
Questions
For the Audience



How many in the 
audience make the 
diagnosis of dysplastic 
nevus?



How many grade them?



How many recommend 
excision of mild, 
moderate, and severe?



How many can’t tell?



How many like the name?



Don’t like the name?



How many feel that they 
must use the name 
because of pressure 
from colleagues?



How many in the 
audience believe that 
you can identify – under 
the microscope – the 
“steps” in the evolution 
of melanoma from a 
nevus?





Full Disclosure
• I don’t use the phrase “dysplastic nevus”
• I don’t believe anyone can identify any 

“steps.”
• I don’t think the concept is valid.
• I do think that patients who are moley, 

have a family history of melanoma, or 
have had a melanoma are at greater 
risk for developing melanoma.





Prelude











1954



Allen AC, 1954, p 840, The Skin



Allen AC, 1954, p 840, The Skin



Active Junctional 
Nevus

…In other words, this lesion is 
equivalent to a melanocarcinoma in 
situ

Allen AC, 1954, p 840, The Skin



Nevus = Melanoma?

It was contradiction for Allen, 
and anyone who attempts to 
frame it this way.



“…the principle is…that 
the same attribute cannot 
at the same time belong 
and not belong to the 
same subject and in the 
same respect.”

Aristotle – The law of non-
contradiction applied to 
metaphysics



“The most indisputable of all 
beliefs is that contradictory 
statements are not at the 
same time true.”

Aristotle – The law of non-
contradiction applied to logic



Contradictions do not exist.  
Whenever you think that you 
are facing a contradiction, 
check your premises.  You will 
find that one of them is wrong.

Ayn Rand
Atlas Shrugged, 1957



And so it is for melanoma 
and nevus



Polar Viewpoints



Dysplastic nevi are described as being on a 
continuum between common acquired nevi and 
melanoma because they are morphologically and 
biologically intermediate between these 2 entities.

Cancer Epidemiol Biomarkers Prev
2013; 22(4)528-32





The Dysplastic Nevus

36 Years On



The Archetype of “Hot Button” 
Issues in Dermatopathology

• Two principal viewpoints about it
• Philosophical positions drive the 

disagreements
• The science is clouded by these 

disagreements:  e.g., Atypia & Dysplasia
• There is a tendency for context dropping



The Archetype of “Hot Button” 
Issues in Dermatopathology

1. “Formal histogenetic precursor” 
or “morphologically and 
biologically intermediate 
between common acquired” 
nevi and melanomas.

2. One pattern of melanocytic 
nevus.

Two Schools of Thought





The "Dysplastic" Nevus
Dermatopathology then and now –

Have we travelled?

Mark A. Hurt, MD
Cutaneous Pathology
Saint Louis, MO, USA

USCAP Companion Meeting:  Dermatopathology
March 2, 2014



Timeline
• 1820 Identified Retrospectively
• 1952 Familial Melanoma
• 1978 Concept Proposed
• 1980 Sporadic forms
• 1983 NIH Consensus
• 1989 Core Challenge – occurrence in controls
• 1992 NIH Consensus redux
• 2001 Cannot identify moley people histopathologically
• 2001-present:  continued debate on natural history vs

transformation of lesions
• 2013 Retrospective analysis:  benign



An Epistemological Process
• Observation – 1820-1978
• Conceptualization – 1978-1984
• Metathinking – 1985-1995

– Debates on language
• Meta-Metathinking – 1989-Present

– Debates on the validity of the concept
• Research approaches – 1989- Present

– Finding ways to test for outcomes



Names for the Nevus
• BK-mole (Clark+, 1978)
• Lentiginous melanocytic nevus (Ainsworth+, 

1979)
• Dysplastic nevus (Greene+, 1980)
• Clark’s nevus (Nollet, 1986)
• Common naevus (Ackerman, 1988)
• Nevus of the type seen in the dysplastic 

nevus syndrome (Clark, 1989)
• Atypical mole (Kopf+, 1990)
• Nevus with architectural disorder (with or 

without cytologic atypia) (NIH, 1992)



4th Century BC



The School of Athens – Raphael:  1509-1510







Plato Aristotle



Plato:
Teacher

Aristotle:
Student



1989



Teacher Student



A question posed to Clark & Ackerman
by Philip E. LeBoit, MD





Clark



Clark



Clark



Clark



Clark





Ackerman’s embarrassing quotation:









Ackerman’s other retractions
• “I…contrasted “dysplastic” nevi with 

banal or ordinary nevi….  Now I 
view Clark’s nevi as the most 
common nevus in man.  There is 
no specific banal or ordinary 
nevus.”



Ackerman’s other retractions
• “I erred in my assessment of 

nuclear features in “dysplastic” 
nevi….”  “I now believe that human 
retinae are incapable of recognizing 
‘slightly atypical nuclei’….”



Ackerman’s other retractions
• “I am now convinced that there is 

no nuclear atypia in ‘dysplastic’ 
nevi, unlike the situation in some 
Spitz’s nevi (which, ironically, are 
never referred to as ‘dysplastic’ by 
histopathologists).”



Ackerman’s other retractions



A question posed to Clark & Ackerman
by Philip E. LeBoit, MD



Ackerman







Transition point





Ackerman’s concept of 
some classic patterns 
of melanocytic nevi, 
1989

Clark’s

Unna’s

Miescher’s

Spitz’s



Clark



“Dermal nevus with melanocytic dysplasia of the type seen in the 
dysplastic nevus syndrome.”





“Mild Atypia”



“Compound Nevus”“Shoulder of the nevus”

“Prototypic dysplastic nevus”



“‘normal’ melanocytic nest”

“‘one form of melanocytic 
cellular atypia”



“‘normal’ nest”

“melanocytic cytologic atypia”



“individual melanocytes 
that are quite atypical”



“Severe melanocytic dysplasia”

•Continuum of atypical melanocytes separates epidermis from dermis
•No upward growth of melanocytes
•No overt invasion of papillary dermis
•Lamellar fibroplasia separates atypical melanocytes lymphocytic infiltrate



“Severe melanocytic dysplasia”

“Such changes are suggestive of melanoma, but in the absence of 
upward growth in the epidermis and dermal invasion, the lesion 
was classified as severe dysplasia rather than melanoma.”





Have we Travelled?

• Where did the idea begin?
• How did it evolve?
• Where is it now?
• Have we Travelled?
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*

*



Edward P. Cawley, MD



AMA Arch Dermatol Syphilol 1952; 65:440-450



AMA Arch Dermatol Syphilol 1952; 65:440-450

Cawley et al, 1952
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Cawley et al, 1952



AMA Arch Dermatol Syphilol 1952; 65:440-450

Cawley et al, 1952



AMA Arch Dermatol Syphilol 1952; 65:440-450

Cawley et al, 1952



Familial Melanoma-
Studies

• Norris, 1820
• Cawley, 1952
• Fitzpatrick, 1952
• von Greifelt,1952
• Moschella, 1961
• Miller, 1962
• Salamon, 1963
• Schoch Jr, 1963

• Turkington, 1965
• Katzenellnbogen, 

1966
• Smith, 1966
• Anderson, 1967
• Mcfarland, 1967
• Andrews, 1968
• Lynch, 1968
• St-Arneault, 1970



Familial Melanoma-
Studies

• Anderson, 1971
• Wallace, 1971
• Wallace, 1973
• Munro, 1974 (first clinical photographs of multiple 

melanocytic nevi with FMM)

• Beardmore, 1975
• Lynch, 1975
• Kopf, 1976



Familial Melanoma
• >375 patients described (some with 

multiple melanomas in the same patient), 
from 1820-1976, in ~16 articles prior to 
Clark & Lynch

• Clinical observations of multiple nevi of 
various sorts in 10 articles

• Histologic descriptions of some nevi in 3 
articles, either “lentigines,” “junctional 
nevi”, or “compound nevi”



Wallace H. Clark, Jr., MD, 1925-1997



Clark Jr, Reimer, Greene, Ainsworth, 
Mastrangelo

Arch Dermatol 1978; 114:732-738



Melanoma w/o mole pattern *=examined

Family R

I

II

III

IV

V

Clark et al, 1978

Arch Dermatol 1978; 114:732-738

Neither mole pattern 
nor melanoma

Melanoma with mole pattern Mole pattern w/o melanoma



Clark et al, 1978

Arch Dermatol 
1978; 114:732-738

Truncal locations of 
“B-K” moles



Arch Dermatol 
1978; 
114:732-738

Clark et al, 1978



Acquired MN B-K Moles

Clark et al, 1978

Arch Dermatol 1978; 114:732-738



Clark et al, 1978

Arch Dermatol 
1978; 114:732-738



Clark et al, 1978
Arch Dermatol 
1978; 114:732-738



Clark et al, 
1978

Arch Dermatol 
1978; 114:732-
738





Have we Travelled?

• Where did the idea begin?
• How did it evolve?
• Where is it now?
• Have we Travelled?



Evolution
• Familial to Sporadic:  These nevi don’t 

always occur in families and patients 
are not always moley.

• Tumor progression:  Nevus becomes 
melanoma (“formal histogenetic
precursor”)

• Challenge to progression:  
Progression versus natural history of a 
nevus and patterns of nevi



Evolution
• Familial to Sporadic:  These nevi don’t 

always occur in families and patients 
are not always moley.

• Tumor progression:  Nevus becomes 
melanoma (“formal histogenetic
precursor”)

• Challenge to progression:  
Progression versus natural history of a 
nevus and patterns of nevi





Elder et al 1980

“Lentiginous melanocytic dysplasia”



Elder et al 1980
Lentiginous dysplasia?



Elder et al 1980
“Epithelioid-cell melanocytic dysplasia”



• May be familial or sporadic
• Number of dysplastic nevi for 

diagnosis:
– May have 10 or fewer lesions
– May have even a single lesion

• Average size of a dysplastic nevus 
is 5 mm

Elder et al 1980

Cancer 1980; 46:1787-1794

Clinical Features



Elder et al 1980

Cancer 1980; 46:1787-1794

Clinical Features

“Though the syndrome was first 
recognized in patients with 200 
or more dysplastic  nevi, 
presentation with ten or fewer or 
even a single lesion is not 
uncommon.”



Elder et al 1980

Cancer 1980; 46:1787-1794

Histologic Features

• Common:
– Nuclear pleomorphism
– Hyperchromatism
– Lymphocytic infiltrate with 

fibroplasia
• Epithelioid cell dysplasia
• Lentiginous melanocytic dysplasia



Elder et al 1980

Cancer 1980; 46:1787-1794

The diagnosis of the “Syndrome”

“In the Pigmented Lesion Clinic of the 
University of Pennsylvania, all patients 
who clinically exhibit a dysplastic nevus 
syndrome have at least two selected nevi 
removed for histologic study.  If the 
lesions histologically show melanocytic 
dysplasia, the patients are assigned to 
the dysplastic nevus syndrome.”



Evolution
• Familial to Sporadic:  These nevi don’t 

always occur in families and patients 
are not always moley.

• Tumor progression:  Nevus becomes 
melanoma (“formal histogenetic
precursor”)

• Challenge to progression:  
Progression versus natural history of a 
nevus and patterns of nevi



Clark et al 1984

Hum Pathol 1984; 15:1147-1165



“It has been stated that the peripheral 
extent of growth of intraepidermal 
melanocytes defines the lateral margins 
of the dermal component of nevi and 
that the nesting of melanocytes within 
the epidermis, in preparation for 
migration into the dermis, is apparently 
the first manifestation of the pathway of 
differentiation (RJ Reed unpublished).”

Clark et al 1984

Hum Pathol 1984; 15:1147-1165 (1150)





Hum Pathol 1984; 15:1147-1165

Clark et al



Aberrant differentiation?



Hum Pathol 1984; 15:1147-1165

Clark et al



“Lentiginous 
Melanocytic 
Dysplasia”

“Epithelioid 
Melanocytic 
Dysplasia”



“The combination of persistent 
lentiginous melanocytic 
hyperplasia (aberrant 
differentiation) and melanocytic 
nuclear atypia constitutes 
melanocytic dysplasia”

Clark et al 1984

Hum Pathol 1984; 15:1147-1165 (1155)



“However, the sine qua 
non of melanocytic 
dysplasia remains 
melanocytic nuclear 
atypia.”

Clark et al 1984

Hum Pathol 1984; 15:1147-1165 (1159)



Hum Pathol 1984; 15:1147-1165 



Clark et. al. 1984
• “Common Acquired Nevus” base 

lesion
– Senescence is the natural history

• Unnatural history
– Aberrant differentiation (shoulders)
– Dysplasia in the shoulders
– Most terminal
– Rarely, result in melanoma & as a focus

Hum Pathol 1984; 15:1147-1165 (Abst)



Hum Pathol 1984; 15:1147-1165 



Clark et al, 1984:



Histopathology of 
precursor melanocytic 
lesions

Sagebiel RW, 1985

Am J Surg Pathol 1985; 9(3) Supplement 41-52



Sagebiel, 1985

Am J Surg Pathol 1985; 9(3) Supplement 41-52



Evolution
• Familial to Sporadic:  These nevi don’t 

always occur in families and patients 
are not always moley.

• Tumor progression:  Nevus becomes 
melanoma (“formal histogenetic
precursor”)

• Challenge to progression:  
Progression versus natural history of a 
nevus and patterns of nevi



“The most indisputable of all 
beliefs is that contradictory 
statements are not at the 
same time true.”

Aristotle – The law of non-
contradiction applied to logic



Challenge to Progression

There is no specific 
precursor as such.  In 
nature, a given lesion is 
either nevus, melanoma, or 
nevus with melanoma.  It 
follows its natural history.



Natural History of a 
person



Challenge to Progression
There is no specific precursor as such.  In nature, a 

given lesion is either nevus, melanoma, or nevus 
with melanoma.  It follows its natural history.
– No causal distinction is given between nevi and 

melanoma
– A melanocyte of a melanoma could arise from a 

melanocyte of a nevus, in a nevus, or outside of a 
nevus (control skin).

– One does not identify “steps.”  “Steps” are at the 
molecular level in a cell, not the histological level in a 
nevus

– One does not identify “atypia” or “dysplasia”, but 
criteria for diagnosis



Challenge to Progression
There is no specific precursor as such.  In 

nature, a given lesion is either nevus, 
melanoma, or nevus with melanoma.  It 
follows its natural history.
– Would explain examples of melanomas in 

conjunction with nevi
– Would explain de novo melanoma
– Would not require explanation of the origin 

of melanoma from lesional transformation, 
but cellular transformation



Challenge to Progression
There is no specific precursor as such.  In 

nature, a given lesion is either nevus, 
melanoma, or nevus with melanoma.  It 
follows its natural history.
– Advocate preconditions, not precursors

• Skin
• Melanocytes
• Moley
• Family history











“Atypical Melanocytic Nevi”

• 140 Nevi
• 40 with the “syndrome”
• 3 observers

Study Design

Pozo et al 2001Am J Clin Pathol 2001; 115:194-204



“Atypical Melanocytic Nevi”

• 31 “mild”
• 61 “moderate”
• 31 “severe”

Study Design

Pozo et al 2001Am J Clin Pathol 2001; 115:194-204



“Atypical Melanocytic Nevi”

• Symmetry
• “Lateral” extension
• Cohesion & migration of epidermal melanocytes
• Maturation
• Regression
• Nuclear features
• Nuclear grade
• Melanin
• Inflammatory infiltrate location
• Fibroplasia

Histopathological Variables

Pozo et al 2001Am J Clin Pathol 2001; 115:194-204



“Atypical Melanocytic Nevi”

• “Severe” correlated with
– 3 or more nuclear abnormalities
– Absence of regression
– Mixed junctional pattern
– Suprabasilar melanocytes on top of 

lentiginous hyperplasia 

Histopathological Variables

Pozo et al 2001Am J Clin Pathol 2001; 115:194-204



“Atypical Melanocytic Nevi”

• No distinction of “moley” vs non-
“moley” patients based on 
histopathology

• There were differences between 
AMN- “severe”, but not “mild” or 
“moderate”

Conclusions

Pozo et al 2001Am J Clin Pathol 2001; 115:194-204



Mild Moderate

Severe

Pozo et al 2001

Am J Clin Pathol 2001; 115:194-204



Pozo et al 2001



“High-grade dysplasia in atypical melanocytic 
nevi (AMN).  A.  AMN show an asymmetrical 
junctional pattern – epithelioid on the left side and 
lentiginous on the right side.”

Pozo et al 2001



Pozo et al 2001



“High-grade dysplasia in atypical melanocytic 
nevi (AMN).  B.  Suprabasilar melanocytes on top 
of lentiginous hyperplasia.”

Pozo et al 2001



Pozo et al 2001



Pozo et al 2001

“High-grade dysplasia in atypical melanocytic 
nevi (AMN).  C.  Obvious nuclear abnormalities.”



My diagnosis:  
Melanoma in situ, but 
not the authors, and 
not many in this 
audience.



Problem Words & Phrases
• Dysplasia
• Atypia

– Random cytologic atypia
• Precursor

– Formal histogenetic precursor
• Aberrant differentiation
• Stands between
• Tumor progression



Site-specific (special sites) vs
Dysplastic Nevi

• Acral
• Scalp
• Ear
• Umbilicus
• Genital
• Flexural





Have we Travelled?

• Where did the idea begin?
• How did it evolve?
• Where is it now?
• Have we Travelled?







Cancer Epidemiol Biomarkers Prev
2013; 22(4)528-32



1999



J Am Acad Dermatol 2012; 67:1.e1-16

J Am Acad Dermatol 2012; 67:19.e1-16



J Am Acad Dermatol 2012; 67:1.e1-16 J Am Acad Dermatol 2012; 67:19.e1-16



J Am Acad Dermatol 2012; 67:19.e1-16





Clarification?
• Concentrate on the natural history 

of melanoma, not transformation
• Clinically, concentrate on finding 

melanomas, not “transformed” nevi
• Histopathologically, remove “atypia” 

& “dysplasia”; concentrate on 
diagnosis – nevus vs melanoma



Common Ground?
• There are patients with a family 

history of melanoma
• There are patients with multiple 

melanomas
• Patients with few or many moles 

with and without melanoma



Common Ground?
• Any pattern of melanocytic nevus 

or melanoma can occur in any 
given patient.

• The histopathology of a single 
lesion does not predict “moleyness”



Merely Semantics?
Precursor

• Precursor implies 
one lesion that 
preceeds the 
formation of 
another one, e.g., 
nevus as a 
precursor of 
melanoma

Precondition
• Something that must 

be present for a thing 
to occur at all, e.g, 
melanocytes must be 
present in some form 
for a melanocytic 
nevus or a melanoma 
to occur



Outcomes-Natural History

• Histologically “dysplastic” nevi 
seem to have no untoward 
outcome even if they are not 
completely removed.

• If no margin comments are given, 
there is, paradoxically a higher rate 
of excision them.







Have we Travelled?

• Where did the idea begin?
• How did it evolve
• Where is it now?
• Have we Travelled?



Have We Travelled?
• Yes, today we understand that the 

lesions, called by various names 
are, in fact, nevi and can be 
diagnosed as nevi



Have we Travelled?
• Yes, from the beginning, there have 

evolved two groups who oppose each 
other on philosophical and linguistic 
grounds.

• No, the same groups are no closer to 
each other than they were 30 years 
ago when the debates began.



Allen, 1954

Active Junctional Nevus = Melanocarcinoma in situ



“Severe Dysplasia” - Clark, 1989



“Severe Dysplasia” –
Pozo, et. al., 2001



Is it really about 
“dysplasia” or “atypia” or, 
rather, Melanoma?



A Parting Note
“Food” for thought



Clark et al, 1984:  a parting note





Dedication



Wallace H. Clark, Jr., MD, 1925-1997



A. Bernard Ackerman, MD, 1936-2008



Questions?
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