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“A wayside house of ill-repute”

Image generated by DALL.E.2

“He was never in London before but one week 
and then he was kidnapp’d into a House of ill 
Repute.”

Jon Vanbrugh, A Journey to London, 1728



The classical definition…

https://commons.wikimedia.org/wiki/File:Via_Flaminia.jpg



Today’s 
diverticula….

• Atypical Fibroxanthoma

• Melanoma “Overdiagnosis”

• Squamous Dysplasia



Atypical 
Fibroxanthoma

• “Painting in the style of Picasso of a bald man with a red ulcerated 
fungating tumour growing from his scalp”

• Image generated by DALL.E.2



Helwig, E.  Texas State Journal of Medicine, July 
1963



Atypical 
Fibroxanthoma



Elderly male, 
ear





• 2 clinicopathological variants

• Sun damaged head and neck skin in elderly

• Younger patients on the limbs

• 140 cases, 9 recurrences, no metastases

• “most” recurrent lesions involved subcutis

• 6 had involved margins

• Hypothesized reactive/“pseudosarcomatous” nature, 
with discussion of sarcomatoid SCC alternative



“Atypical” fibrous histiocytoma



• Median age 74, in sun-damaged skin

• Morphological variants:

• Keloidal

• Clear cell

• Granular cell

• Plaque-like

• Myxoid

• Regressing

• 2 cases recurred locally, no metastases

• Recurrences at 6 and 11 months 

• F/U from <12 months to 9 years  (T 
Beer, pers. Com.)



Invasion of subcutis in 26% - “generally only focal and of limited 
extent”

Two points of interest:

1

2



Immunohistochemistry
• AFX remains a diagnosis of 

exclusion:

• Negative CK (broad spectrum, 
HMWK)

• Negative melanocytic markers

• Negative Desmin, ERG…

• Positive stains CD10, Procollagen-1 
etc. are non-contributory



80F.  Left cubital fossa.
Case courtesy of Dr M Gera







Sox10



Is this AFX/PDS?

All IHC negative







Sox10



Sox10

PRAME

Dedifferentiated melanoma



• Partial or complete loss of melanocytic markers 
can occur in melanoma



85M.  Lesion on Leg
Case courtesy Drs K Francis and C Ly





Immunohistochemistry:

Positive:  CD10
Negative:  Everything else that could be contributory; on multiple sections

CD10 AE1/AE3



Is this 
pleomorphic 

dermal 
sarcoma?



3 years earlier at the same 
site….







AE1/AE3

Spindle cell (sarcomatoid) SCC



Other immunohistochemical issues:

• CD31 positivity is not rare in AFX (10% +); also occurs in 
sarcomatoid SCC (unpublished data)

• Isolated p63 positivity is common in AFX-like tumours

• Probably not sufficient for Dx of SCC

• SMA positivity is very common in AFX- no diagnostic use for 
distinction with leiomyosarcoma



Invasion of subcutis in 26% - “generally only focal and of limited 
extent”

Two points of interest:

1

2





Pleomorphic Dermal 
Sarcoma

• 32 cases

• Epidemiology, immunohistochemistry 
and histological appearances identical 
to AFX

• Follow up limited (due to age etc.)

• 28% local recurrence

• 10% metastasis



78M.  Scalp 
2021



Not “deep subcutis”….



Lung core, 2023

Scalp

Lung



The definition of PDS has become more 
aggressive….

AFX



Elderly M.  Scalp.





Is this PDS?



Is it still PDS?



Getting on 
track

• Move away from a dichotomous concept of biology:

• The terms AFX and PDS describe different stages of the same 
tumour

• My trial balloon:

• C-SALT (with staging parameters)

• Do not diagnose AFX/PDS with certainty on partial Bx samples

• Accept that AFX/PDS is always slightly unstable ground

• An aggressive definition of subcutaneous extension is probably 
appropriate for diagnosing PDS in current practice



Melanoma 
"overdiagnosis"

• “A woman praying for inspiration by a pond with water lilies in the style of Monet”

• Image generated by DALL.E.2







Why might 
pathology 
thresholds 
shift?

1.  Shifts in terminology and biological 
understanding

2.  Increasing biopsy of small and ambiguous 
lesions and increasing use of smaller and partial 
biopsies.

3.  Subjective criteria and difficult grey zones

• Asymmetric incentive

• Customer-service relationship



Shifts in terminology





• Arthur Allen’s conceptualization:
• All common types of melanoma arise 

from “activated junctional naevus”

• There are a set of morphologic criteria 
which define “activated junctional 
naevus” and separate it from common 
naevus

• “activated junctional naevus” must be 
completely excised; if left in the patient 
it will almost invariably progress to 
“infiltrating melanocarcinoma”

• Infiltrating melanocarcinoma can 
metastasize and kill; “activated 
junctional naevus” does not



• We agree with Arthur Allen 
about the morphology of this 
lesion

• We agree with Arthur Allen 
about the clinical behaviour of 
this lesion

• We agree with Arthur Allen 
about the clinical management 
of this lesion

• We just have a different name...



What is the definition of “melanoma”?

• “A malignant tumour of melanocytes”

• Malignant:

Dictionary.com



Cleveland clinic
Merriam-Webster 
Dictionary



Uncontrolled growth

Invasion, 
Metastasis, 
Death



What is the definition of “melanoma”?

WE NOW FOCUS ON THE 
“UNCONTROLLED GROWTH” ASPECT

PATHOLOGISTS OF THE MID-20TH

CENTURY FOCUSSED ON THE INVASIVE, 
METASTATIC AND MORTALITY ASPECTS

THE GENERAL COMMUNITY HAS NOT 
COME WITH US ON THIS JOURNEY



Clinical 
recognition

Commonly used 
biopsy Approach

Pathological 
diagnosis

Excision Shave/Punch

End of bed Dermatoscope Serial imaging/AIClinical examn

Easy Hard Impossible



Concordance and Reproducibility

• "Diagnoses spanning moderately dysplastic naevi to early stage 
invasive melanoma were neither reproducible nor accurate...."





Standing on unstable ground:
• Danger of being pushed
• Looking for something to hold on to

Image by DALLE2- photorealistic image 
of a woman standing on unstable 
ground by a cliff



We need something to help!

• FISH

• aCGH

• NGS

• IHC



PRAME

• Multiple studies
• Tested in multiple scenarios-

• unequivocal naevi, unequivocal melanoma, Spitz lesions, melanoma arising in naevus, 
dysplastic naevus vs melanoma, nodal naevus vs metastasis…..

• Highly specific for melanoma- approx. 95% (some studies 99%, 100%)
• May be lower in Spitz lesions

• Sensitivity lower- approx. 75%
• Probably not great in desmoplastic melanoma

• Problem solved right??



Young adult female, 
back





PRAME



Middle aged male, 
cheek





Cyclin D1

Typical combined deep penetrating naevus



PRAME



No problem, just use PRAME judiciously….

• PRAME is performed on 70-80% of melanoma cases diagnosed in our community in 2023 
(unpublished data, 5 external laboratories, 2 States)

• The second most common consultation/molecular request in 2022 was for “PRAME 
positive naevus” (unpublished data, PathWest Dermatopathology)



Why PRAME does not solve our problems
(my opinion only, YMMV)

• We know we are on unstable ground, and sometimes PRAME might be 
better at biology than we are

• But it is seldom better at identifying lesions with genuine metastatic potential

• Pre-test probability 1% --> Post-test probability 16%
• What now??

• Thresholds are subjective and subject to wishful thinking

• Staining of some junctional melanocytes in banal compound naevi is 
common and can be overinterpreted



Why this matters….



"all the dreams I had built of 
having more than one child 
seemed suddenly impossible 
... then on top of that was this 
fear that now I have this 
wonderful little girl ... and I 
am probably going to die, and 
she is going to be alone"



Getting back on track

• Understand that sensitivity and specificity is a trade off

• Acknowledge early/borderline/undiagnosable cases in 
terminology/reporting (the customer is not always right!)

• SAMPUS

• MELPathDx

• Descriptive

• Don’t choose “trick” diagnoses to elicit a desired response

• Severely dysplastic naevus

• “Best regarded as” melanoma

• We know the correct approach to management

• More serious problems arise from partial 
biopsy/incomplete removal than diagnostic 
underlabelling



Classification of 
squamous 
dysplasia

• “Painting in the style of Rembrandt of a weathered 
old woman with a scaly red plaque on her face”

• Image generated by DALL.E.2



How good are we at classifying squamous 
dysplasia?

• Personal experience:  Not great

• Published data:



• 44 non-melanocytic lesions from a group of 217 lesions excised to 
exclude melanoma

• Cases reviewed by 5 experienced dermatopathologists
• >8 years experience
• Average >15,000 skin samples/year

• Benign-malignant discrepancy (vs majority Dx):  11%

Diagnoses:  Benign lichenoid keratosis, seborrheic 
keratosis, intraepidermal squamous cell carcinoma

Case courtesy Dr I Katz.
Virtual slide available at:  https://pathpresenter.net/public/display?token=0c88e847



Does it matter?

Squamous dysplasia is very common

• Estimated prevalence 

• 40-50% of white Australians over 40

• 80% in patients in 7th decade

• Individuals have an average of 6-8 lesions

The cost is high

• NMSC costs at least 1.327 billion (2018/19)- the most expensive cancer

• Many costs associated with treatment (e.g. cryotherapy) are hidden/hard to calculate

• Non-financial costs

We need to get the pathology right for

• Clinical correlation

• Risk prediction and understanding invasive carcinoma

• Future targeted treatment

https://wiki.cancer.org.au/skincancerstats/Skin_cancer_incidence
_and_mortality#Economic_impact





Alternative View:
(or a diverticulum of my own……)

Bowenoid and 
proliferative 

actinic keratosis

Differentiated 
cutaneous 

SCCIS

Bowen’s 
Disease

Cutaneous SCCIS



Bowen’s Disease













• Bowen’s disease variants:

• Clear cell

• Pagetoid

• Pigmented

• Papillated/verrucous

• Subtle

• ? Others (mucinous, 
sebaceous…)



• p16 Diffuse positive, usually 
with PBS

• RB1 Weak or negative 
(unpublished data)

• No apparent difference 
between sun-damaged and 
non-sun damaged skin







Kao, 1986



• Differential diagnosis:

• BCC

• Sebaceous carcinoma

• Porocarcinoma



Actinic keratosis









• P16 typically negative or 
patchwork, no PBS

• RB1 positive
• More staining in 

Bowenoid AK
• (unpublished data)



70F.  Nose













“Poorly differentiated invasive squamous 
cell carcinoma”

“Poorly differentiated invasive squamous cell 
carcinoma”



Cutaneous Differentiated SCCIS ??

Well described in 
genital skin

Reproducibility 
extremely 

challenging

Similar lesions 
frequently seen on 

extremities, 
especially legs







A challenge 
for the future



Summary

• Atypical 
Fibroxanthoma/PDS

• Melanoma 
“overdiagnosis”

• Squamous dysplasia
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