinase fusions (MET, ALK, ROS1, NTRK1, NTRK2, NTRK3,
RET, MERTK, LCK), serine-threonine kinase fusions (MAP3K3, MAP3K8, BRAF), or other rare molecular events. Conventional

melanomas with spitzoid morphology and BRAF or NRAS mutations, or other non-Spitz molecular features, are not
classified as Spitz melanoma.



Spitz nevus, Spitz melanocytoma, Spitz melanoma

Tumors characterized by the so-called Spitz lineage: HRAS mutations; tyrosine kinase fusions (MET, ALK, ROS1,
NTRK1, NTRK2, NTRK3, RET, MERTK, LCK), serine-threonine kinase fusions (MAP3K3, MAP3K8, BRAF).

WHO 5ed: "The distinction
(of Spitz melanoma) from
Spitz melanocytoma is best
made by using a constellation
of clinical, morphologic and
molecular findings and no
single data point can
completely distinguish Spitz
melanoma from Spitz
melanocytoma."




Case 50

M, 12. Small erythematous
nodule of recent onset on
the right breast.






Sentinel lymph node biopsy



Certainly, if a patient with an ambiguous
neoplasm has a sentinel lymph node
packed with anaplastic-appearing
melanocytes, with many mitotic figures and
zones of necrosis, you will get no argument
from me (although such a node is usually
palpable). On the other hand, what if the
node shows only a small cluster of large
melanocytes (on the cover, and Fig. 1)?
What then?

So what do the melanocytes in
the lymph node on the cover
prove? To some, everything—a
sure diagnosis of melanoma. To
me, nothing.




BUT REMEMBER:

The melanocytes in the lymph
node on the cover do not prove
that the primary lesion was a
melanoma — but also do not
prove that it was not a
melanoma...

A small cluster of large
melanocytes in a lymph node

does not have any diagnostic
meaning




Absence of evidence
is not evidence of absence.

Carl Sagan (1934-1996)



* Primary tumor

e Sentinel LN positive (1 month later)

 Multiple metastases in lungs, kidneys, liver,
spleen, orbita, brain (7 years later)

e Death of progressive disease (8,5 years later)

Spitz melanoma ?



"Conventional" (spitzoid) melanoma arising in a nevus — not a "Spitz melanoma"












Panelist A
Panelist B
Panelist C
Panelist D
Panelist E
Panelist F
Panelist G

Panelist H
Panelist |
Panelist J

Tutorial 2000

Melanoma
Melanoma

Malignant melanoma,
? associated nevus

Spitz nevus
Melanoma and nevus

Melanoma vs. Spitz nevus,
favor melanoma

Tutorial 2008

Nevus
Melanoma
Melanoma
Nevus
Nevus

Nevus
Borderline
Melanoma

Panels of experts

A.B. Ackerman (2000), R.
Barnhill (2008), David Elder
(2000, 2008), Geoffrey Gottlieb
(2008), Peter Heenan(2000,
2008), Heinz Kutzner (2008),
Phil LeBoit (2000, 2008),
Martin Mihm, Jr. (2008), Juan
Rosai (2000, 2008).
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